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OUIGONUCLEOTIDE COMPOSITIONS AND METHODS THERECF

CROSS-REFERENCE TO RELATED APPLICATIONS
{0001} This application claims priority to United States Provisional Application Nos. 63/517,529,
filed August 3, 2023 and 63/664,150, fited June 25, 2024, and PCT International Application No.
PCT/US2023/030103, filed August 11, 2023 and published February 15, 2024 ag W(/2024/035946,

the entirety of each of which is incorporated herein by reference.

FIELD

[6602] Among other things, the prasent disclosure provides tec

It some enbodunerds, provided herein are methads of admuustenng WVE-003

disease, reducing mHTT BNA, or reducing moHTT protein i a homan subject m need thereofl In certam
mstances, methods are usetd for ameborating at least one svmptom of Huntington’s disease. Such symptoms
of Huntington's disease mclude, but are vot fimied to, bram atrophy, muscle atrophy. nerve degeneration.

101,

wnconirolied movement, diffionlty swallowing, difficuliv speaking, suxiety and depre

BACKGROUND
{6603] Oligonucleotides are useful in therapeutic. diagnostic. rescarch and nanomaterials applications.
The use of naturally occurmring nucleic acids {¢.g.. unmaodified DNA or RNA) for therapeutics can be Hmited,
for example, becavse of thewr wstability against extra- and intracellular nucleases and/or their poor cell
penetration and distribution. Currently lacking are acceptable options for treating nearodegenerative discases

like Huntington's diseasc. It 1s an object herein to provide methods for the treatment of such diseases.

SUMMARY
{(3004) Among other things, the present disclosure provides technologies for preventing or treating
Huntington’s disease. comprising administering or delivering to a subject susceptible thercto or suffering
therefrom WVE-003 according to a dose or a dosing regimen described herein.  For example, in some
cmbodiments, the present disclosure provides technologics for preventing or treating Huntington’s discasc,
comprnsing administering or delivering to a subject susceptible thereto or suffering therefrom WVE-003
equivalent to about 30 mg WVE-003 free acid form about every 8 weeks or longer {e.g., about every 8 weeks,
about quarterly, ¢ic.}. In some embodiments, the present disclosure provides technologics for preventing or
treating Huntington’s disease. comprising administering or delivering to a subject susceptible thereto or
suffering therefrom multiple doses {e.g., three or more) of WVE-003, each of which 1s independently equivalent
to about 30 mg WVE-003 froe acid form, about cvery 8 wecks or longer (c.g., about cvery 8 wecks, quartery,

oic.y.
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{(805] Among other things, the present disclosure provides the first-ever clinical demonstration of allele-
selective silencing of any disease target. In some embodiments, the present disclosure demonstrates mutant
huntingtin (mHTT) protein lowering of 46% with preservation of wild-tvpe huntingtin (GvtHTT) protein. For
example, statistically sigaificant, potent, and durable allele-sclective silencing was demonstrated n a 30 mg
mulitdose WVE-G03 cohort: 46% mean reduction 1n CSF mHTT protein compared to placcho, preservation of
wiHdTT protem, and gencrally safe and well-tolerated profile were achicved i a 30 mg multidose WVE-0G3
cohort.
{6006] Further, in some embodiments, the present disclosure demonstrates that reductions m mHTT
significantly correlates with a slowing n caudate atrophy (¢.g.. after just 28 weeks), an mmagiog biomarker
predictive of clinical outcomes. 1o some embodiments, the present disclosure provides caudate volume as a
biomarker for climcal development, .2, in view of s association with clinical outcomes. Additional results
are provided in the Examples.
{6607] WVE-003, which may also be referred to as WV-21403, has the structure of mG * § mUnO0iR
U mGnOCIR mA ¥ ST SC*8T*SG* ST * RA * 8G * SC * SA ¥ 8G * R miCeond0]RAcoGeonOOIR
m3Ceo * §Teo, wherein:

m represents a 27-0OMe modification to a nucleoside;

*S represents a Sp phosphorothioate linkage;

mS3Cen represents S~methyl 2'-0-methoxyethyl C;

/
__,N SANE
L >:N\P’O
N g
. AR g
nO0iR ropresents a Rp n001 hinkage, wherein a n001 linkage has the structure of o

eo represents a 2'—QCH2CH20CH?S modification to 3 nucleoside; and

*R represents a Rp phosphorothioate hnkage.
As typically atilized in oligonucleotide description, if not specifically mndicated a nucleoside is a BNA
nucleoside and a linkage is a natural phosphate linkage.
{(808] As described herein, WVE-003 can be provided in various forms imcluding pharmaceutically
acceptable salt forms such as sodium salt.
{(3009] Among other things, the present disclosure encompasses the recogaition that structural elements of
HTT {Huntingtin} ohigonucleotides, such as base sequence, chemical modifications (¢.g., modifications of
sugar, base, and/or intomucleotidic linkages, and patierns thereof), and/or stereochonustry {eg.,
stereochemistry of backbone chiral centers {chiral intemucleotidic hinkages}, and/or patterns thereof], can have
a significant impact on HTT ohgonucleotide properties and/or activities, e.g., protein binding chasacteristics,
stability, toxicitics, delivery, allele-specific knockdown of HTT transcripts, ctc. In some cmbodiments. the
present  disclosure demonstrates that HUT oligonucleotides with controlled structural clements and

compositions thereof can provide unexpected therapeutic properties and activities. In some embodiments, the
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present disclosure provides technologies, ¢.g.. HTT oligonucleotides, pharmaceutical composttions. drug
products, doses, dosages, ete., particularly those of WVE-003, that are useful for treating Huntington’s discase
i a subiect. In some embodiments, a subject has a HTT allele or transeript that comprises an expanded CAG
repeat region and is fully complementary to the base sequenee of WVE-003. As used herein, a nucleic acid or
base sequence may be considered as fully compiementary to another nucieic acid {c.g.. WVE-003) or base
sequence if the nucleic acid or base sequence comprises a sequence that has the same length as the another
nucleic acid or base sequence and 1s fully complementary to the full base sequence of the another nucleic acid
fe.g., WVE-G03) or base sequence. In some embodiments, an expanded CAG repeat compnses 36 or more
CAG repeats.  In some embodiments, a subject comprises a HI'T transcript associated with Huntington's
discase, wherein the transcrpt 15 fully complementary to the base sequence of WVE-003. In some
embodiments, a subject compnses a HTT transeript associated with Huntington’s discase, wherein the transeript
is fully complementary to the base sequence of WVE-003 at SNP ra362273. In some embodiments, a subject
comprises a HT'T transcript that is folly complementary to the base sequence of WVE-003 and comprises an
expanded CAG repeat region. In some embodiments, a subject comprises a HTT transcript that is fully
complementary to the base sequence of WVE-003 at SNP rs362273 and comprises an expanded CAG repeat
region. In some embodiments, a subject comprises a HIT aucleic actd, e.g., a HTT gene, which encodes a HTT
transcript associated with Huntington's discase, wherein the transcript is fully complementary to the base
sequence of WVE-003. In some embodiments, a subject comprises a HTT nucleic acid. ¢.g., a HTT gene,
which encodes a HTT transcript associated with Huntington’s disease, wherein the transenipt is fully
complementary {o the base sequence of WVE-003 at SNP 13362273, In some embodiments, a subject comprises
a HTT nuclcic acid, ¢.g., a HTT gooe, which encodes a HTT transcript that is fully complomentary to the basc
sequence of WVE-003 and comprises an expanded CAG repeat region. In some cmbodiments, a subject
comprises a HTT nucleic acid. e.g., a HTT gene, which encodes a HT'T transcript that is fully complementary
10 the base sequence of WVE-003 at SNP rs362273 and compnises an expanded CAG repeat region. In some
embodiments, a subject has an A variant of SNP rs362273. Ag those skilled in the art appreciate, HIT
transcripts with an A variant of SNP 15362273 can be fully complementary to the base sequence of WVE-003,
wherein the A is complementary to a T in WVE-003. fu some embodiments, the A variant of SNP 15362273 is
on the same chromosome as an expanded CAG repeat region in HTT. In some embodiments, a subject has a
variant of SNP 18362273 that s not A, In some embodiments, a variant of SNP rs362273 that is not A is not
on the same chromosome as an expanded CAG repeat region in HTT. In some embodiments, a variant of SNP
15362273 1s €. In some emboduments, a subject is heterozygous for the A variant of SNP 15362273, In some
embodiments, a subject is heterozvgous for the A vanant of SNP 1362273, wherein the A varant 1s on the
same chromosome as an expanded CAG repeat region in HTT. In some embodiments, a subject is homozygous
for the A vartant of SNP 15362273, In some embodiments, a subjoct is homozygous for the A vartant of SNP
15362273 and has an expanded CAG repeat regionin HTT. In some erobodiments, one chromosome of a subject

bas an expanded CAG repeat region wn HTT. In some embodiments, both chrovosomes of a subject
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mdependently bave an expanded CAG repeat region in HTT,

[3018) In some embodiments, Huntington’s disease {(HI3) is a debilitating and ultimately fatal autosomal
dominant newrological disorder, characterized by cognitive decline, psychiatric iliness and chorea. In some
embodiments, HE causes nerve cells in the brain to deteriorate over time, affecting thinking ability. emotions
and movement. HD is reported to be caused by an expanded cyiosine-adening-guanine (CAG) triplet repeat in
the huntingtin (HYTT) gene that results i production of mwtamt HUT protein.  In soroe embodiments,
accumulation of mutant HTT causes progressive loss of neurons in the bram. In some embodiments, wild-type,
or healthy, HTT protein 1s critical for newronal function, and suppression may have detrimental long-term
consequences. In some embodiments, approximately 30,000 people in the United States have svmptomatic HD
and more than 200,000 others are at risk for inhertting the discase. Thers are currently no approved discase-
maodifving therapies available.

EIIRY] In some embodiments, Hantington's disecase (HD) is reportedly caused by a cviosine-adenine-
guanine {CAG) repeat expansion in the Huntingtin (HTT) gene. resulting in mutant HTT (mHTT) protein
production. In some emobodiments, while ;mdHTT 1s reportedly causative for discase, preclinical studies suggest
loss of wild-type HTT (wtHTT) may also contribute to neuronal impairment. In some embodiments, wtHTT
protein 1s reportedly cnitical for neuronal function: suppression of wiHTT may have detrimental long-term
CONSEqUences.

{0012} {n some embodiments, the ability to selectively lower production of mHTT protemn while retaining
a sufficient wiHTT level {also described as allele-specific knockdown) reportedly holds great promise for HD
treatment. In some embodiments, as confirmed herein, oligonaclectide admimstrations as described herein can
reduce fovel, expression and/or activity of mHTT transcripts and/or proteins more than those of wtHTT
transcripts and/or proteins in ndividual subjects and/or populations of subjects.

{6613] In some embodiuments, allele-specific knockdown utilizes an association between smgle nucleotide
polvmorphisrs (SNPs) and genetic mutations to speeifically target errors in genetic disorders, melading
Huntington’s disease (HD).

{0614] In some embodiments, the present disclosure provides oligonucleotides, compositions and methods
for allele-specific knockdown of 2 ;HTT wransceript, wherecin allele-specific knockdown {(also refercnced as
allele-specific suppression, allele-selective approach, allele-selective knockdown or suppression, or the like)
preferentially decreases the level, expression and/or activity of a mHTT transcript {(2.g.. comprising an expanded
CAG repeat region} and/or a product thereof (c.g.. mHTT protein) relative to a wild-tvpe HTT and/or a product
thercof {c.g., wild~type HTT protein} (c.g., the expression, level and/or activity of wild-tyvpe HTT 15 not
significantly decreased, not decreased, remains the same, or increases).

{6015) In some embodiments, a decrease in the level, expression and/or activity of a mHTT transcript
results in or is associated with a decrease in the level, expression and/or activity of a mHTT protein. including
but not Houited o the formation, number and/or size of aggregates {coagula) of mHTT protcins. fn some

embodiments, a mHTT proten comprises an extended poly-glutamine {poly-Q) tract, e.g., translated from a



WO 2025/030155 PCT/US2024/040849

CAG repeat eXpansion.

Y In some embodiments, the present disclosure pertains to: a raethod of treatment and/or prevention
of Huntington's disease i a subject {e.g., a patient sach as a human patient) in need thereof’ a method of allele-
specific knockdown of a mutant Huntingtin transcript in a subject; and/or a method for reducing the seventy of
and/or delaying the onset of one or more symptoms of Huntington's disease. In some embodiments. the method
comprises the step of adounisicring 1o the subject a therapeutically etfective amount of a HTT oligonucleotide
or HTT oligonucleotide composition. In some embodiments, the present disclosure pertains to: a method of
treating, ameliorating, or slowing the onset or progression of Huntington's Disease, comprising administering
to a subject a compound comprising a HT'T oligonucleotide or HT'T oligonucleotide composition, wherein the
oligonucicotide is complementary o a mutant hustivgtin alicle at a position on the allele comprsing a single
nucleotide polvmorphism (SNP) site, wherein the compound adnunistered to the subject treats, ameliorates
and/or slows the onset and/or progression Humtington's Disease by selectively reducing the muotant hantingtin
allele. To some embodiments, the present disclosure pertains to: a method of ameliorating a symptom of
Huntington’s disease, comprising adnunisiering a HTT oligonuclentide or HTT oligonucleotide compaosition to
human subject in need thereof.

{6617} In some embodiments, a HTT oligonuclectide 1s WVE-003. In some embodiments, a HTT
oligonucleotide composition is a composition comprising WVE-003. In some embodiments, a WVE-Q03
composttion is a chirally controlled ohigonucleotide composition.

{381 8] In some embodiments, WVE-003 compositions are chirally controlled {e.g., stereopure) HTT
cligonucleotide composttion capable of mediating an allele-specific decrease in the level, expression and/or
activity of 3 mHTT transcript. WVE-003 can scloctively targets onc isoform of HTT SNP 5362273
{sometimes referenced as SNP3). WVE-003 is fully complementary to the sequence of the SNP (and
surrounding sequences} that it ts targeting.  As described herein, 1n various embodunents, WVE-003 15 fully
complementary 1o a mHT Tiranseript. In some embodiments, WVE-003 1s fully complementary to a mHTT
trapscript, and is not fully complementary to a wtHTT transcript. In some embodiments, a mHTT transeript is
associated with, or more associated with than a wiHTT transcript, a condition. disorder or disease like
Huotington's discase. In some corbodunends, 2 mHTT comprises 36, 37, 38, 39, 40, 45, 56 ormore CAG
repeats. As appreciated by those skilled in the art, complementary to a transcript may be assessed using
genctic sequences from which a transeript is transcribed.

[(3619] In some embodiments, WVE-003 can be used as a discase-modifving agent for the treatment of
subjects with Huntington’s discase (HD). It can be provided as a sicrocopure antisense oligonucleotide (ASO)
that selectively target the mutant form of the huntingtin (mHTT) gene transenipt. In some embodiments, a
composition of WVYE-003 is a stercopure ohigonucleotide composition which recogmizes the discase-associated
{e.g., mutant} allele of SNP rs362273 in the Huntingtin gene. is officacious in reducing the level, expression
and/or activity of a mHTT gene (or a gene product thereof), and is capable of mediating allele~specific

knockdown of the mutant Huntingtin (mHTT) gene.



WO 2025/030155 PCT/US2024/040849

{(820] {n some embodiments, the present disclosure provides roethods for reducing level, expression
and/or activitv of a mHTT gene {or a gene product thereof), comprising admimstering to a subject an
sligonucleotide at a dose or according to a dosage regimen as described herein. In some embodiments, fevel of
mHTT transcripts is reduced. In some embodiments, level of mHTT proteins is reduced. In some embodiments,
fevel, expression and/or activity of a wtHTT gene iz not significantly reduced. In some enmvbodiments,
asscssments are performed using a sample from a subject. In some embodiments. a subject i vanous methods
herein is a human. In some embodiments, assessments are performed using a sample from a human subject
who is susceptible to or suffering from a condition, disorder or disease associated with mutant HTT (eg.,
Husotington’s discase). In some embodiments, assessments are performed using a patient sample. A “patient
sample” is any hiological specimen from a patient. The term sample includes, but is not lueied to, biological
fluids such as blood, serum, plasma, urine, cerebrospinal flaid (CFS), tears, saliva, bvmph, dialysis fhuid, lavage
flutd, semen, and/or other liquid samples, as well as cells and tissues of bislogical origin.  In some preferred
embodiments, assessments are performed using CSF samples.  In some embaodiments, asscssments are
performed using plasma saraples. In some embodiments, assessments are performed using blood samples. In
some embodiments, assessment are performed at suitable time point(s) as appreciated by those skilled in the
art,eg.aftferabout 1,2, 3,4,5,6,7,8,9,10, 11, 12, 13, 14, 13, 16, 17, 18, 15, or 28 days, or about 3, 4, 5, 6,
7, or 8 weeks, or about 3, 4, 3, or 6 or more months after administration of a dose and before a next dose, ifany,
ts adounistered. In some emboduments, assessment s performed afterabout 1.2, 3,4, 5,6, 7.8, 9, 16, 11, 12,
13, 14, 15, 16, 1718, 19, or 20 doses are administered. Tn some embodiments, assessment results are for an
mndividual subject. In some embodiments, assessment are performed on a population of subjects, eg., as
typically performed in clinical trials or in clinical applications. In some embodiments, a population has a size
of about 10, 20, 30, 40, 530, 606, 70, 80, 90, 100, 200, 500, 1000 or more subjects. In some embodiments, the
size is about 10 or more subjects. In some embodiments, the size is about 20 or more subjects. In some
embodiments, the size 1s about 36 subjects. In some embodiments, the size 15 about 30 or more subjects. In
some embodiments, the size is about 40 or more subjects. In some embodiments, the size is about 50 or more
subjects. In some embodiments, the size is about 100 or more subjects. In some embodiments, the size is about
200 or more subjects. I some erobodiments, the size is about 300 or more subjects. I some embodiments,
the size is about 1000 or more subjects. In some embodiments, reduction is about 10%, 20%, 25%, 30%, 40%,
5%, 60%, 70%, 80%, or 90% or more. In some embodiments, it 1s at feast about 19% or more. In some
embodiments. it is at least about £2% ormore. In some embodiments. it is at least about 20% or more. In some
embodiments, 1t 1s at least about 30% or more. In some embodiments, it is at feast about 40%; or more. In some
embodiments, it is at least about 50% or more. As appreciated by those skilled in the art, in some embodiments,
a mHTT gene or product thereof comprises a sequence that 1s the same or fully complementary to WVE-003
sequence and coutains expanded CAG repeats {or a sequence encoded thereby}, and a wild type HTT gene or
product thereof dogs not contain a sequence that is the same or fully complementary to WYE-003 sequence in

HTT or at rs362273 and contains fower CAG repeats (¢.g., not considered as expanded CAG repeats) {or a
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sequence encoded by the repeats).

{B6021] In some embodiments, the present disclosure pertains to any of vanous methods related to the use
of a HTT oligonucieotide or composition. In some embodiments, a HTT oligonucleotide is WVE-003. In some
embodiments, a composition is a composition comprising WVE-G03. In some embodiments, a composition is
a WVE-003 composition and substantially all ohigonucieotides in the composition are WVE-003 (as appreciated
bv those skilicd in the art, some other ohigonucicotides may exist as impurities. levels of which can and are
typically controlled in provided compositions).

{6622) In some embodiments, a HTT ohigonucleotide, e.g., WVE-003, or composition is admimstered or
deftvered to a subject at a dose of about 10-200 mg, about 10-190 mg, about 10-180 myg, about 10-170 mg,
about 10-160 mg, about 10-150 mg, about 10 mg, about 20 mg, about 30 mg, about 40 mg, about 50 rag, about

60 mg, about 70 mg, about 80 mg

gkl

about 90 mg, about 100 mg, about 110 mg, about 120 mg, about 130 mg,
about 140 mg, about 150 myg, about 160 mg, or about 168 mg.

{6623} As used berein, an amount of the present disclosure, ¢.g.. about 13-200 mg, about 10-190 mg, about
"

10-180 mg, 10-170 mg, about 10 mg, about 20 mg. about 30 mg. about 40 mg, about 30 mg, about 60 mg, about

70 mg,

about 80 mg, about 80 mg, about 100 mg, about 110 mg, about 120 mg, about 130 mg, about 140 mg,
about 150 mg, about 169 myg, or about 168 myg, is typically equuvalent to free acid form of an ohgomucleotide,
unless expliciily noted otherwise. In some embodiments, WVYE-003 1s adnunistered or delivered to a subject at
a dose equivalent to about 10-200 mg, about 10-190 mg, about 10~180 mg. about 10-170 mg, about 10-160 mg,
about 10-150 mg, about 10 mg, about 20 mg, about 30 mg, about 40 mg, about 50 mg, about 60 mg, about 70
mg, about 80 mg, about 90 mg, about 100 myg, about 110 mg, about 120 mg, about 130 mg, about 140 mg, about
150 mg, about 160 mg, or about 168 mg WVE-003 frec acid form. In some cmbodiments, a dosc is cquivalent
to about 10 mg WVE-003 froe acid form. In some eotbodiments, a dose is equivalent to about 20 mg WVE-
003 free acid form. In some embodmments, a dose 1s equivalent to about 30 ag WVE-003 free acid form. In
some embodiments, a dose 1s equivalent to about 60 mg WVE-003 free acid form. In some embodiments, a
dose is equivalent to about 90 mg WVE-003 free acid form. In some embodiments, a dose 1s equivalent to
about 120 mg WVE-003 free acid form. In some embodiments, a dose is equivalent to about 150 mg WVE-
(03 free acid form.

0024] In some embodiments, a HTT oligonucleotide or composition 18 administered or dehvered to a
subject at a dose of about 10 mg, about 20 myg, about 30 mg, 40 mg, about 50 mg, about 60 myg, about 70 mg,
about 80 mg, 90 myg, about 100 mg. about 10 me, about 120 my. about 130 mg. about 140 mg, about 150 mg,
about 160 mg, or about 168 mg. In some embodiments, WYE-0(3 is administered or delivered to a subject at
a dose equivalent to about 10 mg, about 20 mg, about 30 mg, 40 mg, about 50 mg, about 60 mg, about 70 mg,
about 80 mg, 90 mg, about 100 mg, about 110 mg, about 120 mg, about 130 mg, about 140 mg, about 130 mg,
about 160 mg, or about 168 mg WVE-003 free acid form. As described herein, WVE-003 may be administered
or dehivered in various forus ncluding various phammaceuticallv acceptable salt forms. In some erabodiments,

a composition administered to a subject comprises one or more forms of WVE-003, ¢.g., one or more
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pharmaceutically acceptable salt forms. In some embodunents, a composition is a liquid composition. In some
embodiments, WVE-003 is dissolved in a suitable liquid, e g, water or a suitable buffer as desceribed herein
such as buffered saline, cercbrospinal fhud (CSF), artificial cerebrospinal thad (aC8F), etc.

6625] Usefid technologies for preparing oligonucleotides and products thereof, ¢.g., of WVE-003 are as
described herein. In some embodiments. oligonucleotides. ¢.g., WVE-003 are administered as chirally
controlled oligonucleotide compositions as descrbed herein. In some ombodiments, cach chural
mtermnucleotidic linkages mdependently has a stercopurity of abowt 97%, 98%, 99% or more. In some
embodiments, stereopurity of an oligonucleotide, ¢.g., WVE-G(3, in a composition can be expressed by the
product of multiplying stereopurity {or stercoselectivity) at each chiral intermuclkeotidic linkage. In some
embodiments, stercopuriiy/stercosclectivity of a chiral interoucieotidic linvkage can be assessed by
stereopurity/stercoselectivity  during formasion of a cowesponding dimer which comprises the chiral
mterpucleotiche  linkage and the two nucleosides it is bonded to. In some embodiments,
stereopurity/stereoselectivity . of  a  chiral  internuclestidic linkage  can be  assessed by
stercopurtty/stercoselectivity during ohigonucleotide svnthesis when the chual joteroucleotidic linkage s
formed {e.g., an assessment of a product after the fonmation of the chiral internucleotidic Hinkage but before the
formation of the next internucleotidic Hnkage). In some embodiments, stereopurity/stereoselectivity of a chiral
miermucleotidic  linkage i a product oligonucleotide, eg, WVE-003. is considered to be the
stercopurity/stercoselectivity observed in dimer formations or during oligonucleotide svnthesis. In some
embodiments, stereopurity/stereoselectivity observed in dimer formations or durning oligonucleotide synthesis
are the same or very close to each other. Those skilled in the art appreciate that stereoparity/stereoselectivity

of cach chiral intornucicotidic linkage may be different, though according to various provided technologics it

is consistently high ai cach chiral mtemuclootidic linkage {(e.g., about 97%, 98%, 99% or mow). In some
embodiments. cach chiral interpucleotidic Tinkage independently bas a stereopurity of about 97%, %8%, 99%
ormore. In some embodiments, atleast 1,2, 3,4,3,6,7,8,9, 10, 11, 12, 13, 14, or |5 internucleonidic linkage
mdependently has a stereopurity of about 98%, 99% or more. In some embodiments, atleast 1,2,3. 4,56, or
7 iternuclectidic linkage mdependently has a stereopurity of about 99% or more. In some embodiments, no
more than 1, 2, 3, 4, or 3 independently has a stercopurity of less than about 98%, In some embodiments, no
more than 1, 2, 3, 4, or 5 mdependently has a stereopurity of less than about 98% but each is still independently

-
ol

higher than about 97%. In some embodiments, stercopurity of WVE-003 is about 75% or more. In some
embodiments, stereopurity of WVE-003 is about #0% ormore {¢ g, as product of stercopurity of corresponding
dimers). In some embodiments, stcreopurity of WVE-003 1s about 81% ormore {¢.g ., as product of stcreopurity
of corresponding dumners}. In some embodiments, stercopurity of WVE-003 15 about 82% or more {¢.g., as
product of stereopurity of corresponding dimers}. In some embodiments, stereopurity of WVE-(03 is about
83% or more {¢.g., as prodact of stercopurity of corresponding dimers). In some embodiments. stercopurity of
WVYE-G03 is about 84% or more {e.z.. as product of stercopurity of corresponding dimers).  In some

embodiments, storeopurity of WVE-003 1s about 85% ormore (¢.g., as product of stereopunty of corresponding
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diroers). In some embodiments. amount of an oligonucleotide adovnistered include amount of stereoisomers
of the oligonucleotide {¢.g., to the extent cannot be separated during roanufacturing}. In some embodiments,
amount of an ohgonucleotide administered does not include other impurities such as shorter oligonucleotides
ohserved during oligonucleotide syathesis {as appreciated by those skilled in the art, to the extent that a utilized
purification method can remove such impurites).

10626} As apprectated by those skilied in the art, oligonucleotides may be admumistered tn various forms
mchiding one or more phamaceuticallv acceptable salt forms. For example, n some embodiments,
ohigonucleotides are administered as dissolved oligonucleotides and/or salts thereof in suitable solutions, eg.,
water or suitable buffer systems. In some embodiments, an amount of an oligonucleotide includes all forms of
the oligonucleotide, and when expressed i weight {(¢.g.. mg), such weight includes weights of all forms of the
oligonucieotide but all converted to weight of the acid form (e.g., for WVE-003 using molecular weight 7257 94
free acid). Alternatively or additionally, amount of an oligonucleotide may be expressed in mole, which in
some embodiments melude moles of all form of the oligonucieotides {2 g.. about 10 mg, about 20 me, about 30
g, about 40 mg, about 30 mg, about 60 mg, about 70 mg, about 80 mg, about 90 mg, about 100 mg, about 110
mg, about 120 mg, about [30 mg, about 140 mg, about 150 mg, about 160 mg, or about 168 mg of WVE-003
correspond to about 1.4, about 2.8, about 4.1, about 5.3, about 6.9, about 8.3, about 9.6, about 10.9, about 12 4,
about 13.8, about 15.2, about 16.3, about 17.9, about 19.3, about 20.7, about 22.0 or about 23.1 umol WVE-
(03).

{B6027] As described herein, multiple doses may be administered at vanous suitable frequencies, e.g., about
every 3 weeks, about every 4 weeks, about every 8 weeks, about every 12 weeks, about onee a month, about
snee bi-monthly or about once quarterly as described horein. In some cmbodiments, cach docs is independently
equivalent to about 10 mg, about 20 mg, about 30 myg, about 40 my, about 30 myg, about 60 mg, about 70 mg,
about 80 rag, about 90 mg, about 100 mg, about 110 mg, about 120 mg, about 130 mg, about 140 mg, about
150 mg, about 160 mg, or about 168 mg WVE-003 fice acid form. In some embodiments, a HTT
oligonucleotide or composition is administered to a subject at a dosage of about 10 mg, about 20 mg, about 30
myg, about 40 mg, about 36 myg, abowt 60 mg. about 70 mg. about 80 mg. about 90 mg, about 100 mg, about 110
mg, about 120 mg, about 130 mg, about 140 mg, about 130 g, about 160 mg, or about 168 mg per mouth. In
some embodiments, a HTT oligonucleotide or composition is administered o a subject at a dosage of about 10
mg, about 20 mg, about 30 mg, about 40 mg, about 3¢ mg, about 60 mg, about 70 mg, about 80 mg, about 99
mg, about 100 mg, about 110 mg. about 120 mg, about 130 myg, about 140 mg. about 150 my, about 160 mg,
or about 168 mg every 8 weeks. In some embodiments, a HT'T oligonucieotide or composition is administered
1o a subject at a dosage of about 10 mg, about 20 mg, about 30 mg, about 40 mg, about 50 mg, about 60 mg,
about 70 mg, about 80 mg, about 90 mg, about 100 mg, about 110 mg, about 120 mg, about 130 mg, about 140
myg, about 130 mg, about 160 mg, or about 168 mg cvery 12 weeks. In some embodiments, provided
technologies provide long duration. In sorae embodimends, doses are adnunistered every two months or less

frequently. Tn some embodiments, doses are administered quarterly or less frequently.
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{6828] {n some embodiments, the present disclosure pertains to: a method of treatruent and/or prevendion
of Huntingtons disease in a subject (¢.g., a patient such as a human patient) in need thereof) a method of allele-
specific knockdown of a mutant Huntingtin transcript in a subject; and/or a method for reducing the seventy of
and/or delaying the onset of one or more symptoms of Huntingtorn’s discase, wherein the method comprises
administering WVE-003 in multiple doses, cach of which is independently equivalent to about 10 mg, about 20
nog. about 30 mg, about 40 1ag, about 30 mg, about 60 mg. about 70 mg, about 40 mg. about 90 mge, about 100
mg, about 10 mg, about 120 mg, about 130 mg, about 140 mg, about 130 mg, about 160 mg, or about 168 mg
WVE-003 free acid form. In some embodiments, in the method of the present disclosure, the amount of each
dose remains constant (e.g., each dose a patient receives is about 30 mg: or cach dose a paticnt recetves is about
60 mg; or cach dose a paticet receives is about 90 mg; or cach dose a patient reccives is about 120 mg): o some
embodiments, the amount of each dose changes over time {(e.g., a patient may be maintaned for one or more
doses at a particudar dose, and later, due to efficacy and/or safety or other 1ssuces, the amount of each dose may
be increased or decreased). In some embodiments, multiple doses are administered and each ts independently
about 30 mg WVE-003 free acid form. In some embaodiments, multiple doses are advunistered approximatelv
monthly or once approamately every 4 weeks. In some embodiments, the doses are admnistered
approximately monthly or once approximately every 4 weeks, except for approsumately two months or
approximately cight weeks between the second and fourth doses. In some embodiments, multiple doses are
admustered once approximately every 8 weeks. For example, in some embodiments, a method compuses
administering multiple doses once approximately every § weeks, cach of which 1s independently equivalent to
about 30 mg WVE-003 fiee acid form. In some embodiments, maltiple doses are adminmistered once
approximatcly cvery 12 weeks, For cxample. in some embodiments, a mothod compriscs administering
multiple doses once approximatelv every 12 weeks, cach of whuch is independently equivalent to about 30 mg
WVE-003 free acid form. In some embodiments, each dose is administered as a pharmaceutical composition
as described herem.  In some embodiments, the doses are admunisiered at least about 2 umes. In some
embodiments, the doses are admimistered at least about 3 fimes.  In some embodiments, the doses are
adminisiered at least about 4 times. In some embodiments, mterval between a dose and its immediate following
dose ts independently about 1,2, 3,4, 5,6, 7.8, 9, 10, 11, or 12 wecks, ovabout 1,2, 3,4, 5,6, 7,8, 9, 10, 11,
12 or more months. In some embodiments, inferval between each dose and its immediate following dose is
mdependently about 1,2, 3, 4,5, 6,7. 8,9, 10, 11, or 12 weeks, orabout 1, 2, 3,4,5,6,7. & 9,10, 11, 1Zor
more months. In some embodimenis, an interval is about 1 week. In some embodiments, an interval 1s about
2 weeks. In some ombodiments, an nterval is about 3 weeks. In some embodiments, an interval is about 4
weeks. In some embodiments, an inferval is about S weeks. In some embodiments, an interval 1s about 6 weeks.
In some embodiments, an mterval 1s aboui 7 weeks. In some embodiments, an interval 1s about 8 weeks. In
some embodiments, an interval is about 9 weeks. In some embodiments, an interval is about 10 weeks. In
some cmbodiments, an interval 1s about © weeks. I some embodiments, an interval 1s about 11 weeks. In

some embodunents, an interval ts about 9 weeks. In some embodiments, an interval is about 12 weeks. In
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some embodiments, an inferval is about | month. In some embodiments. an ioterval 1s about 2 month. In some
embodiments, an mierval 1s about 3 or more months, In some embodiments, an interval is about 3, 4, 5,6, 7,
8, or 9 months. In some embodiments, an interval 1s about 3 months. In some embodiments, an interval is
about 6 months. In some embodiments, an imferval is about 9 months. In some embodiments, cach imterval s
independently abouat 1 or more weeks. In some embodiments, cach interval 1s indepeadently about 2 or more
weeks, In some embodiments, cach interval is independently about 3 or more weeks, In some embodiments,
cach interval 1s independently about 4 or more weeks. In some embodiments, cach interval is independently
about 3 or more weeks. In some embodiments, each interval is independently about 6 or more weeks. In some
embodiments, cach interval is independently about 7 or more weeks. In some embodiments, each mterval is
mdependently about 8 or more weeks. In some embodiments, cach tnterval is mdependently about ¢ or more
weeks. In some embodiments, each interval is independently about 10 or more weeks. In some embodiments,
each interval is mdependently about 11 or more weeks. In some embodinients, each interval is ndependently
about 12 or more weeks. In some embodiments, each imterval ts independently about 1 or more months, In
some eombodiments, cach interval s independently about 2 or more months.  In some embodiments, cach
mnterval is independently about 3 or more months. In some embodiments, each wnterval is independently about
3,4, 5,6,7, 8, or § months. In some embodiments, cach interval i1s independently about 1 months. In some
embodiments, cach imterval is independently about 2 months. In some embodiments, each interval is
mdependently about 3 months. To some embodiments, cach interval is independently about 6 months. In some
embodiments, each interval is independently about 9 months. In some embodiments, all intervals are about the
same. In some embodiments, one or more intervals are longer than others. In some embodiments, one or more
mtervals arc shorter than others. In some cmbodiments, dose frequency for multiple or alf doscs is about 1, 2,
3,45 6,7.86,9, 10, 11 or 12 weeks, or about 1, 2, 3.4, 3, 6,7 8,9, 10, 11, 12 or more months. In some
embodiments, dose frequency for multiple orall dosesisabout 1.2.3,4,5,.6.7, 8.9, 10, 11, 12 or more months.
In some embodiments, one or more loading doses are adnunistered. In some embodiments, no loading doses
are administered.

{6629] in some embodiments, use of WVE-003 in various methods is tested in a clinical trial designated
the SELECT-HD Phase 1b/2a tnal. SELECT-HD 15 a 1b/2a multicenter, randomized, double-blind, placcho-
controlled study to evaluate the safety, tolerability, PK, pharmacodynamics (PD), and clinical effects of WVE-
003 in adelt patients with ecarly-mamfest Huntington’s disease (HD) who carry a targeted single nucleotide
polvmorphism (SNP) rs362273 (SNP3). Period | of this studv evaluates single ascending doses (SAD) of
WVE-003. Period 2 evaluates multiple ascending doses (MAD) of WVE-003. In some embodiraents, a subject
is with carly manifest Huntington’s disease. In some embodiments, a subject is 25 vears old or older. In some
embodiments, a subject is 60 years old or vounger.

{0630) {n some embodiments, an cligonucleotide, e.g.. WVE-003, or a composition is administered
mirathecally,  In some emboduments, indrathecal administration is interspinal admivistration.  In some

embodiments, a method described herein comprises admimstering a HTT obigonuclestide, e.g., WVE-003, ora
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composition thereof intrathecally and 1n an amount described hercin, ¢.g., equivalent to about 10, about 20,
about 30, about 40, about 30, about 60, about 70, about 80, about 90, about 100, about 110, about 120, about
130, abowt 140, about 130, or about 168 mg oligonucleotide {e.g., WVE-003}) free acid form. In some
embodiments, a method described herein comprises admintstering a HT'T oligonocleotide (s.5., WVE-003} or
a composition thereof intrathecally and cach mdependently in an amount described herein, e.g.. equivalent {o
about 10, about 20, about 30, about 60, about Y0, about 120, about 130, or about 168 myg oligonucleotide {c.g.,
WVE-003) free acid form with dose mtervals described herein, e.g, monthlv.  In some embodiments, an
ohgonucleotide, e.g., WVE-0{3, or a composition is administered by direct humbar injection.

{6831} {n some cmbodiments, a therapeutically effective amount of a HTT oligomucleotide, or a salt form
thereof, or a HTT oligonuclcotide compostiion chicits a desired binlogical response when adountistered as part
of a therapeutic regimen. In some embodiments, a therapeuntically effective amount of a HTT oligonucleotide,
or a salt form thereof, or a HTT oligonucleotide composition 1s an amount {¢.g.. about 30, about 60, aboat 80,
about 20, about 1306, or about 168 mp free acid form) that is sufficient, when administered to a subject
suffering from or susceptible to Huntington’s disease, 1o treat, prevent, and/or delay the onset of Huntington’s
disease {c.g., at least one symptom of Huntington’s disease).

{6632) In some embodiments, a method desenbed herein comprises the step of administering a
therapeutically effective amount of a HT'T coligonuclieonide or HTT oligonucleotide composition. In some
cmbodiments. a HT'T oligonucleotide or HTT oligonucieotide composition is or comprises WVE-003

{B3033] In some embodiments, a therapeutically effective amount of a HTT oligonucleotide, or a salt form
thereof, or a HTT oligonucleotide composition is capable of mediating a clinically significant amount of allele-
specific knockdown of a mutant HI'T transcript. In some cmbodiments, a therapeutically cffective amount of
a HTT oligovucientide, or a salt form thercot, or a HIT oligonucieotide composition does sot siguificantly
decrease the amount of wild-type Huutingtin transcript or a gene product thercof. o some embodiments, a
therapenticallv effective amount of a HTT ohgonucleotide, or a salt form thercot, or a HTT oligonucieotide
composition does not decrease the amount of wild<type Huntingtin franscript or a gene product thereof (o a
level associated with a clinically-manifested adverse event or side effect.

{(034] {n some cmbodiments, a therapeutically effective amount of a HI'T oligonucleotide, or a salt form
thereof, or a HTT oligonucleotide composttion is low enough o prevent or reduce the occurrence and/or reduce
the severity of at least about one adverse event mediated by and/or associated with admimstration of the
oligonucleotide or oligonucleotide composition to the subject.  In some embodiments, a therapeutically
effective amount of a HY'T ohigonucleotide, or a salt form thercof. or a HTT cligonucieotide composition is
sufficient o mediate a clinically significant amount of allele-specifie knockdown of a mutant HT T transenpt in
a subject, but is low enough to prevent or reduce the securrence and/or reduce the severity of at least about one
adverse event mediated by and/or associated with administration of the oligonucieotide or oligonucieotide
composition to the subject.

{3035] In some embodiments, an adverse event is an adverse effect. In some embodiments, an adverse

12



WO 2025/030155 PCT/US2024/040849

cvent is oild, moderate. severe. or serious. In some embodiments, an adverse event is: pyrexia, headache.
vomiting, or tachyecardia. In some embodiments, an adverse event is or 1s, is measured by, or 1s related o an
merease in pro-inflammatory markers {e.g., Cereactive protein and complement), prolongation of aPTT,
thrombocytopenta, liver cnzyme changes {c.g., AST and ALT) or kidney biomarker changes {e.g., BUN,
creatining).

10636} in some embodiments, a therapeutically effective amount of a HT'T ohgonucleotide, or a salt torm
thereof, or a HTT oligonucieotide compaosition is sufficient to achieve a chnically sigmificant maximum plasma
concentration of the HTT ohgonucleotide or oligonaclectide composition.  In some embodiments, a
therapeotically effective amount of a HI'T oligonucieotide, or a salt form thercof, or a HTT oligonucicotide
composition is about 30 mg. In some emboduments, a therapeutically effective amount of a HTT
oligonucleotide, or a salt form thereof, or a HTT oligonucleotide composition is about 60 mg. In some
embodiments, a therapeutically effective amount of a HT'T oligonucleotide, or a salt form thereof, or g HTT
oligonucleotide composition 1s about 90 mg. In some embodiments, a therapeutically effective amount of a
HTT oligonucientide, or a salt form thereof, or a HTT oligonucleotide composition 15 about 120 mg. In sone
embodiments, a therapeutically effective amount of a HT'T ohigonucieotide, or a salt form thercof, or a HTT
ohgonucleotide composition 1s about 150 mg. In some embodiments, a therapeatically effective amount of a
HTT oligonucleotide, or a salt form thereof, or a HTT oligonucleotide composition is about 168 mg. In some
cmbodiments. a therapeuiically effective amount of a HTT oligonucleotide, or a salt form thereof, or a HTT
oligonucleotide composition is 30 +25% mg. In some embodiments, a therapeutically effective amowunt of a
HTT oligonuclectide, or a salt form thereot, or a HTT oligonucleotide composition is 60 +25% myg. In some
cmbodiments, a therapeutically offective amount of a HT'T ohigonucleotide, or a salt form thercof, or a HTT
ohigonucleotide composition 1s 90 £25% mg. o some embodiments, a therapeutically effective amownt of a
HTT oligonucleotide, or a salt form thereof, or a HT'T oligonucleotide composition ts 120 +25% mg. In some
embodiments, a therapeutically effective amount of a HTT ohigonucleotide, or a salt form thereof, or a HTT
oligonucleotide composition is 1530 +25% mg. In some embodiments, a therapeotically effective amount of a
HTT oligonucleotide, or a salt fomm thereof, or a HTT oligonucleotide composition i1s 168 +25% myg. In some
embodiments, a therapeutically effective amount of a HTT oligonucleotide, or a salt form thereof, or a HT'T
oligonucleotide composition is about 30 mg. about 60 mg, about 90 mg, about 120 mg, or about 150 mg
(irrespective of body weight, as the total vohime of the central nervous system is similar in most adult humans).
Inn some embodiments, a therapeutically effective amount of a HET oligonucleotide. or a salt form thereof, ora
HTT oligonucleotide composition is about 30 mg. In some embodiments, a therapeutically effective amount
of a HTT ohgonucleotide, or a salt form thereof, or a HTT oligonucleotide composition 15 about 60 mg. Tn
some embodiments, a therapeutically effective amount of a HTT oligonucleotide, or a salt form thereof, or a
HTT oligonucleotide composition is about 90 mg. In some embodiments, a therapeutically effective amount
of a HT'T oligonucleotide, or a salt form thereof, or a HT'T ohigonucleotide composition s about 120 mg. In

some embodiments, a therapeutically effoctive amount of a HTT ohgonucleotide, or a salt form thereof, or a
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HTT oligonucleotide coraposition 15 about 150 mg. In some embodiments, a therapeutically effective amount
of a HTT oligonucleotide, or a salt form thereof, or a HTT ohigonucleotide composition is about 168 mg. In
some embodiments, a HTT oligonuclestide is WVE-003.

[6637] In some embodiments, the present disclosure provides methods comprising administering to a
subject a HI'T oligonucleotide or HTT oligonucleotide composition in an amount of about 30, about 60, about
80, about 120, about 150, or about 168 mg equivalent to the free acid form of the oligonucleotide.

{86638] In some embodiments, the present disclosure provides methods comprising admimstering to a
subject a HTT ohgonucleotide or HTT oligonucleotide composition in an dose of about 30, about 60, about 90,
about 120, about 150, or about 168 mg. wherein the oligonucieotide is WVE-003. In some cmbodiments, doses
are administered approximately once a month, or approximately every four weeks. In some embodiments,
doses are administered approximately once every two months, or approximately every eight weeks. In some
embodiments, doses are administered approxamately once every three months, or approxamately every twelve
weeks. In some embodiments, the time between the first and sccond doses is about 2 months or about § weeks,
and cach subsequent dose is admuustered approvimately once a month, or approxmuately every four weeks. Tn
some embodiments, the time between the first and second doses is about 3 months or about 12 weeks, and each
subsequent dose is adminsiered approximately once every two months, or approximately every 8 weeks., In
somé embodiments, each dose is administered approximately once every two months, or approximately every
$ weeks. In some cmbodiments. cach dose 1s admunisiered approximatelyv once everv two months, or
approximately every 12 weeks. In some embodiments, the doses are adnunistered for at least about 12 weeks.
in some embodiments. the doses are admimstered for at least abowt 16 weeks. In some embodiments, the doses
arc admuinistered for at lcast about 3 months. In somc cmbodimoents, the doscs are adminisicred for at lcast
about 4 months. I some erobodiments, a patient 15 mautained on the same dose or a constant dose {¢.g., cach
dose a patient receives is 30 mg; or cach dose a patient receives is 60 mg: or cach dose a patient receives 5 90
nag; or each dose a patient receives 15 120 mg). In some embodiments, a patient receives multiple doses of
different amounts. For example, a patient may receive one or more tmitial dose at a particular amount of HTT
oligonucleotide or HTT oligonucleotide composition. and the subsequent doses the paticnt receives may be
mereased or decreased, due to efficacy, safety, or other issues.

{(3939] Among other things, the present disclosure recognizes challenges of providing ohigonucleotides
with high efficacy and low toxicity, and methods of use thereof. In some embodiments. the present disclosure
provides ofigonucleotide, ¢.g.. WVE-003. and compositions and methods with reduced toxicity. In some
embodiments, provided technologies provide reduced toxicity levels when about the same or comparable
amount of ohgonucleotides are delivered, and/or when about the same or comparable levels of desired effects
and/or effects are achieved. In some embodiments, at about the same or comparable or lower toxicity levels,
more sligonuciectide, ¢.g., WVE-003, can be delivered, and/or higher levels of desired effects and/or effocts
arc achicved. In some embodiments, a reference oligonucleotide is a non-selective oligonucleotide. In some

embodiments, a reference oligonucleotide has a difforent structure compared to WVE-G03. Tn some
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embodiments, a roference oligonucleotide bas the same base sequence but different structure compared io
WVE-003. In some embodiments, a reference oligonucleotide comprises different modifications and/or
patterns thereof. In some embodiments, a reference oligonucleotide comprises different internucleotidic
finkages and/or pattems thercof. In some emboduments, a reference oligonucleotide comprises different hokage
stereochemistry or patterns thereof. o some embodimenis, a reference oligonucieotide is provided as a
stereorandom composition.  In some embodiments, 3 reference oligonucleotide is provided as a chirally
controlled oligonucleotide composition. Tn some embodiments, a reference oligonucleotide is of lower purity.
In some embodiments. a reference ohigonucicotide is of lower stereopurity. In some embodiments, a reference
oligonucleotide is WV-1092. In some enmbodiments, a reference oligonucleotide s WV-2603.

{(840] {o some cmbodunents, the present disclosure provides oligonucleotide compositions and methods
with reduced immune responses. In some embodiments, the present disclosure recognizes that various toxicities
mnduced by oligonaclestides may be related to cvtokine and/or complement activation.

{6641} In some embodiments, a HT'T oligonucleatide composition {¢.g., WVE-(03} is chirally controlled
{c.g., stercopure). Among other things, a stcreorandom HTT oligonucleotide preparations coutain a plurality
of distinct chemical entities that differ from one another, e.g., in the stercochemical structure of individual
backbone chiral centers {¢.g., phosphorothicates) within the HTT oligonucleotide chain. Without control of
stereochemistry of backbone chiral centers, stercorandom HTT oligonucleotide preparations provide
uncontrolled {(or stercorandom) compositions compnising undetermuned levels of HTT olizonucleotide
stereoisomers.  Fven though these stercoisomers may have the same base sequence and/or chemical
modifications, they are different chemical entities at least about due to their different backbone stereochemistry,
and they can have, as demonstrated horcin, difforcnt propertics, c.g., activities, toxicitics, distribution ctc.
Among other things, the presend disclosure provides chirally controlled compositions that are or contain
particular stereoisomers of HTT oligonucieotides of interest; i contrast to chirallv uncontrolled compositions,
chirally controlled compositions comprise controlled levels of particular stereoisomers of HIT
oligonucleotides, or in a chirally controlled composition a controlled level of all oligonucleotides of the
composition, or a controlled level of all oligonucleotides of the composition that share a particular base
sequence {¢.g., that of WVE-003} share a common pattern of linkage phosphorus stercochemistry contiguration
{e.g., that of WVE-003)}. Tn some embodiments, a controlled level of all oligonucleotides that share the same
gonstitution as a form of WYE-003 are WVE-003. In some embodiments, diastereopurity of WVE-003 is about
or above a controlled level.

{6642) In some embodiments, a controlled level 1s at least about 19%. In some ernbodiments, a controlled
fevel is at least about 20%. In some embodiments, a controlled level ig at least about 253%. In some
embodiments, a controlied level is at least about 30%. In some embodiments, a controlied level is at least about
40%. In some embodiments, a controlled level is at least about 30%. In some embodiments, a controlled level
is at least about 60%. In some embodiments, a controlled level 1s at least about 70%. In some embodiments, a

controlled level is at feast about 75%. In some embodiments, a controtled tevel is at feast about 80%. Tn some
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embodiments, a controlied level is at least about 85%. In some embodiments, a countrolled level is at least about
G(9%. In some embodiments, a controlled level 1s at least about 95%. In some ernbodiments, a controlled level
is at least about 96%. In some embodiments, a controlled level is at least about 97%. In some embodiments, a
controlled level s at feast about 98%. In some embodiments, a controlied level is at loast about 99%.

{6043] In some embodiments, a therapeutically effective amount of a HI'T oligonucieotide, a HTT
ohigonucleotide composition, WV E-003, is about 30, about 60, about 90, about 120, about 150 or about 168
mg.

{6044) In some embodiments, a HTT oligonucleotide, or a salt form thereof, or a HTT oligonueleotide
composition s or comprises WVYE-003, which is a chirally controlled HTT oligonucleotide composition
{B045] In some embodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s discase who has a muotant HT'T gene comprnising a nmitation that iz amenable to an allele-specific
knockdown of the mutant HTT eene, wherein the method comprises the step of administering to the subject
WVE-003 (or a salt form thereof) at a dose of 16 to about 168 mg, such that discase progression m the subjoct
is delayed, and/or the onset of Huntington’s disease is delayed, and/or the severity of a symptom of Huntington’s
disease is reduced.

{0846] {n some cmbodiments, a HTT gene in a human subject is: (A} heterozyvgous at the CAG repeat
{wheremn one allele comprises a deleterious CAG repeat expansion and the other allele does not), and (B)
heterozvgous at a SNP targeted by a HTT oligonucleotide, wherein the HTT oligonuclestide is capable of
differentiating between two alleles of the same SNP {e.g.. due to a difference in the sequence of the SNP alleles),
and () the deleterious CAG repeat is on the same chromosome as the SNP allele targeted by the HTT
ohgonuclootide; and such an arrangement is referenced as the CAG repeat expansion and the mutant SNP alicle

betng n phase, and the HTT geone or a nutation thereof can be described as amenable to allele-specific

knockdown,
{6647} In some embodiments, a mutant HTT gene comprising a nudation that is amenable to an allele-

specific knockdown of the mutant HTT gene 1s: a mutant HTT gene comprising a deleterious mutation (e.g., a
CAG repeat expansion}, wherein the deletertous mutation 1s on the same chromeosome as {e.g., i1 phase with,
ot in the same phase as) a particular allele of a SNP which is targeted by a particular HTT ohigonucleotide (¢,
WVE-0(13), wherein targeting by the oligonucleotide of the SNP allele also targets the deleterious nutation.
[3048] In some embodiments. the present disclosure pertains to: A method for treating a subject with
Huntington’s discase who has a mutant HTT gene comprising a mutation that is amenable to an allele-specific
knockdown of the mutant HTT gene, wherein the method comprises the step of administering to the subject
WVE-003 {(or a salt form thercof) at a dose of about 30 mg, such that disease progression in the subject is
delayed. and/or the onset of Huntington's discase is delayed, and/or the seventy of a symptom of Huntington's
disease is reduced.

{18497 In some emboduments, the present disclosure pertains to: A method for treating a subject with
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gene comprising a mutation that 1s amenable to an allele-specific

=

Huuntingtons discase who has a mutant HTT
kunockdown of the mutant HTT gene, wherein the method comprises the step of adounistering to the subject
WVE-003 {or a salt form thereof} at a dose of about 60 mg, such that disease progression in the subject i3
delayed, and/or the onset of Huntington's disease is delayed. and/or the severity of a symptom of Hundingion’s
disease is reduced.

{6658) In some embodiments. the present disclosure pertaims to; A method for treating a subject with
Huntington’s disease who has a mutant HTT gene comprising a mutation that 1s amenable to an allele-specific
kaockdown of the mutant HTT gene, wherein the method comprises the step of administering to the subject
WYE-003 {or a salt form thereof) at a dose of about 90 mg, such that discase progression in the subject is
delayed, and/or the onset of Huntington's discase 1s delaved, and/or the severity of a symptom of Huntington’s
disease is reduced.

{B3651] In some cmbodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s disease who has a mutant HT'T gene comprising a nnitation that is amenable o an allele-specific
knockdown of the mutant HTT gene, wherein the method comprises the step of administering to the subject
WVE-003 (or a salt form thereof) at a dose of about 120 mg, such that disease progression in the subject is
delayed, and/or the onset of Huntington’s disease is delayed, and/or the seventy of a symptom of Huntington’s
disease s reduced.

{6652) {n some embodiments, a subject 1s determined to express a mHTT transcript that s full
complementary to the sequence an administered oligonucleotide, ncluding at a SNP site {e.g., rs362273). In
some embodiments, a subject 15 determined to have a mHTT allele that comprises the same sequence (as
apprceiated by those skifled in the art U and T may be properly considered the samce) or is fully complementary
to the seguence of an admuustered oligonucleotide, mcluding at a SNP siie {e.g., 5362273}, Io some
embodiments. a subject 15 homozyvgous with respect to a SNP site and/or wild-type or mutant HTT. In some
embodiments, a subject is heterozvgous with respect 1o a SNP site and/or wild-type or mutant HTT. In some
embodiments, a subject expresses a mHTT transcript that s fully complementiary to an administered
oligonucleotide, and a wtHTT transcript that is not fully complementary to an administered oligonucleotide. In
some embodiments, a subject has that a mHTT allele that comprises the same sequence {as appreciated by those
skilled n the art U and T may be properly considered the same) or 18 fully complementary to the sequence of
an administered oligonuciestide, and a witHTT allele that does not comprise a sequence that is the same (as
appreciated by those skilled in the art U and T may be properly considered the same) or s fully complementary
1o the sequence of an administered oligonucleotide. In some erabodiments. levels of transcripts, proteins and/or
activitics of a mHTT allele 15 reduced more than those of a wtHTT. A mHTT allele that is fully complementary
to an administered oligonucleotide, and a wiHTT transcript that 1s not fully complementary to an administered
oligonucicotide.  Various technologies are available and can be utilized in accordance with the present
disclosure to detect and/or determine it a particular isoform of a SNP 15 on the same allele or transcript.

{3053) In some embodiments, the present disclosure provides for a method for determining the suitability
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of treatment of a subject for adnunistration of WVE-003 (ot a salt form thereof), said method coroprising the

steps of!

i) determining the presence of mutant allele in a patient with the targeted single nucleotide
polymorphism (SNP) rs362273 (SNP3) versus the wild type allele;

i comparing the level of nrutant allele in a patient with the targeted single nucleotide polymorphism
(SNP) 13362273 (SNP3) of step 1 with one or more reference samples or reterence values;

) determimng whether the subject is likely to be, or is suitable for, treatment with WVE-003, wherein
the subject is suffering from or at nisk of developing an neurodegenerative disorder, such ag
Huntington's discase; and

v} administering an effective amount of WVE-003 to the subject.

{B034] In some embodiments, the present disclosure provides for the use of a phasing assay in the detection

of the presence of a mutant allele in a patient with the targeted single nuclestide polvmorphism {(SNP} 15362273
{SNP3} versus the wild type allele to deternune suitability of treatment with WYE-003.

{G655] Various technigues can be used to detenmine if a particular SNP allele is on the same chromosome
as a disease-associated sequence, e.g., CAG repeat expansion for HIT. Typically, if the SNP allele and the
CAG repeat expansion are on the same chromosome, an HTT oligonucleotide that targets that SNP allele can
also “target” the disease-associated CAG repeat expansion, thereby allowing a decrease in the expression, level
and/or activity of the HT T allele with the discase-associated mutation. In such a way. for example. an HTT
oligonucleotide can be used 1n a treatment for an HT T-related disorder such as Huntington’s disease. An HTT
cligonucleotide targeting a SNP can thus preferentially decrease the expression, level and/or activity of a mutant
allele of HT'T compared fo the wild-type allcie.

[6056] Humans, among other hiving things. arc diploid, and determining the linkage of alleles of genetic
foct on the same or different chromosomes s desirable tor phasing techoigues. The sequences on corresponding
chromosomes are known as haplotvpes. The process of deternuning which alleles are on which chromosomes
is known as phasing, haplotype phasing or haplotvping. Phasing information is usefutl in patient stratification.
forensics and varicus other applications m the treatment of HTT-related discases and disorders such as
Huntington's discases. For additional gencral inforation about phasing, sce, for example: Twehey ot al. 2011
Nat. Rev. Genet. 12: 215-223; and Glusman ¢t al. 2014 Genome Med. 6:73.

S Phasing data can be important in allele-specific therapics for diseases such as Humtington’s disease.
In some discases, a genetic lesion such as a deleterious repeat, deletion. insertion. inversion or other mutation
has beenidentified, such as an expanded CAG repeat expansion m mutant (and discase-associated) HIT alleles.
In some patients, one allele of a gene such as HTT can comprise a disease-associated mutation at a genetic
locus, while the other allele is nomal, wild-type or otherwise not or less diseasg-associated. In some
cmbodiments, an allele-specific therapy can target an allele of HTT comprising a discase-associated mutation,
but not the corresponding wild-type allele. In some embodimaents, an allele-specific therapy can target an HTT

allele comprising a discase-associated mutation at a particular locus, such as a CAG repeat expansion (or
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expanded CAG tract), but not bv directly targeting the locus. but rather by targeting a different locus on the
mutant allele. As a non-limiting example, an allele-specific therapy can target an allele compnising a discase-
associated mutation at a focus by targeting a different locus in the same allele, such as a SNP {simgle nucleotide
polymorphism) in the same gene.

{6058] As a nop-limiting example, some discase-associated genetic lesions may be difficult to target or
otherwise not readily amenable fo targeting.  As a von-hmiting example, some genes such as mutant HUT
comprise repeats {e.g. | trinucleotide or tetranucleotide repeats); in some cases, such as Fhmtington’s discase. a
small mumber of repeats s not disease-associated, but an absonmally large mumber of repeats, or a repeat
cxpansion, is discase-associated. Because the repeats exist on both the wild-type and mutant alicles, it may be
difficult to target the discasc-associated repeats directly. However, if a particular SNP varnant exasts on the
same allele as the disease-associated repeat expansion but not on the wild-type allele, that SNP vanant can be
used to target an allele-specific therapy which targets the mutant allele but not the wild-type allele.

{6659 As a non-limiting exarnple, phasing data for an individual indicates if a particular SNP is in phase
{e.2., on the same chromosome or transcript) as the lesion and thus that SNP can be targeted with a therapeutic
nucleic acid.  The therapeutic can then target the mutant gene, while not targeting the wild-type allele.
Obtaining the phasing data to target only the mutant allele can be especially useful if expression of the wild-
type alicle i essential.

{O060) As another non-timiting example, phasing information 1s usetul f 1t 1s known that an individual
has both a wild-type and a mutant allele of each of two genetic loci on the same gene. Phasing information will
reveal if both copies of the gene each have one mutant allele, or if one copy of the gene has two mutations,
whitle the other is wild-tvpe at both allcles.

[6061] In some embodugents, the present disclosure presents, inter afia, vanous mcthods for phasing
geuetic foct on a vucleic acid template. As non-ltniting examples, the present disclosure presents methods for
phasing a gevetic locus such as a genetic lesion {(such as an inversion, fusion, deletion, insertion or other
mutation) and another genetic locus (such as a2 SNP} on a chromosome; the two genetic loci can be in the same

gene, or in different genes.

{B062] {n a non-limiting example, an example patient may have Huntington's Disease, which is linked to
a mutation in the Huntingtin gene (HTT) comprising an excessive number of repeats {¢.g.. a repeat expansion}

of the sequence CAG. In some embodiments, the patient may be under consideration for treatment with an
allele-specitic therapeutic {e.g.. an antisense oligomucleotide or RNA1 agent) which recognizes a particular
allclic variant of a genetic locus in the HTT gene (which is outside the repeat expansion), as a non-linuting
example, a SNP. I phasing reveals that the same chromosome of the patient comprises both the repeat
expansion and the particular allelic variant of a genetic focus {e.g., a SNP) recognized by the allele-specific
therapeutic, then the patient is eligible for treatmaent with the allele-specific therapentic.

{B063] Various methods for phasing are known m the art, inchuding bt not limued to those described o

WO2018/022473, and Berger et al. 2015 Res. Comp. Mol. Biol. 9029: 28-29; Castel ot al. 2015 Genomwe Biol.
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16 195; Castel ot al. 2016 phASER: Long range phasing and haplotvpic expression from RNA sequencing,
dot: hitp://dx.do1.org/10.1101/039829; Delanecau et al. 2012 Nat. Methods 9: 179-181; Garg et al. 2016 Read-
Based Phasing of Related Individuals; Hickey et al. 2011 Genet. Select. Evol. 43:12; Kuldeshov et al. 2014 Nat.
Biotech. 32 261-266; Laver et al. 2016 Nature Scientific Reports | 0:21746 | DOL 10.1038/srep21746;
O'Connell etal. 2014 PLoS ONE 10: ¢1004234; Regan et al. 2015 PloS ONE 10: c0118270. Roach etal. 2611
Am. J. Hum Genet. §9: 382-397. and Yang ctal. 2013 Biowtormatics 29 2245-2252. In some embodiments,
sequencing, particularly sequencing that can produce long single reads, can be utthzed for phasing.

{6064] One example of a phasing assay that can be suitably employed for detection of mudant allele in a
pattent 1s allele-specific PCR or allele-specitic long-range PCR, such assay can be performed which employs
allele~specific primers to detect nutations m nucleic acid sequences m the presence of wild-type vanants of the
sequences. Allele~specific PCR 1s a techmique i which the vanant of the nucleic acid sequence present in the
PCR reaction mixtire is selectively amplified and detected. Allele-specific PCR emplovs at least one "aliele-
specific primer.” The term "allele-specific” primer generally refers to a primer whose extension occurs in a PCR
reaction only when a specific vanant of a nucleic acid sequence s preseot in the reaction nuxture. In other
words, allele-specific primers are designed in such a way that they discriminate between varianis of nucleic
acids and selectively multiply nucleic acid templates that mclude a vanant to be detected.

{0865} {n some embodiments, the present disclosure pertains to: A method for treating a subject with
Hustington’s discase who has a mutant HT'T gene comprising a mutation that 1s arecnable to an allele-specific
knockdown of the mutant HTT gene, wherein the method comprises the step of administering to the subject
WVE-003 {or a salt form thereof) at a dose of about 150 mg, such that disease progression in the sabject is
delayed, and/or the onsct of Huntington's discasc is delayed, and/or the severity of a symptom of Huntington’s
disease is reduced.

{6666] In some embodiments of the methods deseribed heremn, nucleic acid sequences are detected by
suitable methods, such as quantitative amplification and/or nuclewc acid sequencing. Methods of quantitative
amplification are disclosed in. ¢.g., UL Patent Nos. 5.210.015, 5,804,375, 6,127,153, 6,180,349 6.033.854;
and 5,972,602, as well as in, ¢.g., Holland ot al, Proc. Natl. Acad. Sci. 88:7276-7280 {1991}, Gibson ot al,
Genome Resecarch 6:995-1001 (1996); DeGraves, ot al, Biotechmigues 34(1:106-10, 112-5 (2003); Deiman B,
et al, Mol Biotechnol. 20(2):163-79 (2002). Ampiifications may be monttored in "real time." Though standard
Sanger dideoxy or other older nucleotide sequencing methods can be used, sequencing can be particularly
effective when high throughput sequencing is used, e.g., "next generation sequencing” methods such as HiSeq™,
MiSeq™, or Genome Analyzer (each available from Hlunvina), SOLiD™ or lon Torrent™ (cach available from
Life Technologics) and 434™ sequencing (from Roche Diagnostics). For example, in high-throughput
sequencing, parallel sequencing reactions using multiple templates and multiple primers allows rapid
sequencing of genomes or large portions of genomes. See, e.g., WO 03/004690, WO 03/054142, WO
2004/069849, WO 2004/070005, WO 2004/070007, WO 2005/003375, WO 00/06770, WO 00/27521, WO
O0/58507, WO 01/23610, WO O1/57248, W 01757249, WG 02/061127, WG (3/016565, WO 03/048387, W(
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2004/018497, WO 2004/018493. WO 2004/050915, WO 2004/076692, WO 2005/02 1786, WO 2005/047301,
WO 2005/065814, WO 2005/068656, WG 2005/068089, WO 2005/078136, and Seo, et al, Proc. Natl Acad.
Sci. USA (2004) 101: 5488-5493. In some embodiments, the amplicons are sequenced by one of the methods
selected from a base-incorporation method, ¢ g., a pyrosequencing method (U.S. Pat. Nos. 6,274,320, 6,258,568
and 6,210.891); a hvdrogen ion detection method (ISFET) {c.g.. U.S. Pat. No. 8,262,900}, or a dye-terminator
detection method (U8, Pat. Nos. 7.835.871.8.244.479, 8,315,817 and 8.412.467 ) Deep sequencing techuology
and instruments {e.g , technology and mstrument capable of digital sequence readout) may also be employed.
Without himitation, the examples of instrauments include GS family of mnstruments (454 Life Sciences, Branford,
Conn ); [ON PROTON" and PGM™ (Life Technologics, Grand Istand, N.Y .); HISEQ™ and MISEQ" (Hhumina,
San Dicgo, Cal) or any mprovements and modifications of thereof. fo some embodiments, a sequencing
technology 1s or comprises long-read sequencing. In some embodiments, a long-read sequencing covers two
or more sequence elements, for example, in some embodiments, one is a SNP and the other 13 a mutation {¢.g.,
a point motation, a CAG repeat, ctc.).

{6657} In some erobodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s disease who has a mutant HTT gene comprising a mutation that is amenable to an allele-specific
knockdown of the mutant HTT gene, wherein the method comprises the step of administering to the subject
WVE-G03 (or a salt form thereof) at a dose of about 168 mg, such that disease progression in the subject is
delaved. and/or the onset of Huntington’s disease is delaved, and/or the seventy of a symptom of Huntington’s
disease 1s reduced.

{30668] In some cmbodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s discasc who has a mutant HTT genc comprising a nmuutation that is amesable to an allcle-spesific
knockdown of the mutant HTT gene, wherein the method comprises the siep of adrainistering to the subject
WVE-G03 {or a salt form thercof) at a dose of about 30 mg, such that disease progression in the subject is
delayed, and/or the onset of Huntington’s disease 1s delayed, and/or the severnity of a symptom of Huntington’s
disease is reduced.

{0669] In some embodiments, the present disclosure pertains to: A method for treating a subject with

Huntington's discase who has a mutant H1'T gene comprising a mutation that is areenable to an allele-specific

%
knockdown of the mutant HTT gene, wherein the method comprises the step of administering to the subject
WVE-0(3 {or a salt form thereof} at a dose of about 60 mg, sach that disease progression in the subject is
delayed. and/or the onset of Huntington’s discase is delaved. and/or the severity of a symptom of Huntington’s

discase 1s reduced.

{6670} In some embodiments, the present disclosure pertains to; A method for treating a subject with
Huntington’s disease who has a mutant HTT gene comprising a mutation that is amenable to an allele-specific

konockdown of the mutant HTT gene, wherein the method comprises the step of administering to the subject
WVYE-GG3 (or a salt fonn thereof) at a dose of about 90 mg. such that discase progression in the subject is

delaved, and/or the onset of Huntingtoun’s disease is delaved, and/or the severity of a symptom of Huntington’s
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disease s reduced.

{B871] In some embodiments, the present disclosure pertains to: A method for freating a subject with
Huntingtons disease who has a muotant HTT gene comprising a mutation that is amenable to an allele-specific
knockdown of the mutant HT'T gene, wherein the method comprises the step of administering to the subject
WVE-003 {or a salt form thereof} at a dose of about 120 mg, such that disease progression in the subject is
delayed. and/or the onset of Huntington’s discase is delaved. and/or the severnity of a symptomn of Huntington’s
disease is reduced.

{6672) In some embodiments, the present disclosure pertaing to: A method for treating a subject with
Hustington’s disease who has a mutant HT'T gene comprising a mutation that is amenable to an allele-specific
knockdown of the mutant HTT gene, wherein the method comprses the step of adouuistering to the subject
WVE-003 {or a salt form thereof) at a dose of about 130 mg, such that disease progression in the sabject is
delayved. and/or the onset of Huntington’s disease is delaved, and/or the severity of a symptom of Huntington’s
disease s reduced.

{6673} In some embodiments, the present disclosure pertamns to; A method for treating a subject with
Huntington’s disease who has a mutant HTT gene comprising a mutation that is amenable to an allele-specific
knockdown of the mutant HTT gene, wherein the method comprises the step of administering to the subject
WVE-G03 (or a salt form thereof) at a dose of about 168 mg, such that discase progression in the subject is
delaved. and/or the onset of Huntington’s disease is delaved, and/or the seventy of a symptom of Huntington’s
disease 1s reduced.

{3674) In some cmbodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s discasc who has a mutant HTT genc comprising a nmuutation that is amesable to an allcle-spesific
knockdown of the mutant HTT gene, wherein the method comprises the siep of adrainistering to the subject
WVE-G03 {or a salt form thercof) at a dose of about 30 mg, such that disease progression in the subject is
delayed, and/or the onset of Huntington’s disease 1s delayed, and/or the severnity of a symptom of Huntington’s
disease s reduced.

{6675] In some embodiments, the present disclosure pertains to: A method for treating a subject with

Huntington's discase who has a mutant H1'T gene comprising a mutation that is areenable to an allele-specific

9
knockdown of the mutant HTT gene, wherein the method comprises the step of administering to the subject
WVE-0(3 {or a salt form thereof} at a dose of about 60 mg, sach that disease progression in the subject is
delayed. and/or the onset of Huntington’s discase is delaved. and/or the severity of a symptom of Huntington’s
discase is reduced.

6676} In some embodiments, the present disclosure pertains to; A method for treating a subject with
Huntington’s disease who has a mutant HTT gene comprising a mutation that is amenable to an allele-specific
konockdown of the mutant HTT gene, wherein the method comprises the step of administering to the subject
WVYE-GG3 (or a salt fonn thereof) at a dose of about 90 mg. such that discase progression in the subject is

delaved, and/or the onset of Huntingtoun’s disease is delaved, and/or the severity of a symptom of Huntington’s
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disease s reduced.

{B677) In some embodiments, the present disclosure pertains to: A method for freating a subject with
Huntingtons disease who has a muotant HTT gene comprising a mutation that is amenable to an allele-specific
knockdown of the mutant HT'T gene, wherein the method comprises the step of administering to the subject
WVE-003 {or a salt form thereof} at a dose of about 120 mg, such that disease progression in the subject is
delayed. and/or the onset of Huntington’s discase is delaved. and/or the severnity of a symptomn of Huntington’s
disease is reduced.

{6678) In some embodiments, the present disclosure pertaing to: A method for treating a subject with
Hustington’s disease who has a mutant HT'T gene comprising a mutation that is amenable to an allele-specific
knockdown of the mutant HTT gene, wherein the method comprses the step of adouuistering to the subject
WVE-003 {or a salt form thereof) at a dose of about 130 mg, such that disease progression in the sabject is
delayved. and/or the onset of Huntington’s disease is delaved, and/or the severity of a symptom of Huntington’s
disease s reduced.

{6679] In some erobodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s disease who has a mutant HTT gene comprising a mutation that is amenable to an allele-specific
knockdown of the mutant HTT gene, wherein the method comprises the step of administering to the subject
WVE-G03 (or a salt form thereof) at a dose of about 168 mg, such that discase progression in the subject is
delaved. and/or the onset of Huntington’s disease is delaved, and/or the seventy of a symptom of Huntington’s
disease 1s reduced.

{3080) In some embodiments, the present disclosure pertains to: A method delaying the onset of and/or
reducing the soverity of a symptom of Huntington’s discasc in a subjoct with Himtington’s discasc who has a
mutant HTT gene comprising a mutation that 1s amcnable to an allele-specific knockdown of the mutant HT'T
geue, wherein the method comprises the step of adnunistering o the subject WVE-003 (or a salt form thereot)
at a dose of about 30 mg.

{0681} In some embodiments, the present disclosure pertains to0: A method delaving the onset of and/or
reducing the severity of a symptom of Huntington’'s disease i a subject with Huntington’s disease who has a
vutant HT'T gene comprising a mutation that 1s amenable to an allele-specific knockdown of the mwtant HTT
gene, wherein the method comprises the step of administering to the subject WVE-003 at a dose of about 60
me.

[(3082) In some embodiments, the present disclosure pertains to: A method delaying the onset of and/or
reducing the severity of a svmptom of Huntingtor’s disease in a subject with Huntington’s disease who has a
mutant HTT gene comprising a mutation that is amenable to an allele-specific knockdown of the mutant HTT
gene, wherein the method comprises the step of administering to the subject WVE-003 {or a salt form thereof)
at a dose of about 90 mg.

{B083] {n some embodiments, the present disclosure pertamns to: A method delaving the onset of and/or

reducing the severity of a svmptom of Huntington’s discase n a subject with Huntington's discase who has a
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mutant HTT gene comprising a nutation that is amenable to an allele-specific knockdown of the mwtant HTT
gene, wherein the method comprises the step of admunistening to the subject WVE-003 (or a salt form thereof)
at a dose of about 120 mg.

[3084] In some cmbodiments, the present disclosure pertains to: A method delaying the onset of and/or
reducing the severity of a svinptom of Huntington s disease 1t a subject with Humtington’s disease who has a
mutant HTT gene comprising a mutatiou that is amcnable to an allele-specific knockdown of the mutant HT'T
gene, wherein the method comprises the step of adnuinistering to the subject WVE-003 {or a salt form thereof)
at a dose of abouat 150 mg.

{0685) {n some embodiments, the present disclosure pertains to: A method delaving the onset of and/or
cducing the seventy of a symptomn of Huotington's discase m a subject with Huntington’s discase who has a

mutant HTT gene comprising a mutation that 1s amenable to an allele-specific knockdown of the mutant HTT

gene, wherein the method comprises the step of administenng o the subject WVE-003 (or a salt form thereof)
at a dose of about 168 mg.

{0086] As descrbed beretn, an amount of WVE-003 typically melade all forms of WVE-003 being
admimstered but all converted to the amount of the acid form.

{6687] In some embodiments, the present disclosure pertains to: The method of any of the previous
embodiments, wherein the subject is administered a steroid at least about one month prior to the first dose of

WVE-003.

{B088] In some embodiments, the present disclosure pertaims to: The method of any of the previous
emboediments, wherein the subject is admunistered WVE-003 approximately monthlv for at least about 4

mounths.

[6089] In some embodiments, the present disclosure pedains to; The method of any of the previous
embodiments. wherein the subject s admunisiered WVYE-003 spproximately monthly tor at least about §

nowths,

{6690) In some embodiments, the present disclosure pertaing to: The method of any of the previons
cmbodiments, wherein the subject is admunistered the cligonucleotide approximately monthly for at least about
12 months.

{(991] In some embodiments, the present disclosure pertams to: The method of any of the previous

emboediments, wherein the subject i1s administered the oligonucleotide approximatelyv monthly for at least about
16 months.

{6692) In some embodiments, the present disclosure pertains to; The method of any of the previous

embodiments, wherein the subject is admunstered the oligonucleotide approximately monthly for at least about

48 months.

{6693) {n some embodiments, the present disclosure pertains to: The method of any of the previous

cmbodiments, wherein the oligonucleatide 1s delivered ntrathecally.

{(3094] In some embodiments, the present disclosure pertains 1o The method of any of the previous
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embodiments, wherein the method further comprises the step of confirming that the subject has a mutation in
the HTT gene that i1s amenable to an allele~specific knockdown of the mutant HTT gene or a gene product
thereof transcript.

[6695] In some embodoments, the present disclosure pertains to: The method of any of the previous
embodiments, wherein the oligonucieotide is formulated as a liquid formulation.

{6696] n some embodirnenis, the method includes the step of lvophilization (e g, freeze~-drving or freeze-
drving under a vacuum}.

{86697] In some embodiments, the present disclosare pertaing to; The method of any of the previous
embodiments, wherein the oligonucleotide is formulated as a liguid formulation reconstituted from a fyophilized
{c.g., freeze-dried) preparation of the oligonuciestide.

{(098] In some embodiments, the present disclosure pertains to: a lvophihized {(e.g.. freeze-dried)
preparation of WVE-003.

{6699] in some embodiments, the present disclosure pertains to: The method of any of the previous
embodiments, wherein the oligonucieotide is formulated as a iguid formulation, wherein the liguid formulation
comprises the ohigonucleotide, sodium chlonde and water.

{6106) In some embodiments, the present disclosure pertains to: The method of any of the previous
embodiments, wherein the oligonucleotide is formulated as a hiquid formulation, wherein the hquid formulation
ts reconstituted from a lvophilized preparation with a solution of sodium chiloride.

LTI In some embodiments, the present disclosure pertaims to: The method of any of the previous
emboediments, wherein the oligonucleotide is formulated as a hquid formulation, wherein the hguid formulation
1s reconstituted from a [vophilized preparation with a solution of 0.9% sodium chloride.

[6162] In some embodiments, the present disclosure pedains to; The method of any of the previous
embodiments. wherein the oligonucleotide is formulated as a biguid formulation, wherein the liguid formulation
is reconstituted from a lvophilized preparation with a solution of stenle sodium chlonde.

{6163) In some embodiments, the present disclosure pertaing to: The method of any of the previons
cembodiments, wherein the oligonucleotide is formudated as a Liquid formulation, wherein the higuid formulation

is reconstituted from a lvophihized preparation with 0.9% sterile sodima chlonde.

[0184] In some embodiments, a lyophilized preparation of WVE-003 is a dry {or dried) solid.
{3105] In some embodiments, a lyophilized preparation of WVE-003 is a dry powder.
[3105] In some embodiments, a lyophilized preparation of WVE-(03 is a drv powder prepared by

byophilization of a hguid forroulation of WVE-003 mn water.
{0107} In some embodiments, a tyophilized preparation of WVE-003 is a dry powder in a single-use clear

glass vial.

{0108] in some embodiments, a lyophilized preparation of WVE-G03 is about 20 myg of a dry powderin a
vial.
{3109} In some embodiments, a lvophilized preparation of WVE-(03 s a dry powderin a 10 mL vial.

25



WO 2025/030155 PCT/US2024/040849

{6110} o some embodiments, a lvophilized preparation of WVE-003 is about 20 mgz of a drv powder in a

{0 mL vial.

{0111} In some embodiments, the subject is administered a steroid prior o the first dose of WVE-003.
6112) In some cmbodiments, the subject is adoinistered a steroid at feast about one month pror to the
first dose of WVE-(03.

{6113] In some embodiments, the subject is adounisiered a dose of WVE-003 approximately once amonth,

or approximately every four weeks.

{6114] In some embodiments, the sobject 1s administered a dose of WVE-003 approxdmately once every
two months or approximately every eight weeks.

{0115] {o some emboduuents, the subject is adrotustered a dose of WVE-003 approximately once a month,
or approximately every four weeks, except that the time between the first and second doses is about 2 months
or about 8 weeks, and each subsequent dose 1s administered approximately once a month, or approximately
every four weeks.

{6116} In some embodiments, the subject is administered a dose of WVE-003 approximatelv once every
two months, or approximately every & weeks, except that the time between the first and second doses is about
3 months or about 12 weeks, and cach subsequent dose is administered approximately once every two months,
or approximately every 8 weeks.

{6117} {n some embodiments, the subject 1s adounistered WV E-003 approxunately every 8 weeks for at
feast about 16 weeks.

{3118] In some embodiments, the subject 1s adnunistered WVE-003 approximately every 12 weeks for at
fcast about 12 wocks.

[6119] In somae embodiments, the subject is admmistered WVE-003 approxumately monthly for at feast
about 4 months.

{6120 In some embodiments, the sabject 18 administered WVE-003 approxunately monthly for at least
about § months.

{6121] In some embodiments, the sebject is adounistered WVYE-003 approximately monthly for at least
about 12 months.

{(3122] In some embodiments, the subject 1s administered WVE-(03 approximately monthly for at least
about 16 months.

{3123) In some embodiments, the subject is administered WVE-003 approximately monthly for at least
about 48 months.

[6124] In some embodiments, the subject 15 admmistered a steroid prior to the first dose of a HTT
oligonucieotide or a HTT oligonucleotide composition.

{8125) {n some embodiments, the subjoect is administered a sterotd at least about one month prior to the
fust dose of a HT'T oligonucleotide or a HTT oligovucieotide composition.

{3126} In sorve embodiments, the subject is adminstered hydrocortisone and/or acetaminophen within 24
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bours of adnunistration of a HTT oligonucleotide or a HTT oligonucleotide composition.

{$127] In some embodmments, the subject is admimstered a HTT oligonucleotide or a HT T oligonucleotide
composttion approximately monthly for at least about 8 months.

[3128] In some cmbodiments, the subject is admimstered a HT'T oligonucicotide or a HT'T oligonucicotide
composition approximately monthly for at least about 12 months.

{6129] In some crubodiments, the subject 1s administered a HT'T oligonucieotide or a HT'T oligonucieotide
composition approximately monthly for at least about 16 months.

{6130) In some embodiments, the subject is adeunistered a HTT oligonucleotide or a HT T oligonucleotide

composition approximately monthly for at least about 48 months.

{0131] {o some emboduuents, the method turther comprises the step of confuming that the subject has a
mutation in the HTT gene that is amenable to an allele-specific decrease in the level, expression and/or activity

of amHTT transcript.
{6132] in some embodiments, the method further comprises the step of confirming that the subject has a
noutation io the HTT gene that is aroenable to allele-~specific knockdown of a nutant HTT transcript.
{6133] In some embodiments, the present disclosure provides a pharmaceutical composition comprising a
HTT oligonueleotide or a HTT oligonucleotide composition of the present disclosure (e.g., WVE-003 yand a
pharmaceutically acceptable carrier.
{6134] {n some embodiments. the present disclosure provides a method. comprising admintstering or
dehivenng to a subject WVE-003, wherein:

a set of two or more doses are adminisiered or delivered about every 8 weeks or less frequently, wherein
cach dosc of the sct is mdependently cquivalent to about 30 mg WVE-003 free acid form; and

the subject has a mutant HTT gene comprising a mutation that s amenable to an allele-specitic
knockdown of the mutant HTT genc.
{6135] In some embodiments, the present disclosure provides a method for selectively reducing level of
mutant HTT protein over wild-type HIT protein in a subject, comprising administering or delivenag to the
subject WVE-003, wherein:

a set of two or more doses are adminisiered or delivered about every 8 weeks or less frequently, wherein
each dose of the set 1s independently equivalent to about 30 mg WVE-003 free acid form; and

the subject has a mutant HTT gene encoding mutant HTT protein and comprising a mutation that is
amenable to an allele-specific knockdown of the nustant HT'T gene.
{8136} In some embodiments, the present disclosure provides a method for selectively reducimg protein
level of mutant HTT proten over wild-type HTT protein in cerebrospinal thud (CSF) of a subject, comprising
adminisiering or delivering to the subject WVE-003, wherein:

a set of two or more doses are administered or delivered about every 8 weeks or less frequently, wherein
cach dose of the set is independently equivalent to about 30 mg WVE-003 free acid form: and

the subject bas a mutant HTT gene encoding mutant HTT protein comprising a mutation that is
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amenable 1o an allele~specific knockdown of the mautant HTT geoe.
{3137] In some embodiments, the present disclosure provides a method for slowing caudate atrophy,
comprising administering or delivering to a subject WVE-003, wherein:

a set of two or mwore doses are administered or defivered about every 8 weeks or less frequently, wherein
cach dose of the set is independently equivalent to about 30 mg WVE-003 free acid form: and

the subject has a maatant HTT gene encoding nmutant HTT protein comprising a vwtation that is
amenable to an allele-apecific knockdown of the mutant HTT gene.
{6138) In some embodiments, the present disclosure provides a method for reducing Total Motor Score
{IMS) of a subject suffering from Huntington's disease, comprising administering or delivering to the subject
WVE-003, wherein:

a set of two or more doses are adminisiered or delivered about every 8 weeks or less frequently, wherein
each dose of the set is mdependently equivalent to about 30 mg WVE-003 free acid form; and

the subject has a mutant HI'T gene encoding mutant HT'T protein comprising a mutation that is
amenable to an allele-specitic knockdown of the utant HTT gene.
{6139] In some embodiments, the present disclosure provides a method for delaying onset of one or more
svimptoms of Huntington's disease in a subject, comprising admimstering or delivering to the subject WVE-
003, wherein:

a set of two or more doses are adounistered or delivered about every 8 weeks or less frequently, wherein
each dose of the set is independently equivalent to about 30 mg WVE-003 free acid formy; and

the sobject has a mutant HTT gene encoding mutant HTT protein comprising a muotation that is
amenable to an allele-specific knockdown of the mutant HTT gene.
[63144) In some embodunents, the present disclosure provides a method, comprising admmistering or
delivenng to a subject WVE-003, wherem:

a set of three or more doses are admimstered or delivered about every 8 weeks or less frequently,
wherein each dose of the set is independently equivalent to about 30 mg WVE-003 free acid form; and

the subject suffers from Huontington’s disease and has the A variant of 15362273 on the same allele as
an expanded CAG repeat region in a HTT gene.
[0141] In some embodiments, the preseut disclosure provides a method, comprising adminstering or
dehvenng to a subject WVE-003, wherein:

a set of three or more doscs are administered or delivered about every 8 weeks or less frequently,
wherein each dose of the set s independently equivalent to about 36 mg WVE-003 free acid form: and

the subject has the A variant of 13362273 on the same allele as an expanded CAG repeat region in a
HTT genc.
{0142] in some embodiments, the present disclosure provides a method. comprising administering or
dehvering WVE-003 1o a subject according o a regimen, wherein:

the subject has the A vanant of 1362273 on the same allele as an expanded CAG repeat vegion in a
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HTT gene: and

the regimen comprises a set of two or more doses of WVE-003, wherein cach dose of the set s
mdependently equivalent fo about 30 mg WVE-003 free acid form and the set of doses are administered or
delivered about every 8 weeks or loss frequently.
{3143} In some embodiments, the present disclosure provides a method, comprising administering or
delivering WVE-003 o a population of subject. wherein:

a set of two or more doses are administered or delivered about every § weeks or less frequently, wherem
cach dose of the set is independently equivalent to about 30 mg WVE-003 free acid form; and

cach subject of the population mdependently has the A variant of 13362273 on the same allele as an
expanded CAG repeat region in a HTT gene.
{B144] In some embodiments, the present disclosure provides a method for selectively reducing level of
mutant HT'T protein over wild-type HTT protein n a population of subjects, comprising admimistering or
debivering WVE-003 1o the population of subject, wherein:

a set of two or more doses are administered or delivered about everv § weeks or Jess frequently, wherein
each dose of the set is independently equivalent to about 30 mg WVE-003 free acid form; and

cach subject of the population independently has the A variant of 13362273 on the same allele as an
expanded CAG repeat region in a HT'T gene.
{6145]) {n some embaodments, the present disclosure provides a method for selectively weducing level of
mutant HTT protein over wild-type HTT protemn in cercbrospinal flind (CSFY in a population of subjects,
comprising administering or delivering WVE-003 to the population of subject, wherein:

a sct of two or more doscs arc administered or delivered about every 8 wecks or loss frequently, wherein
gach dose of the set s independently equivalent to about 30 g WVE-003 free acid form; and

-
7
7

cach subject of the population judependeutly has the A varnant of 15362273 on the same allele as an
expanded CAG repeat region n a HTT gene.
{0146} in some embodiments, the present disclosure provides a method for delaying onset of one or more
symptoms of Huntington’s discase in a population of subjects, comprising administering or defivering WVE-
(03 to the population of subject, wherein:

a set of two or more doses are administered or delivered about every 8 weeks or less frequently, wherein
cach dose of the set is independently cquivalent to about 30 mg WVE-003 free acid form: and

cach subject of the population independently has the A variant of 15362273 on the same allele as an
expanded CAG repeat region in a HY'T gene.
{0147} In some embodiments, the present disclosure provides a method for slowing caudate atrophy n a
popudation of subjects, comprising administering or delivering WVE-003 to the population of subject, whergin:

a set of two or more doses are administered or delivered about every 8 weeks or less frequently, wherein
cach dosc of the set 1s independently equivalent to about 30 mg WVE-003 free acid form; and

cach subject of the population mndependently has the A vadant of rs362273 on the same allele as an
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expanded CAG repeat region jo a HTT gene.
{3148] In some embodiments, the present disclosure provides a method for reducing Total Motor Score
{TMS) 1n a population of sabjects, compnsing administering or delivering WVE-003 to the population of
subject, whercin:

a set of two or more doses are administered or delivered about every 8 weeks or less frequently. wherein
cach dose of the set is mdependently equivalent to about 30 mg WVE-003 free acid torm: and

cach subject of the population independently has the A variant of 8362273 on the same allele as an
expanded CAG repeat region in a HET gene.
{6149] {n some embodiments, cach dose of WVE-003 is independently equivalent to about 30 mg WVE-
003 free acid form,
{3150] In some embodiments, the present disclosure provides a method, comprising adminisiering or
delivenng {o a subject WVE-003, wherein:

each dose of WVE-0(3 is independently equivalent to about 30 mg WVE-003 free acid form;

a set of two or more doses are admunistered or delivered about every 8 weeks or less frequently; and

the subject has a mutant HTT gene comprising a mutation that is amenable to an allele-speaific
knockdown of the mutant HTT gene.
{0151} {n some embodiments, the present disclosure provides a method for selectively reducing level of
mutant HTT protein over wild~tvpe HTT protein in a subject, comprising adounistering or delivening to the
subject WVE-003, wherein:

each dose of WVE-003 is independently equivalent to about 30 mg WVE-002 free acid form;

a st of two or more doscs arc admimistored or delivered about every 8 weeks or less frequently: and
amenable to an allele-specific knockdown of the vurant HTT gene.
{6152] In somne embodiments, the present disclosure provides a method for selectively reducing proten
level of mutant HTT protein over wild-type HTT protei in cerebrospinal fluid (CSF} of a subject, comprising
adminisiering or delivering to the subject WVE-003, wherein:

cach dose of WVE-003 s independently equivalent to about 30 mg WVE-003 free acid form;

a set of two or more doses are administered or delivered about every 8 weeks or less frequently: and

the subject has a mutant HIT gene encoding metant HTT protein comprising a mutation that is
amenable to an allele-specific knockdown of the nustant HT'T gene.
{6153} In some embodiments, the presend disclosure provides a method for slowimng caudate atrophy,
comprising admimstering or delivering to a subject WVE-003, wherein:

gach dose of WVE-003 i3 mdependently equivalent to about 30 mg WVE-003 free acid form;

a set of two or more doses are administered or delivered about every 8 weeks or less frequently: and

the subject bas a mutant H1T gene encoding mutant HTT protein comprsing a mutation that is

amenable 1o an allele~-specific knockdown of the mutant HTT gene.
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{B154] {n some embodiments, the present disclosure provides a method for reducing Total Motor Score
{TMS) of a subject suffering from Huntington’s disease, comprising administering or delivering to the subject
WVE-G(3, wherem:

cach dose of WVE-003 is independently equivalent to about 30 mg WVE-003 free acid form;

a set of two or more doses are administered or delivered about every 8 weeks or less frequently: and

the subject has a maatant HT'T gene encoding mutant HTT protein comprising a mutation that is
amenable to an allele-apecific knockdown of the mutant HTT gene.
{8155) In some embodiments, the present disclosure provides a method for delaying onset of one or more
symptoms of Hentington’s disease in a subject, comprising administering or delivering to the subject WVE-
003, wherein:

each dose of WVE-003 1s independently equivalent to about 30 mg WVE-003 free acid form:

3 set of two or more doses are admimstered or delivered about every 8 weeks or less frequently: and

the subject has a mutant HI'T gene encoding mutant HT'T protein comprising a mutation that is
amenable to an allele-specitic knockdown of the utant HTT gene.
10156} In some embodiments, the present disclosure provides a method, comprising administering or
delivering to a subject WVE-003, wherein:

cach dose of WVE-003 is independently equivalent to about 30 mg WVE-003 free acid form:

a set of three or more doses are administered or delivered about every § weeks or less frequently: and

the subject suffers from Huntington’s discase and has the A variant of 18362273 on the same allele as
an expanded CAG repeat region in a HTT gene.
6157] In some embodimoents, the present disclosure provides a method, comprising administcring or
delivering to a subject WVE-003, wherem:

cach dose of WVE-003 is independently equivalent to about 30 mg WVE-003 free acid fornu

a set of three or more doses are admnistered or delivered about every 8 weeks or less frequently; and

the subgect has the A vartant of 13362273 on the same allele as an expanded CAG repeat region in a
HTT gene.
{3158] o some ermobodiments, the preseot disclosure provides a raethod, comprising adounistening or
delivering WVE-003 to a subject according to a regimen, wherein:

the subject has the A vanant of 1362273 on the same allele as an expanded CAG repeat region in a
HTT gene; and

the regimen comprises a set of two or more doses of WVE-003, wherem each dose of the set is
independently equivalent to about 30 mg WVE-003 free acid form and the set of doses are administered or
delivered about every & weeks or fess frequently.
{0159] in some embodiments, the present disclosure provides a method. comprising administering or
dehvering WVE-003 1o a population of subiect, wheretne

each dose of WVE-003 is mdependently equivalent to about 30 mg WVE-003 free acid form;
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a set of two or more doses are administered or delivered about every 8 weeks or less frequently; and

each subject of the population independently has the A variant of 1s362273 on the same allele as an
expanded CAG repeat region in a HTT gene.
[3160] In some cmbodiments, the present disclosure provides a method for sclectively reducing level of
mutant HT'T protein over wild-type HTT protein in a population of subjects, comprising administering or
delivering WVE-003 1o the population of subject. wherein:

cach dose of WVE-003 is independently equivalent to about 30 mg WVE-003 free acid form;

a set of two or more doses are administered or delivered about every 8 weeks or less frequently; and

cach subject of the population independently has the A vartant of 1362273 on the same allele as an
expanded CAG repeat region in a HTT gene.
{161} In some embodiments, the present disclosure provides a method for selectively reducing level of
mutant HT'T protein over wild-type HTT proten in cerchbrospinal fhad (CSF) 1n a population of subjects,
comprising administering or delivering WV E-003 to the population of subject, wherem:

each dose of WVE-003 is independently equivalent to about 30 mg WVE-003 free acid formy

a set of two or more doses are admunistered or delivered about every 8 weeks or less frequently; and

cach subject of the population independently has the A variant of 13362273 on the same allele as an
expanded CAG repeat region in a HT'T gene.
{6162} {n some cmbodiments, the present disclosure provides a method for delayving onset of one or more
symptoms of Huntington’s disease in a population of subjects, comprising admimstering or dehivenng WVE-
003 to the population of subject, wherein:

cach dosc of WVE-003 is independently cquivalent to about 30 mg WVE-003 free acid formy,

a set of two or more doses are admuistered or delivered about every 8 weeks or less frequently: and

-
7
7

cach subject of the population judependeutly has the A varnant of 15362273 on the same alicle as an
expanded CAG repeat region n a HTT gene.

{8163) In some embodiments, the present disclosure provides a method for slowing caudate atrophy 1 a
population of subjects, comprising administering or deltvering WVE-003 to the population of subject, wherein:
cach dose of WVE-003 s independently equivalent to about 30 mg WVE-003 free acid form;

a set of two or more doses are administered or delivered about every 8 weeks or less frequently: and

each sabject of the population independently has the A variant of 1s362273 on the same allele as an
expanded CAG repeat region in a HT'T gene.
{8164] In some cmbodiments, the present disclosure provides a method for reducing Total Motor Scare
{TMS) m a population of subjects, comprising administering or delivering WVE-003 to the population of
subject, wherein:

each dose of WVE-003 is independently equivalent to about 30 mg WVE-003 free acid form;

a set of two or more doses are administered or delivered about every 8 weeks or less frequently: and

cach subject of the population ndependently has the A variant of 1362273 on the same allele as an
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expanded CAG repeat region jo a HTT gene.

{3165] {n some embodiments, the number of doses masetis 2, 3,4, 5,6, 7, 8, 9, 10 or more. In some
embodiments, the number of doses ina setis 3,4, 3,6, 7, 8, 9, 10 ormore. In some embodiments, the number
of doses in a set is 2. In some embodiments, the number of doses 1 a set 15 3. In some embodiments, one or
more doses are administered or delivered prior to the set of doses, and/or one or more doses are administered
or delivered subsequent to the set of doses. In some embodiments, two or more doses 1o a set are admnistered
or delivered about every 8 weeks. Tn some embodiments, three or more doses in a set are admanistered or
defivered about every 8 weeks. In some embodiments, all doses in a set are administered or delivered about
every 8 weeks. In some embodiments, two or more dases in a st are administered or delivered less frequently
than aboutevery 8 weeks, e.g., aboutevery 8, 9, 10, 11, or 12 weeks, about quarterly, ¢te. In some ciobodiments,
two or more doses in a set are administered or delivered about quarterly. In some embodiments, three or more

doses in a set are administered or delivered about quarterly.

{6166] in some embodiments, all doses administered or delivered to a subject arc about every § weeks or
fess frequently {o.g.. quarterly).

6167] In some embodiments, the present disclosure provides a pharmaceutical composition comprising a
HTT oligonueleotide or a HTT ohgonucleotide composition of the present disclosure (e.g., WVE-003), which
can be utilized in phanuaccutical compositions by combining such oligomeric compounds with a suitable
pharmaceutically acceptable diluent or carner. A pharmaceutically acceptable diluent includes phosphate-
buffered saline (PBS). PBS s a diluent swtable for use mn compositions to be delivered parenterally.
Accordingly, it certain embodiments, employed in the methods described herein is a pharmaceatical
composition comprising a HT'T oligonucicotide ora HT'T oligonucicotide composition of the present disclosure
{e.g., WYE-003), and a pharmaccutically acceptable diluent. To certain embodiments, the phanvaceutically
acceptable diluent is PBS. In cortain crubodiments, the pharmaceutically aceeptable diluent s artificial CSF
(aCSF).

{0168] In certain embodiments, pharmaceuatical compositions are administered both directly to the USF
{c.g., IT and/or ICV injection and/or infusion} and svstemically.

{3169} {n some embodunents, the present disclosure provides a raethod for allele-specific knockdown of
a target HTT transeript, comprising the step of administenng a HTT oligonucleotide composition of the present
disclosure. In some embodiments, the present disclosure provides a method for reducing Jevel of a HTT
transcript or a product thereof, comprising the step of administering a HT'T oligonucleotide composition of the
present disclosure. A method for treating Huntington’s discase. comprising the step of admimistering to a
subject susceptible thereto or suffening therefrom a composition described n the present disclosure.

{6176) In some embodiments, the present disclosure provides a method for treating Huntington’s disecase,
comprising the step of administering to a subject susceptible thereto or suffering therefrom a composition
comaprising any HTT ohigonuciconde disclosed herein,

01713 In some embodiments, the present disclosure provides a method for treating Huntington”s disease,
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comaprising {a) administering o a subject susceptible thereto or suffering therefrom a composition comprising
any HTT oligonucleotide disclosed herein, and (b} administering 1o the subject addinonal treatment which is
capable of preventing, treating, ameliorating or slowing the progress of Huntington’s disease. In some
embodiments, the prosent disclosure provides a method comprising admimsiering to a subject WVYE-003,
wherein the subject is detenmined to have a genetic sequence that is the same or fully complementary o the
hase scquence of WVE-003.  In some ernbodiments. the present disclosure provides a method comprising
adminmstering to a subject WVE-003, wherein the subject 1s determined to have a genetic sequence that
comprises a sequence that is the same or fully complementary 1o the base sequence of WVE-003 and a sequence
that is or encodes an expanded CAG repeats.  In some embodiments, the present disclosare provides a method
comprising adminisiering to a subject WVE-003, wherein the subject is detenuined to bave a genetic sequence
that encodes a transcript that comprises an expanded CAG repeat in HTT and 1s fully complementary to the
base sequence of WVE-003. In some embodiments, the present disclosure provides a method compnsing
administering to a subject WVE-GO2. wherein the subject is determined to express a HTT transcript that
comprises an expanded CAG repeat and 1s fully compleraentary to the base sequence of WVE-003.

6172] The present disclosure also provides various formulations of a HTT oligonucleotide or HTT
ohgonucleotide composition, any of which can be used in any method described herein.

{0173 In some embodiments, in any method described herein, the level, expression and/or activity of
mutant HTT {¢.g.. a transcnpt and/or a gene product thereot) 1s reduced by at least about 53%.

{B8174) In some embodiments, in any method deseribed heremn, the level, expression and/or activity of

mutant HTT {e.g., a transcript and/or a gene product thereof) 1s reduced by at least about 10%.

BRIEF DESCRIPTION OF THE DRAWINGS
{6175) Figure 1. An example flow diagram for WVE-003 drug substance manufacturing process including
m-process controls.
{8176] Figare 2. An example manufacturing process flow diagram for a WVE-(03 drug product.
Abbreviations: DS: drog substance: IPC: in process conirol; IPT! in process test.
{0177 Figure 3. Example schematic of a study design. Abbreviations: DEC = Dose Escalation
Committee; MAD: multiple ascending dose; N number of patients; PxCx: Period x Cohort x; SAD: single
ascending dose. I PIC2 is not conducted, then 6 new patients {2: 1 active:placebe} are enrolied 1 P2CL
{3178} Figure 4. Blinded CSF PK data comparing dose of WVE-003 to doses of WV E-120101 {WV-1092}
and WVE-120102 (WV-2603).
{6179] Figure 5. Provided technologies can reduce mHTT protein levels without reducing wiHTT proten
levels 1o human subjects. Shown are certain percentage changes from baseline in CSF mHTT and wiHTT
proteins through day 85 in certain subjects to whom placebo (aCSE), WVE-003 30 mg or WVE-003 60 mg
single doses were admimstered, respectively. As demounstrated, 1o several human subjects 30 mg and 60 mg

single doses of WVE-303 resulted n durable mHTT reductions (A) without reducing witH{TT protein levels (B).
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For pooled single 30 myg and 60 mg doses, a 22% mean reduction (30% median reduction} of mHTT was
observed () while no reduction of wiHTT was observed (B). Mixed model for repeated measures was used
displaving geometric mean ratio to baseline. For each time point, two bars (representing 95% (1} are presented:

solid for WVE-003 (30 mg or 60 mg} and dashed for placebo.

{3180} Figure 6. Example schematic of a study design.
10181} Figure 7. Certain single dose data. (A) Change in mHTT protein fevels. On Day 29, from top 1o

bottom: placebo, WVE-003 6 mg, WVE-003 30 mg and WVE-G03 90 mg. On Day 83, from top to botton:
placebo, WVE-003 60 mg, WVE-003 S0 mg and WVE-003 30mg. * p <0.05, ** p < 0.01, and ¥** p < 0.001.
{B) Change in wiHTT protein levels. On Day 29, from top to bottom: WVYE-003 30 mg, WVE-003 90 mg,
WVE-003 60mg, and WVE-003 placebo. On Day 83, from top to bottom: WVE-003 90 mg, WVE-003 30 rag,
WVE-003 60 mg and placebo.

{3182) Figure &. Example schematic of a study design. ° indicates DEC/SMC review of data.
{3183} Figure 9. Multiple doses of 3¢ mg WVE-(03 demonstrate selective, potent and durable reduction

of HTT. Doses of WYE-003 (30 rog) were admuvustered on Days 1, 57, and 113, On Day 113, from top to
bottom: placebo and WVE-003 30 mg. At Day 169 (8 weeks post last dose), mHTT reduction was 46%
{p=0.0007} in WVE-003 versus placebo; and at Day 197 {12 weeks post last dose), 44% {p=0.0002) m WVE-
003 versus placebo. * p<0.05, ** p<0.01, and ¥*% p < 0.001.

{0184} Figure 10 Allele-selective lowering of mHTT protein with WVE-003 preserves witHTT. Doscs
of WVE-003 (30 mg) were admimstered on Days 1, 57, and 113, On Day 113, from top to bottom: WVE-003
30 mg and placebo. On Day 197, from top to bottom: placebo and WVE-003 30 mg. At Day 169 (8 weeks
post last dose), wtHTT incrcased by 28% in WVYE-003 from bascline, with a p=0.6384 when comparcd with
placebo (41% increase i wiHTT from baseline). * p < 0.03.

{6185) Figure 11, CSF veurofilament light (NfL) fevels from certain patients recciving 3 doses of WVE-
003 (30 mg) or placebo. Fach plotied line represents an mdividual subject. NfL levels from placebo amm are
represented between the two dotted lines (5-95 percentiles).

{3186] Figure 12 Total Motor Score (TMS) measures of a WVE-003 30 mg Q8W 3 doscs cohort. On
Day 113, from top to bottonu: placebo and WVE-003 30 mg. At Day 169 (8 weceks post last dose), total motor

score increased from baseling by 0.40 in WVE-003 and by 7.530 in the placebo group.

DEFINITIONS
{6187} As used herein, the following definttions shall apply unless otherwise indicated. For purposes of
this disclosure, the chemical elements are 1dentified in accordance with the Pertodic Table of the Elements,
CAS version, Handbook of Chemistry and Physics, 75th Ed.  Additionally, general principles of organic
chemistry are deseribed in "Organic Chemistry”, Thomas Sorrell, Untversity Science Books, Sausalito: 1999,
and "March's Advanced Orgavic Chemistey™, Sth Ed., Ed.. Smith, MB. and March, 1., John Wiley & Sons,
New York: 2001,
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{B188] As used herein in the present disclosure, undess otherwise clear from context, (1) the torm ™2™ or
“an” mav be understood to mean “at least one™; (1) the tero “or” may be understood to mean “and/or”; (111} the

3

terms “comprising”, “comprise”, “including” (whether used with “not limited to” or not), and “inclade”
{whether ased with “not limited to” or not) may be understood to encompass itemized components or steps
whether presented by themselves or together with one or more additional components or steps; (iv} the erm
“another” may be understood to mean at least an additional/second one or more; and (v) where ranges are
provided, endpoints are included

{6189) Uniess otherwise specified, description of oligonucleotides and elements thereof (e.g., base
sequence, sugar modifications, imternucleotidic linkages, linkage phosphorus stereochemistry, etc.) is from 5
to 37, Unless othenwise specified, oligonucicotides descrtbed heretn may be provided and/or utiized m salt
forms, particularly pharmaceutically acceptable salt forms. As those skilled in the art will appreciate after
reading the present disclosure, 1n some embodiments, oligonucleotides mav be provided as salts, but are not
himited to, ¢.g., sodium or potasstum safts. As those skilled in the art will appreciate, in some embodiments,
mdividual oligonucieotides within a composition may be considered to be of the same constiution and/or
structure even though, within such composition {e.g., a ligud composition), particular such obigonucleotides
might be in different salt form(s} (and may be dissolved and the ohgonucieotide chain may exist as an apion
form when, ¢.g.. in a liquid composition} at a particular moment in time. For example, those skilied in the art
will appreciate that, at a given pH, individual mtomucleotidic linkages along an oligonucleotide chain may be
m an acid (H) form, or in one of a plurality of possible salt forms {e.g., a sodium salt, or a salt of a different
cation, depending on which ions might be present in the preparation or composttion}), and will understand that,
so long as their acid forms {(c.g., replacing all cations, if any, with H) arc of the samc constitution and/or
structure, such ndividual oligonuclentides may propedy be considered to be of the same constitution and/or
structure.

{6190} Approximately:  As vwsed herein, the terms “about” and “approximately” may be understood to
permit standard variation as would be understood by those of ordinary skill in the art. In some embodiments,
the terms “approximately” or “about” in reference to a number are generally taken to mchude numbers that fall
within a range of 5%, 10%, 15%, 209%, 253%. or 30%. 1u cither direction (greater than or less than) of the number
unless otherwise stated or otherwise evident from the context,

{68191 Dosing regimen: As used herein, a “dosing regimen” or “therapeutic regimen” refers to a set of
unit doses {typically more than one) that are administered individually to a subject, tvpically separated by
periads of time. In some embodiments, a given therapeutic agent has a reconunended dosing regimen, which
may mvolve one or more doses. In some embodiments, a dosing regimen comprises a plurality of doses each
of which are separated from one another by a time period of the same length; in some embodiments, a dosing
regimen comprises a plurality of doses and at least two different time pertods separating individual doses. In
some embodiments, all doses within a dosing regimen are of the same unit dose amount. {in some crubodiments,

different doses within a dosing regimen are of different amounts. In some embodiments, a dosing regunen
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coraprises a first dose in a first dose amount, followed by one or more additional doses in a second dose amount
different from the first dose amount. Tn some embodiments, a dosing regimen comprises a first dose in a first
dose amount, followed by one or more additional doses in a second dose amount same as the first dose amoant.
61921 Fharmaceutical composition: As used herein, the term “pharmaceutical composition” refers o an
active agent. formulated together with one or more pharmaceutically acceptable camriers. In some embodiments,
active agent is present 1o a unit dose amount appropriate for administration in a therapeutic regumen that shows
a statistically sigmficant probability of achieving a controlled therapeutic effect when administered to a relevant
population.

{0193 Pharmaceutically acceptable: As used heremn, the phrase “phamaceutically acceptable™ refers to
those compounds, materials, compostitons, and/or dosage forms which are, within the scope of sound medical
Jadgment, suitable for use in contact with the tissues of human beings and animals without excessive toxicity,
trritation, allergic response. or other problem or complication, commensaraic with a reasonable benefivrisk
ratio.

{3194} Pharmacentically aeceptable carvier: As used bherein, the teon “pharmaceuticallv acceptable
carrier” means a pharmaceutically-acceptable material, composition or vehicle, such as a ligud or solid filler,
diluent, excipient, or sclvent encapsulating material, involved i carrying or transporting the subject compound
from one organ, or portion of the body, to another organ, or portion of the body. Each carrier must be
“acceptable” 1 the sense of being compatible with the other ingredients of the formulation and not mjurious to
the subject.

{(3195] FPharmacentically acceptable sali: The term “pharmacestically accepiable salt”, as used herein,
refors to salts of such compounds that arc appropriate for usc in pharmaccutical contexis, 1., salts which arc,
within the scope of sound medical judgment, suitable for use 1o contact with the tissues of humans and lower
animals without undue toxicity, rritation, allergic response and the like, and are commensurate with a
reasonable benefitmisk ratio. Pharnmacenticallv acceptable salts are well known in the art. For example, 5. M.
Berge, ef al. descnibes pharmacentically acceptable salts in detaii tn J. Pharmaceutical Sciences, 66: 1-19 (1977},
In some embodiments, a provided compound comprises more than one acid groups, for example, a provided
oligonucleotide may comprise two or more acidic groups {¢.g., in natural phosphate hinkages and/or modified
mtemucleotidic linkages). In some embodiments, a pharmaceutically acceptable salt, or generally a salt, of
such a compound comprises two or more cations, which can be the same or different. In some embodiments,
in a pharmaceuticallv acceptable salt {(or generallv. a salt), each acidic group having sufficicnt acidity
mdependently exists as s salt form (e.g., v an oligonucleotide comprising natural phosphate linkages and
phosphorothioate mtemucleotidic Hnkages, cach of the natural phosphate linkages and phosphorothicate
mternucleotidic linkages independently exists as its salt form). In some embodiments, a pharmaceutically
acceptable salt of an oligonucleotide 1s a sodium salt of a provided oligonaciestide. In some embodiments, a
pharmaceutically acceptable salt of an oligonucleotide is a sodiwm salt of a provided oligonucleatide, wherein

each acidic hnkage, ¢.g.. cach natural phosphate linkage and phosphorothicate nternucleotidic hinkage, exists
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as a sodium salt fonn (alf sodiun salt).

{3196] Subject: As used herein, the term “subject” or “test subject” vefers to any organism to which a
provided compound or composition is administered in accordance with the present disclosure e.g, for
experimental, diagnostic, prophylactic, and/or therapeotic purposes. In some embodiments, a subject may be
sutfering from. and/or susceptible to a disease, disorder. and/or condition.

{6197] Substansially:  As used berein, the term “substantially” refers o the qualutanve condition of
exhubiting total or near-total extent or degree of a charactenistic or property of interest. One of ordinary skill m
the biological arts will understand that biclogical and chemical phenomena rarely, if ever, go to completion
and/or proceed to completeness or achieve or avoid an absohute result. The term “substantially” s therefore
used herein to capture the potential lack of complcteness inberent i many biological and/or chemical
phenomena.

{3198] Suffering from. An individual who 13 “saffering from” a disease, disorder, and/or condition has
been diagnosed with and/or displays one or more symptoms of a discase, disorder, and/or condition.

{3199} Suscepiible to: An mdividual who s “susceptible to” a discase, disorder, and/or condition is one
who has a higher nisk of developing the disease, disorder, and/or condition than does a member of the general
public. In some embodiments, an individual who 1s susceptible to a discase, disorder and/or condition may not
have been diagnosed with the disease, disorder, and/or condition. In some embodiments, an individual who is
susceptible to a discase, disorder, and/or condition may exhibit svmptoms of the discase, disorder, and/or
condition. In some embodiments, an mdividual who is susceptible to a disease, disorder, and/or condition may
not exhibit symptoms of the disease, disorder, and/or condition. In some embodiments, an mdividual who 13
susceptible to a discasc, disorder, and/or condition will dovelop the disease, disorder, and/or condition. In some
embodiments, an jadividual who is susceptible to a discase, disorder, and/or condition will not develop the
disease, disorder, and/or condition.

{6200 Swstemie: The phrases “svstemic administration,” “adminstered systernicallv,” “peripheral
administration,” and “administered peripherally” as used herein have their art-understood meaning referring to
administration of a compound or composition such that it enters the recipient’s system.

{201} Therapeuric agent: As used herein, the phrase “therapeutic agent” refers to any agent that, when
administered 1o a subject, has a therapeutic effect and/or elicits a desired biclogical and/or pharmacological
effect. In some embodiments, a therapeutic agent is any substance that can be used to alleviate, ameliorate,
relieve, inhibit, prevent. delay onset of, reduce severity of, and/or reduce incidence of one or more svmptoms
or teatures of a disease, disorder. and/or condition.

{6262] Theran

pentically effective amount:  Tn some embodiments, the term “therapeutically effective
amount” means an amount of a substance (e.g., atherapeutic agent, composition, and/or formulation} that elicits
a desired bislogical response when adminisiered as part of a therapeutic regimen. In some embodiments, a
therapeutically effective amount of a substance is an arcount that is sufficient, when administered to a subject

suffering from or susceptible to a disease, disorder, and/or condition, to treat, diagnose, prevent, and/or delay
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the onsct of the disease, disorder, and/or condition. As will be appreciated by those of ordinarv skill in this art.
the effective amount of a substance ray varv depending on such factors as the desired biological endpoint, the
substance to be delivered, the target cell or tissue, efc. For example, the effective amount of compound in a
formulation to treat a disease, disorder, and/or condition is the amount that alleviates, ameliorates, relicves,
inhibits, prevents, delays onset of, redaces severity of and/or reduces incidence of one or more sympioms or
features of the discase, disorder. and/or condition. In some crobodiments. a therapeutically effective amount is
admimstered in a single dose; in some embodiments, multiple wnit doses are required to dehiver a therapeutically
effective amount. In some embodiments, a single dose 1s an infusion, which may take up to one or more hours.
{6203) Treat: As used herein, the tenm “treat.” “treatment,” or “treating” refers to any method used to
partially or completely alleviate, amecliorate, relieve, mbibit, prevent, delay onsct of. reduce seventy of, and/or
reduce incidence of one or more symptoms or features of a discase, disorder, and/or condition. Treatment may
be admimstered to a subject who does not exhibit signs of a disease, disorder, and/or condition. In some
embodiments, treatment may be administered to a subject who exhibits only early signs of the discase, disorder,
and/or condition, for example for the purpose of decreasing the risk of developing pathology associated with
the disease, disorder, and/or condition.

{6204} Chirally controlled oligonucicotide composition: The terms “chirally controlled (stercocontrolled
or stereodefined) oligonucicotide composition”, “chiraily controlied (stereocontrolled or stercodetined) nucleic
acid composition”, and the like. as used herein. refers to a composition that comprises a plurality of
oligonucleotides {or nucleic acids, chirally controlled oligomicleondes or clurally controlled nucleie acids)
which share 1} a common base sequence, 2} a common pattern of backbone linkages: 3} a common pattern of
backbone chiral conters, and 4) a common pattern of backbone phosphorus modifications (sligonucicotides of
a particular type}, wherein the plurality of oligonucleatides {or nucleic acids) share the same stercochenustry at
one or more chiral internucleotidic hinkages (churally controlled internucleotidic inkages, whose chiral linkage
phosphorus is Rp or 5p, not a random Rp and Sp mixture as non-chirally controlled internucleotidic hinkages}.
Level of the plurality of oligonuclestides (or nucleic acids) in a chirally controlled oligonucleotide composition
is non-random (pre~-determined, controlled). Chirally controlied cligonucleotide compositions are typically
prepared through chirally controlled oligonucleotide preparation to stercosclectively forn one or more chiral
unemucleotidic linkages (e.g., using chiral anxiliaries as exemplified in the present disclosure, compared o
non-chirally controlled (stereorandom, non-sicreosclective, racemic) oligonucleotide synthesis such as
traditional phosphoramidite-based oligonucleotide synthesis using no chiral auxiliaries or chiral catalvsts to
purposcfully control stercoselectivity). A chirally controlled ohigonucleotide compaosition 1s enriched, relative
to a substantially racemic preparation of oligonucleoides having the common base sequence, the common
pattern  of backbone linkages, and the common pattern of backbone phosphorus modifications, for
oligonucicotides of the plurality. In some embodinents, a chirally controlled oligonucicotide composition
comprises a plurality of oligonucleotides of a particular oligonucleotide tvpe defined by: 1) base sequence: 2)

pattern of backbone hnkages: 3) pattern of backbone chiral centers; and 4} pattern of backbone phosphorus
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maodifications. wherein it is enriched. relative to a substantiallv racenuc preparation of oligonucleotides having
the sare base sequence, pattern of backboune linkages, and pattern of backbone phosphorus modifications, for
oligonucleotides of the particular oligonuclectide tvpe.  As one having ordinary skill in the art readily
appreciates, such envichment can be characterized 1o that compared to a sebstantially racemic preparation. at
cach chirally controlied intemucleotidic linkage, a higher level of the linkage phosphorus has the desired
coufiguration. fo some embodiments, cach chirally controlled mtermucleotidic binkage mdependently has a
diastereopurity of at least 8G%, 83%. 909%, 1%, 92%, 93%, 94%, 95%, 96%, 97%, 98%. or 99% with respect
to its chiral linkage phosphorus. In some embodiments, each independently bhas a diastereopurity of at least
90%. In some embodiments, cach independently has a diastereopurity of at least 95%. In some embodiments,
cach independently bas a diastercopunity of at least 97%. I some embodiments, cach independently bas a
diastereopurity of at least 98%. In some embodiments, oligonucleotides of a plurality have the same
consutution. ln some embodiments, ohgonucleotides of a plurality have the same constitution and
stereochemistry, and are structrally identical.

{6205} In some erobodiments, the plurality of oligonuclectides in a chirally controlled oligonucientide
composition share the same base sequence, the same, if any, nucleobase, sugar, and intemnucleotidic linkage
modifications, and the same stereochemistry (Rp or Sp) independently at linkage phosphorus chiral centers of
one or more chirally controlled internucleotidic lindkages, though stercochemistry of certain linkage phosphorus
chiral centers may difter. In some embodiments, about 0.1%-100%. {e.g, about 1%-~100%. 3%-100%, 10%-
100%, 20%-100%, 30%-100%, 40%-100%, 50%-100%, 60%-100%, 70%6-100%, 80-100%, 90-100%, 95-
100%, 30%-90%, or about 5%, 10%, 20%, 30%, 40%, 30%. 60%, 70%, 80%, 853%, 90%. 91%, 92%, 93%,
94%, 95%, 96%. 97%, 98%, or 99%, or at least 5%, 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 83%, 90%,
G1%, 92%., 93%, 94%. 95%. 96%, 97%, 98%, or 99%) of all oligonucieotides 1 a chirally controlled
oligonucleotide composition are oligonucleotides of the plurahity. o some embodiments, about §.1%-100%,
{e.g., about {%-100%, 5%-~100%, 10%-100%, 2096~100%, 30%-100%, 40%-100%, 50%-100%, 60%-100%,
70%-100%, 80-100%, 90-100%, 95-100%, 50%-90%, or about 5%, 10%, 20%, 30%, 40%. 50%, 60%, 70%.

80%. 85%, 80%, 91%. 92%, 93%, 94%, 95%, 96%. 97%, 98%. or §9%, or at least 5%, 10%, 20%, 30%, 40%,
3095, 60%, T0%. 8G%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%. or 9995} of all oligonucleotides
m a chirally controlled oligonucleotide composition that share the common base sequence are oligonucleotides
of the pluralityv. In some embodiments, about 0.1%-100%, {e.g., about 1%-100%, 3%-100%. 10%-100%, 20%-
100%, 30%-100%, 40%-100%. 50%-100%, 60%-100%, 70%-~100%, 80-100%, 90-100%, 95-100%. 50%-90%,
or about 5%, 10%, 209, 30%. 40%, 30%, 60%, T0%, 80%. 83%. 80%, 91%, 92%, 93%, 94%, 95%, 96%, 97%,
98%, or 99%, or at least $%, 10%, 20%, 30%, 40%, S0%, 60%, 70°%, 80%, §3%, 90%, 91%, 92%, 93%, 94%,

85%, 96%,

)

97%,

O

8%, or 99%;) of all oligonucleotides in a chirally controlled ohgonucleotide composition that
share the common base sequence, the coramon pattern of backbone linkages, and the common patiern of
backbone phosphorus modifications are oligonucleotides of the plurality. In some embodiments, about 0.1%-

100%, {e.g., about 1%-100%, 5%-100%. 10%-100%, 20%-100%. 30%-100%, 40%-100%, 50%-100%, 60%-
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100%. 70%-100%, 80-100%, 90-100%, 95-100%, 50%-90%, or about 3%, 10%, 20%, 30%. 40%, 50%, 60%,
T0%, 80%, §5%, 90%, 01%, 2%, 93%, 94%, 95%, 96%, 97%, 98%, or 99%, or at least 5%, 10%, 20%, 30%,
40%, 30%, 60%, T0%, 80%, 83%, 90%, 91%. 92%, 93%, 94%, 93%, 96%, 97%, 98%, or 99%) of all
cligonucleotides in a chirally controlied oligonucleotide composition, or of all oligonucleotides in a
composition that share a common base sequence {e.g., of a plurality of oligonucleotide or an oligonucicotide
type), or of all oligonucleotides in a composition that share a covunon base sequence, a common pattem of
backbone linkages, and a common pattern of backbone phosphoras modifications {e.g., of a plurality of
ohgonucleotide or an ohigonucleotide type}. or of all oligonuclectides in a composition that share a common
base sequence, a conunon patter of base modifications. a common pattern of sugar modifications, a common
pattern of tnternucleotidic linkage types, and/or a common patiern of tternucleotidic linkage modifications
{e.g., of a plurality of ohigonucleotide or an oligonucleotide tvpe}, or of all oligonuclectides in a composition
that share the same constitution, are oligonucleotides of the plurality. In some embodiments, a percentage 1 at
feast (DPY"™ wherein DP is a percentage selected from 83%-100%. and NCI is the number of chiraliy
controlled internucleotidic linkage. Tn some embodiments, DP 15 at least §3%. 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, or 99%. In some embodiments, DP 1s atf least 85%. In some embodiments, DP 15 at
feast 90%. In some embodiments, DP is at feast 95%. In some ecmbodiments, DP is at least 26%. In some
embodiments, DP is at least 97%. In some embodiments, DP is af least 98%. In some embodiments, DP is at
feast 99%. In some eoboduments, DP retlects diastercopurity of linkage phosphorus chiral centers clhurally
controlled intermucleotidic linkages. In some embodiments, diastercopurity of a hinkage phosphorus chiral
center of an internucleotidic linkage may be typically assessed using an appropnate dimer comprising such an
mternucleotidic linkage and the two nucleoside wmits being linked by the internuclootidic linkage. In some
embodiments, the plurality of oligonucleotides share the same stercochemistry at about 1-30 {e.g.. about 1-10,
1-20, 5-10, §-20, 10-13, 10-20, 10-23. 10-30, orabout 1, 2,3, 4,5, 6,7, 8,9, 10, 11, 12,13, 14, 13, 16, 17, 18,
19, 0r 20, oratleast 1,2, 3,4, 3,6, 7,8, 9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, or 20} chiral mtermucleotidic
hnkages. In some embodiments, the plarality of oligonucleotides share the same stereochemistry at about G.1%-~
100% (e.g , about 1%-100%, 5%-100%, 10%-100%, 2096-100%, 30%-100%, 40%-100%, 50%-100%, 60%-
100%, 70%-1060%, 80-100%, 90-100%. 95-100%, 50%-90%, about 5%, 10%, 15%, 20%, 25%. 30%, 33%,

4%, 45%, 50%, 55%, 60% o, T0%, 73%, 80%, 83%, 90%, 93%, or 100%, or at least 5%, 10%, 1539, 20%,
25%, 30%, 35%, 40%, 45%, 30%, 35%. 60%. 63%, 7(%, 75%, 8%, 85%, 90%, 95%, or 99%;) of chiral
mternucleotidic linkages. In some embodiments. each chiral internucleotidic linkage 1s a chiral controtled
miternucleotidic linkage, and the composition is a completely chirally controlled oligonucleotide composition.
In some embodiments, not all chiral internucleotidic linkages are chiral controlled internucleotidic linkages,

and the composition is a partially chirally controlled oligomucleotide composition. In some embodiments, a
chirally controlied oligonucleotide composition comprises predetermined levels of individual oligonucleotide
ot nueleic acids tvpes. For instance. in some embodiments a chirally controlled oligonucleotide composition

comprises one oligonucleotide type at a predetermined level {e.g., as described above). In some embodiments,
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a chirally countrolled oligomucleotide composition comprises more than one oligonucleotide type, cach
mdependently at a predetermined level, Tn some embodiments, a chirally controlled oligonucleotide
composttion comprises multiple oligonucleotide types, each independently at a predetenuined level. In some
embodiments, a churally controlied oligonucleotide composition i1s a composition of oligonuclestides of an
oligonucleotide type, which coraposition comprises a predetenmined level of a plurality of oligonucieotides of

the oligonucleotide type.

DETAILED DESCRIPTION OF CERTAIN EMBODIMENTS
{6206] {n some embodiments, the present disclosure pertains to, inter alta, oligonucleotide compositions,
oligonucicotide drug products, and methods thereof {¢.g., WVE-003, an oligonuciectide composition thereof,
a chirally controlled oligonucleotide composition thereof, or a therapeutically effective amount thereof,
manufactaring methods thereof. therapeutic methods thereof, ete.) for treatment of Huntington™s disease (HB)

or a sympton thereof.

{6207} In some embodiments, the preseot disclosure pertains to WVE-0(3, and compositions and methods
thereof.
{6208) In some embodiments, the present disclosure pertains to WVE-GO3 or a composition thereof,

wherein WVE-003 or the composition is admunistered in accordance with any of various dosing regimens
described herein.

{B209] In some embodiments, a dosing regimen pertains fo: the amount of an individual dose of an
cligonucleotide, an oligonucleotide composition, a chirally controlled oligonuclestide composition, or a
therapeutically effective amount of an oligonucleotide, an oligonuclcotide composition, a chirally controtled
ohigonucleotide composition; and/or the interval between multiple or successive doses thereof, and/or the total
fength or duration of time during which a subject receives one or more doses thereof, and/or a particular

formulation thercof,

Huntingtin (HTT)

{3218] {o some embodiments, the prescot disclosure provides technologies, ¢.g., oligonucleotides,
compositions, methods, ete.. related to the Huntingtin (HTT) gene or a product encoded thereby {a transenpt, a
profein {g.g., various varants of the Huntingtin protein, ctc.}. In some embodiments, the present disclosure
provides technologies, including HT'T oligonucleotides and compositions and methods thereot, for treatment of
Huntington’s disease. In some embodiments, HTT comprises one or more mutations. In some embodiments,
such mutations are associated with reduced biological functions of Huntingtin protein in a subject suffering
from and/or susceptible to Himtington’s discase. In some embodiments of Hantington’s disgase, one or both
alleles of HT'T are mutant.

{6211} o some embodiments, the Huntingtin (HTT) gene or a product thereof, or a variant or portion

thereof, may be referred to as HTT.
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{6212] {n some embodiments, HTT refers to a gene or a gene product thereof (including but not limited
to, a nucleie acid, including but not limited to a DMNA or RNA, or a wild-type or mutant protein encoded
thereby}, from any species, and which may be also known as: HTT, HD, IT15, hustingtin, Huntingtin, or
LOMARS, External [Ds: OMIM: 613004, MGE 96067, HomoloGene: 1393, GeneCards: HTT, Species:
Human: Entrez: 3064; Ensembl ENSGO0000197386. UniProt: P42838. RefSeq (mRNA) NM 002111
Refseq (proteiny: NP_002102; Location (UCSCY: Chr 4: 3.04 — 3.24 Mb: Species: Mouse: Entrez: 15194
Ensembl: ENSMUSG00000029104; UmProt: P42859; RefSeq (mRNAY NM _010414; RefSeq (protemn):
NP 034544; Location {(UCSCY: Chr 50 3476 — 3491 Mb. Additional HTT sequences, including variants
thereof, from human, mouse, rat, monkey, etc., are readily available to those of skill in the art. fa some
embodiments, HT T is a human or mouse HT'T, which is wild-type or mutant.

{6213} In some embodiments, a HTT protein is unmodified or modified. In some embodiments, a HTT
profein has any one or more modifications oft Y Né-acetvllvsine; 176 N6o-acetyllysine; 234 Né-acetvilysing:
343 Né-acetyllysine: 411 Phosphoserine; 417 Phosphoserine: 419 Phosphoserine; 432 Phosphoserine; 442 Né-
acetvilysing; 640 Phosphoserine; 643 Phosphoserine; 1179 Phosphoserine; 1199 Phosphoserne; 1870
Phosphosenne; and/or 1874 Phosphosernine.

{8214) Without wishing to be bound by any particular theory, the present disclosure notes that a mutation
{c.g., a CAG repeat expansion) in HT'T is reportedly a key factor in discases and disorders such as Huntington's
disease.

{(1215] In some embodiments, a mutant HTT is designated mHTT, oM TT, w HTT, mo HTT, MU HTT,
or the like. wherein m or mu indicate mutant. In some embodiments, a wild type HTT 15 designated wild-type
HTT, witHTT, wt HTT, WTHTT, WTHTT, or the like, whercin wi indicatos wild-type. In some embodiments,
a mutant HTT comprses an expanded CAG wopeat region (as appreciated by those skibled 1o the art, the number
of CAG repeats may vary from subject to subject; ¢.g., in some embodiments, comprising 36 or more CAG
repeats). In some embodiments, a mutant HTT comprises a mutant allele of ovne or more SNP (the allele on the
same DNA strand or chromosome as the expanded CAG repeat region). In some embodiments, in a population
wild-type HTT are reported to frequently have about or no more than about 18 CAG repeats, and moetant HTT
arc reporied to frequently have about or more than about 43 CAG repeats. o some crobodiments, in a
population it 1s reported that heterozygosity of SNP 15362273 was identified in about 719 individuals. In some
emboediments, in a population 1t 1 reported that SNP3 1s associated with mHTT in about 40-45% of patients
with HD.

{8215] In some crobodiments, a mutant HTT comprises both an expanded CAG repeat region and a mutant
allele of a particular SNP on the same chromosomal strand. In some embodiments, in such a case, wheren the
mutant allele of a particolar SNP is targeted by a HTT oligonuclestide {e.g., WVE-003) and the mutant allele
is on the same chromosome as the deleterions CAG repeat expanston, the oligonucleotide is capable of targeting
the deleterious HT'T allele and medating allele-specific knockdown.

{B217] In some emboduvents, a human HTT s designated bHTT. In some embodiments, a mutant HTT
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ts designated mHTT. In some embodunents, when a mouse is utilized. a mouse HTT may be referred to as
mHTT as those skilled in the art will appreciate.

{0218] According to some reports, wtHTT protein s critical for normal neuronal function and loss of
witHTT can contribute to celhidar dysfunction. It has been reported that mHTT protein can have a detrimental
effect on wtHTT protein finction. In some cmbodiments, lowering mHTT can restore phystological control
over HT'T gene expression and/or relieve its detrimental effect on wiHTT functions. which have been reported
to be mvolved in trafficking, gene expression, DNA repair, neuronal repair and/or regeneration, ciliogenesis,
mitosis, CSF, ete. In some embodiments, mHTT can sequester wtHTT. Among other things, it has been
reported that wiHTT is crucial for cilia health, and 1o the absence of HT'T, ciliogenesis can fail, disrupting CSF
flow and/or causing hyvdrocephalus. Among other things, allele-selective technologies can amseliorate both loss-
of-function and gain-of-fumction disruptions cavsed by mHTT. In some embodiments, the provided disclosure
provides technologies for redacing mHTT level. In some embodiments. the provided discloswre provides
technologies for maintaiming or ncreasing wiHTT level while reducing mHTT level. In some embodiments,
the present disclosure provides technelogies for reducing wiHTT sequestering by mHTT. 1o some
embodiments, the present disclosure provides technologies for reducing level of wiHTT sequestered by mHTT.
In some embodiments, the present disclosure provides improving or restoring a wtHTT function, e.g., through
allele-seiective reduction of mHTT level.

{0219} {n some emboduments, an oligonuclconide capable of mediating allele-specific knockdown of a

mutant HTT gene or a gene product thereof is WVE-003.

Huntington's disease

[6224) Compositions coraprising one or more HTT oligonucleotides described herein can be used to treat
Huntington’s disease or a symptom thereof,

{8221] Huntimgton’s disease (HD) 1s reportedly a neurodegencrative disorder reportedly caused by a
mutation of the HTT (huntingtin} gene. Alteration of this widely expressed single gene reportedly results in a
progressive, neurcdegenerative disorder with a large number of characteristic symptoms.

{6222} Huntington's disease is reportedly a rare, progressive neurclogical disease that results in motor,
cognitive, and psychiatric disabiltty and 1s invanably fatal. Bates G, Tabnzi 5, Jones L, (editors). Fhmtington's
Dhsease, 4th Editton. Oxford (UK): Oxford University Press: 2014, Because it 15 a genetic, hereditary disease,
it can reportedly affect multiple family members across gencrations. Sturrock A et al. § Geriatr Psychiatry
MNeurol. 2010:23(4): 243-259. Although coguitive and psychiatric svmptoms may reportedly develap fivst, the
climcal diagnosis of HD 15 usually based on the presence of chorea, one of the most visnally pronunent
symptoms of this disease. Chorea 1s reportedly an abnormal involuntary movement disorder, which occurs in
90% of subjects and is moderate 1o severe in approximately 70% of these subjects. These physical svmptoms
can reporiedly appear at anv age, but typically appear between the ages of 30 and 50, Bates G. Tabrizi S, Jones

L., {editors). Huntington's Disease, 4th Edition. Oxford (UK): Oxford University Press; 2004, A physical

44



WO 2025/030155 PCT/US2024/040849

examunation, sometimes combined with a newological exanunation, can reportedly deternmine whether the ouset
of the disease has begum. Life expectancy after symptom onset 1s reduced to around 15 to 20 vears. Bates G,
Tabrizi 8, Jones L, {editors}. Huntington's Bisease, 4th Edition. Oxford (UK} Oxford University Press; 2014;
and Sturrock A et al. § Genatr Psychiatry Neurol. 2010:23(4): 243-259. As svmptoms progress, individuals
repottedly become tncreasingly or totally dependent on others for care. Suicidal ideation is reportedly mereased
i the carly stages of the discase, likely associated with a percetved loss of independence, and subjects with HD
have a significantly ligher rate of swicide as compared with a normal healthy aduolt population (138 of 100,00
persons per vear and 12-13 per 100,000 persons per year, respectively). Bird TD. Am J Hum Genet. 1999.64(5}.
1289-1292; and Paulsen §$ et al. Am J Psvchiatry. 2005:162¢4): 725-731.

{0223] Some of the symptoms of HD can reportedly be managed with medication and therapies such as
antipsychotics and drugs affecting the dopamine pathways, which modulate the movement disorder. Sturrock
Acetal ] Gertatr Psyvehiatry Newrol. 2010:23(4): 243-259.

{6224] Huntington's disease is reportedly caused by a known mutation on a single gene, an expaunsion of
a cyvtosinc~-adenine-guanine (CAG) trplet repeat in the Huntimgtin (HTT) genc. The Huntington's Discase
Collaborative Ressarch Group. Cell. 1993:72(6): 971-983. Wild type HTT proten is critical for neuronal
development. Dragatsis T et al. Nat Genet. 2000.26(3): 300-306. Although the purpose of wiHTT in adults is
reportedly not completely understood., some studies have shown that it may play an important role in neuronal
functions. Dragatsis { etal. Nat Genet. 2000;26(3): 306-306; Leavitt BR et al. I Newrochem. 2006:96(4): 1121-
1129; Rigamonti D et al. J Biol Chem. 2001:276(18): 14545-14548; and Zhang Y et al. EMB( J. 2006.25(24):
5896-5906. However, expansion in the CAG triplet repeat in the HTT gene reportediv resuits in production of
the mHTT protein. Accumulation of this protein reportedly feads to progrossive loss of neurons in the brain.
Sturrock A et al. J Gonate Psychiatry Neurol, 2010:23(4): 243-259. In nonclinucal studies, lowerng the level
of mHTT protein as measured inn the CSY has reportedly been demonstrated to be therapentic. DiFiglia et al.
Proc Natl Acad Sci US A 200710443} 17204-17209; and Kordasiewicz HB et al. Neuron, 2012:74(6): 1031~
1044 Therefore, a drug that can silence the mHTT gene transcript, while leaving the wild tvpe allele intact,
may be able to slow, stop, or even reverse the course of HDY. Kay C et al. Clin Genet. 2014:86(1}: 29-36.
{(225] {n some embodiments, a HD-related mutation is an expansion of a CAG repeat region in the HTT
gene, wherein a larger expansion reportedly results in greater severity of the disease and an earlier age of onset.
The mutation reportedly results in a variety of motor, emotional and cognitive symptoms, and results in the
formation of huntingtin aggregates in brain.

{6226] The CAG expansion reportedly resulis in the expansion of a polv-glutanune {poly-(3) tract in the
huntingtin protein, a 350 kDa protein (Huntington Disease Collaborative Research Group, 1993, Cell. 72:971-
83). A CAG repeat expansion is reportedly associated with Huntington's disease. Longer repeat sequences arg
reportedly associated with eatlier disease onset. The absence of an HD phenotype in individuals deleted for
one copy of hundingtin, or increased severity of disease in those homozvgous for the expansion reportedly

suggests that the mutation does not result n a loss of fumction (Trothier ¢t al., 1995, Nature Med., 10:104-110).
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Transcuptional deregulation and loss of function of transcriptional coactivator proteins have reportedly been
mplicated i HD pathogenesis. Mutant buntingtin has reportedly been shown specifically to disrapt activator-
dependent transcription in the early stages of HD pathogenesis (Dhunah et al , 2002, Science 296:2238-2243}).
{6227} In one report gene profiling of human blood identified 322 mRNAs that show sigaificantly altered
expression in HD blood samples as compared to normal or presymptomatic individuals. Expression of marker
genes was similarly substantially alicred 1n post-mottem brain samples from HP caudate, suggesting that
apregulation of genes i blood samples reflects discase mechanisms found in brain. Momtoring of gene
expression may provide a senstive and quantitative method (o momtor disease progression, especially i the
catly stages of discase in both animal models and human subjects (Boroveckt et al, 2005, Proc. Natl. Acad.
Sci. USA 102:11023-11028).

{(3228] Huntington's disease has been reported to be an autosomal dominant disorder, with an onset
generally 1o mid-life, although cases of onset from childhood to over 70 vears of age have been documented.
An earfier age of onset is reportedly associated with paternal iheritance, with 70% of juvenile cases being
mberited through the father.

{6229] In some embodiments, symptoms of Huntington’s discase have an emotional, motor and/or
cognitive component. One sympiom, chorea, is a characteristic feature of the motor disorder and 1s defined as
excessive spontancous movements which are irregularly timed, randomly distributed and abrupt. It can varv
from being barcly perceptible to severe. Other frequently observed abnommahities include dystonia. nigidity,
bradvkimnesia, oculammotor dvsfunction, tremor, ete. Vohmtary movement disorders as symptoms include fine
motor incoordination, dysarthria, and dysphagia. Emotional disorders commonly include depression and
irritability. and cognitive componcnt compriscs subcortical domentta (Mangianini et al. 1996, Ccll 87:493-506}.
1t is reported that changes 1o HID brains are widesproad and include neuronal loss and ghiosts, patticularty m the
cortex and stratur (Vonsaticl and DiFigha. 1998 J. Neuropathol. Exp. Neurof. 37:369-384).

{8234] In some embodiments, Huntington s disease phenotvpes range from mild HTT to severe, depending
on the length of the CAG repeat expansion.

{6231] Certain nformation related to HTT and HTT-related conditions, disorders or discases and
symptoms thercof has been reported n the scientific literature, for example: Kremer et al. 1994, N E. J. Med.
330 1401 Kordasiewicz et al. 2012 Newron 74 1031-1044; Carroll et al. 2011 Mol. Ther. 19: 2178-21835;
Warbv et al. 2009 Am. . Hum. Genet. 84: 351-366; Phister ot al. 2009 Cuorrent Biol. 19: 774-778; Kay et al.
2015 Mol. Ther. 23 1756-1771; Kav et al. 2014 Clin. Genet. 86; 29-36; Lee et al. 2015, Am. J. Hum. Genet.
97 435-444; Skotte et al. 2014, PLOS ONE 9 ¢107434; Southwell et al. 2014 Mol Ther. 22: 2003-2106;
Australian Pat. Publications AU2017276286 and AU2007210038. Ewopean Pat. Publications EP3277814 and
EP3210633; Intemational Pat. Publication WQO2018145009, and US Pat. Publication US20180273045.

{8232} Huntington's disease can be a devastating neurological disorder caused by a toxie gain of function
and councurrent loss of function. Huntington’s disease is reporied 10 be a monogenic autosomal dominant

genctic discase that can be fully penetrant and affocts entire brain. | can be characterized by cognitive decline,
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psvchiatric illness, and chorea and can be ultimately fatal. Among other things, expanded CAG trniplet repeat
m HTT gene can result in production of mutant huntingtin protein (mHTT) and loss of function m wild-type
huntingtin protein {wtHTT}, which can be critical for normal neural function. Tabrizi, et al., Lancet Newrol
2022; 21 632-44, moorporated herein by reference, describes 3 Huntngton’s Discase Integrated Staging
System (HD-ISS) which reportedly comprises a biological research definition and evidence-based staging
centered on biological, clinical, and functional asscssments. The HID-I8S characterizes individuals for rescarch
purposes from birth, starting at Stage 0 (i.e., individuals with the Hontington’s disease genetic mutation without
any detectable pathological change) by using a genetic definition of Humtington’s disease. Huntington’s disease
progression is then marked by measurable indicators of underlying pathophysiology (Stage 1), a detectable
chinical phenotype (Stage 2}, and then decline m function (Stage 3). Individuals can be classified ioto stages
based on thresholds of stage-specific landmark assessments. Tn some embodiments, a subject soffening from
Huntimgton’s discase 18 HD-I5S Stage 3. In some embodiments, a subject susceptible to Huntington™s disease
1s HD-ISS Stag

t=

ge 0. In some embodiments, a subject 18 HD-ISS Stage 1. In some embodiments, a subject is
HD-ISS Stage 2.

Treatment of HIT-Related Conditions, Disorders or Diseases

{0233} in some embodiments, the present disclosure provides a HTT oligonucleotide which targets HTT
{cg., a HTT oligonucleotide comprising a HTT target sequence or a sequence complementary to a HT'T target
sequence) and directs target-specific knockdown of HTT, inchuding, for example, WVE-003. In some
embodiments, WVE-003 is administered intrathecally in an amount of about 30, about 60, about 90, about 120,
about 150 or about 168 mg, and is administered as a liguid formulation (including, but not Hmited to, a solution
in water, or an alCSF solution, or a solution in aCSF reconstituted from a lvophilized preparation or a solution
in sodium chloride, or a solution in sodium chlonde reconstituted frome a lyoplulized preparation). In some
embodiments, the present disclosure provides a HTT oligonucleotide which directs target-specific knockdown
of HTT mediated by RNase H and/or RNA interference.

{0234} i{n some embodiments, the present disclosure provides methods for preventing and/or treating HT'T-
related conditions, disorders or discases using provided HTT ohigonucleotides and compositions thereof. In
some embodiments, a HIT-related condivon is Huntingion’s disease, and/or one or more symptoms of
Huntington’s disease.  In some embodiments, the present disclosure provides oligonucleotides and
compaositions thereof for use as medicaments, ¢.g.. for HT T-related conditions, disorders or discases. In some
embaodiments, the present disclosure provides oligonucleotides and compositions thereof for use in the treatroent
of HTT-related conditions, disorders or diseases. In some embodiments, the present disclosure provides
oligonucleotides and compositions thereot for the manufacture of medicaments for the treatment of HT T-related
conditions, discrders or diseases.

{(3235] fo some embodiments, the present disclosure provides a method for preventing, treating or

ameliorating a HT T-related condition, disorder or discase in a subject susceptible thereto or suffering therefrom,
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corprising administering to the subject a therapeuticallv effective amount of a HTT oligonucleotide or a
pharmaceutical composition thereof.

{63236] In some embodiments, the present disclosure provides a method for treating or ameliorating a HTT-
relaied condition, disorder or disease in a subject suffering therefrom, comprising administering to the subject
a therapeutically effective amount of a HT'T oligonucieotide or a pharmaccutical composition thercof. In some
embodiments, a HTT oligonucieotide is WY E-003. In some embodiments, a therapeutically cffective amount
is about 30, about 60, about 90, about 120, about 130 or about 168 mg.

{8237) In some embodiments, a HT T-related condition, disorder or disease 1s Huntington’s disease (HD),
also known as Huntington's Chorea. In some embodiments, a HI T-related condition, disorder or disease is:
uvenile HD, akinetic-nigid, or Westphal vanant HD.

{(1238] In some embodiments, the present disclosure provides a method for reducing HTT gene expression
i a cell, comprising: contacting the cell with a HTT oligonuclestide or a composition thereof. In some
embodiments, the present disclosure provides a method for reducing the level of a HTT transcript in a cell,
comprising: coutacting the cell with a HYT ohigonucleotide or a composition thercof In some embodunents,
the present disclosure provides a method for reducing the level of a HTT protein in a cell, comprising: contacting
the cell with a HTT oligonucleotide or a composition thereof. In some embodiments, provided methods
selectively reduce levels of HTT transcripts and/or products encoded therchy that are related to conditions,
disorders or diseases.

{1239} Reportedly, HTT 1s expressed m all cells, with the highest concentrations are found in the bran
and testes, with moderate amounts in the liver, beart, and hungs. In various embodiments. a cell is in brain,
tostes, Hver, heart, or hungs.

[63244) In some embodiments. the present disclosure provides a method for decreasing HTT gene
expression in a wammal in need thereof, comprising adnunisicring to the mammal a vucleic acid-iipid particie
comprising a provided HTT oligonucleotide or a composition thereof.

{0241) In some embodiments, the present disclosure provides a method for m vive delivery of a HIT
oligonucleotide, comprising administering to a mammal a HI'T oligonucleotide or a composition thereof.
{0242} {n some enbodiments, a mammal is a human. In some embodiments, a manvuuval is afflicted with,
suffering from and/or susceptible to a HTT-related condition, disorder or disease.

{4243}) In some embodiments, a subject or subject suitable for treatment of a HTT-related condition,
disorder or discase. such as Huntington’s discase (HD), can be identified or diagnosed by a health care
professional. For example, for a neurological condition, disorder or disease, a physical exam may be followed
by athorough neurclogical exam. In some embodiments, an neurological exam may assess motor and sensory
skills, nerve function, hearing and speech, viston, coordination and balance, mental status, and/or changes in
meod or behavior. Example sympioms of neurological conditions, disorders or diseases, such as Huntington's
disease (HD), mchude weakness in the atms. legs, foet, or ankles; slurring of speech; difticulty Hifting the fromt

part of the foot and toes; hand weakness or chimsiness; muscle paralysis; ngid youscles: mvoluntary jerking or
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writing movements {chorea); involuntary, sustained contracturc of muscles (dvstomia), bradvkinesia; loss of
automatic movernents; impaired posture and balance; lack of flexability: tinghng paris in the body: clectric
shock sensations that occar with movement of the head; twitching in am, shoulders, and tongue; difficulty
swatlowing; difficulty breathing, difficulty chewing; partial or complete loss of vision; double vision, slow or
abunomal eye movements; tremor; unsteady gait; fatigue; loss of memory, dizziness: ditficulty thinking or
coucentrating: difficulty reading or writing; misinterpretation of spatial relationships; disorientation: depression;
anxiety; difficulty making decisions and judgments; loss of impulse control, difficulty i planning and
performing familiar tasks: aggressiveness; writability, soctal withdrawal; mood swings;, dementia; change in
siceping habits: wandering: and/or change in appetite.

{(244] {o some cmbodmnents, a symptom of Huntington's discase is any of: iusoluble protein
accumulation; huntingtin protein aggregate accumulation; neuronal aggregates in the striatum; alieration in the
size and number of neuronal mtranuclear mclusions and other markers of HD: alteration in regulation of
DARPP-32 expression; striatal atrophy: striatal and cortical neurodegeneration; alteration of blood ghucose
and/or insudin levels; or neuronal loss and ghiosis, particularly in the cortex and striatum.

16245} In some embodiments, a symptom of Huntington's discase is any of behavioral and
neuropathological abnormalities; i test animals, altered rotarod performance; reduction of weight loss;
alieration of lifespan: behavioral disturbance; emotional, motor and cognitive alterations or impairment;
depression: irrtability, mvoluntary movements {chorea); choreiform movements: impaired coordination;
excesstve spontancous movements which are irregularly timed, randomly distributed and abnupt; bradvkinesia:
dvstonia; seizures: rigidity; ocularmotor dvsfunction, tremor; fine motor incoordination; dysarthria; dysphagia;
subcortical domentia; progressive domcentia; or psyehiatric disturbance.

[63246] In some emboduuends, a provided oligonucleotide or a composition thercof prevents, treats,
ameliorates. or stows progression of a HT F-related condition, disorder or discase, or at least one syrmptom of a
HTT-related condition, disorder or discase. Tn some embodiments, a provided oligonucleotide or a composition
thereof prevents, treats, ameliorates, or slows progression of a HT T-related condition, disorder or disease, or
two or more symptoms of a HF T-related condition, disorder or disease. In some embodiments. a subject s
assessed for ong or more martker and/or syraptoms of a HT T-related condition, disorder or disease, wherein the
subject 1s subsequently prescribed and/or given an oligonucleotide or oligonucleotide administration {eg., a
dose or a dosage regimen of an ohgonucleotide} as described herein.  In some embodiments. a subject is
assessed for one or more marker and/or svmptoms of a HT T-related condition, disorder or discase, wherein the
subject has becn given an oligonucleatide or an oligonucleotide administration as described hercin. Tn some
embodiments, a HTT-related condition, disorder or disease 1 Huntington’s disease.

{6247) In some embodiments, a method of the present disclosure i3 for the treatment of Huntington's
disease in a subjoct wherein the method comprises administering to a subject a therapeutically effective amount
of a HIT oligonucleotide or a pharmaceutical composition thercof. In some embodiments. the HTT

oligonucleotide 1s WVE-003.
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[3248) {n some embodiments. a subject has an allele or transcript that comprises an expanded CAG repeat
region and 1s fully complementary to the base sequence of WVE-003. Tu some embodiments, HTT transenpts
comprising an expanded CAG repeat region are fully complementary to the base sequence of WVE-(03. In
some embodiments, a subject has an allele that does not contain an expanded CAG repeat region and is fully
complementary to the base sequence of WVE-003. In some embodiments, a subject has a HT'T aliele that docs
not contain an expanded CAG repeat region and is not complementary to the base sequence of WVE-003 at
13362273, In some embodiments, HTT transenipts that do not contain an expanded CAG repeat region are not
fully complementary {o the base sequence of WVE-003 at rs362273.

{6249] {n some embodiments, a provided method reduces at least one symptom of Huontington's disease
wheren the raethod comprises admunisicring to a subject a therapeutically effective amount of a HIT
oligonucleotide or a phanmaceutical composition thersof.

{3258) In some embodiments, the present disclosure provides a method for treating and/or ameliorating
one or more symptoms associated with a H T-related condition. disorder or disease in 2 mammal in need
thereof, the method comprising admuustering to the mammal a therapeutically effective amount of a HTT
ohigonucleotide or a composition thereof. In some embodiments, the present disclosure provides a method for
reducing susceptibility to a HT T-refated condition, disorder or disease 1n a mammal in need thereof, the method
comprising: administering to the mammal a therapeutically effective amount of a HTT oligonuclectide or a
composition thereof. In some embodiments, the present disclosure provides a macthed for preventing or
delaving the onset of a HT T-related condition, disorder or disease in a mammal in need thereof, the method
comprising: administering to the mammal a therapeuatically effective amount of a HTT oligomucleotide or a
composttion thercof.  In some cmbodiments, the present disclosure provides a method for treating and/or
ameliorating one or more symyons associated with a HT T-related condition, disorder or disease in a mammal
in need thereof, the method comprsing: adminustening to the mammal a therapewtically effective amount of a
nucleie acid-lipid particle comprising a HTT oligonucleotide. In some embodiments, the present disclosure
provides a method for reducing susceptibility to a HT T-related condition, disorder or disease in a mammal in
need thereof, the method comprising: administering to the mammal a therapeutically effective amount of a
nucleic acid-lipid particle comprising a HTT oligonucleotide. In some embodiments, the present disclosure
provides a method for preventing or delaying the onset of a HT T-related condition, disorder or discase in a
mammal in need thereof, the method comprising: administering to the mammal a therapeutically effective
amount of a nucleic acid-lipid particle comprising a HT'T oligonucleotide. In some embodiments, a mammal
is a human. In some cmbodiments, a mammal 1s affhcted with and/or sutfering from and/or susceptible to a
HTT-related condition, disorder or discase. In some embodiments, a HTT ohigonucleotide 1s WVE-(03. In
some embodiments, a therapeutically effective amount 15 about 30, about 60, about 90, about 120, about 130 or
about 168 mg.

{3251} In some embodiments, the present disclosure periaing to compositions and methods related o

apecific doses of WVE-003 {or a salt form thereof) which are about 30 mg, about 60 mg, about 90 mg, about
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120 myg, about 150 g, or about 168 mg.

{(232] In some embodiments, about 30 mg s 30 mg +5%, about 60 mg 15 60 mg +5%, about 90 mg 18 80
mg +5%, about 120 mg 15 120 mg +3%, about 150 mgis 150 mg +5% and/or about 168 mg 15 168 mg +5%,.
16253] In some embodiments, about 30 mg is 30 mg +10%, about 60 mg is 60 mg +10%, about 90 mg is
50 mg +10%, about 120 mg 15 120 mg +10%, about 130 mg 1s 150 mg +10% and/or about 168 mg is 168 mg
+i0%.

{8254) In some embodiments, about 30 mg 1s 30 mg +15%, about 60 mg is 60 mg +15%, about 30 mg 15
90 mg +15%, about 120 mg 15 120 mg +15%. about 150 myg i3 150 mg +15% and/or about 168 mg 15 168 mg
+15%.

{(3255] {o some cmbodunents, about 30 mg is 30 mg +£20%, about 60 mg is 60 mg £20%, about 90 mg is
90 mg +20%, about 120 mg is 120 mg +20%, about 130 mg 15 150 mg +20% and/or about 168 mg is 168 mg
+20%.

{682506] In some embodiments, about 30 mg is 30 mg 425%, about 60 mg is 60 mg +25%. about 90 mg is

90 mg £25%, about 120 mg ts 120 rog +25%, about 150 mg is 150 mg +23% and/or about 168 mg 15 168 mg
+23%.
{6257} In some embodiments, about 30 mg is 30 mg+30%, about 60 mg is 60 mg +30%, about 90 mg 1s
90 mg +30%, about 120 mg is 120 mg +30%. about 150 mg 15 130 mg +30% and/or about 168 mg is 168 mg
+30%.

{3258} In some embodiments, about 30 includes but 15 not limited to: 25 .6, 25.7, 258, 259,26, 261,262,
263,264, 265,266,267 268,269,27 271,272, 273,274,275,276,277,278,279,28,28.1,282,

28.3, 284, 285,
303,304, 305, 30.6, 30,7, 308,309, 31, 31,1, 312, 313, 314, 31.5, 316, 31.7, 318,

28.6,28.7, 28.8, 28.9, 29, 29.1, 292, 293,294, 295, 29.6, 20.7, 288, 29.9, 30, 30.1, 30.2,

319,323 322,

l
b

o
e}
s

i;4

323.324,325,32.6,327, 328,329, 33,331, 332,333,334,335,33.6,33.7.338, 339, 34,341, 3472,
343,344, 345,346,347, 348,349, 35,35.1,352,353,354,355,35.6,35.7,35.8,35.9,36,36.1, 362,
36.3,36.4,36.5,36.6,36.7,36.8, 3698, 37.0,37.1, 372,373,374, 375 376,377,378, 379,38, 381,382,
38.3,38.4. 385, 38.6. and 38.7.

{03259 in some embodiments, about 30 includes but 1s not imated to: 24, 24.1, 24 2, 243,24 4, 24 5, 24.6,

247,248,249, 25,251, 252,253,254, 25525.6,257,258,259,26,26.1,26.2, 263,264, 263, 26.6,
267,268,269, 27,271, 272,273,274,27.5, 276,277,278 279, 28 281, 282, 283, 284, 28.3, 28.6,
28.7.288.289,29,201,202,293,294,295 296,297,208, 299,30, 30.1, 30.2, 30.3. 304, 305, 30.4,
30,7308, 309, 31, 301,312 303,304, 315,316, 317,318 31932 321,322,323, 324,325,326,

32.7,328,32.9,33,33.1,33.2,33.3,334,33.5,336,337 338,339, 34,341,342,343,344, 345,346,
34.7,34.8,34.9, 35,351,352, 353,354,35.5,35.6,33.7, 358.35.9,36,36.1,36.2, 363, 364, 365, 36.6,
36.7,36.8,369,37.0,37.1,372, 373, 374,375.376,37.7,37.8,37.9, 38, 38.1, 38.2,38.3, 384, 38,5, 386,

387,388,389, 39,39.1, ,39.3,39.4, 393, 39.6.39.7. 39.8. 399, and 40.
{(1268) In some embodiments, about 30 includes but is not limited to: 24, 24.1,24.2,24.3,24 4, 24 5, 24 6,
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247 248,249, 25,251,252, 253,254, 253256, 25,

\j

L 258,256, 26,264, 262,263,264, 265, 26.6,

267.268,269,27 27.1,272,273,274,27.5,27.6,27.7,278, 279, 28, 281, 282, 283,284, 285, 286,
28.7.288.28.9,29,201,292,293, 294,295, 296,297,208, 299, 30, 30.1, 30.2, 36.3, 304, 30.53, 30.6,

307,308,309, 31, 31.1,31.2, 383,314,315, 316,317,318 319,32, 321,322,323, 324,325, 326,
32.7.32.8,32.9,33.33.1,33.2,33.3,334,335, 336,337,334, 339,34, 341,342 343,344, 3435, 346,
34.7.348,349,35,35 1, and 35.2,

{8261] In some embodiments, the present disclosure pertains fo compositions and methods related to

specific dose of WVE-003 (or a salt formn thercof) which are about 30 mg, about 60 mg, about 50 myg, about
120 mg, about 150 mg, or about 168 mg.

{(0262] {o some cmbodiments, the present disclosure perains to compositions and methods related to

specific doses of WVE-003 {(or a salt form thereof) which are about 30 mg, about 66 mg, about 90 mg, about
124 mg. about 150 mg, or about 168mg. wherein the total amount of oligonucleotide 1 the dose is about 30
mg, about 60 mg, about 90 mg, about 120 mg, about 150 myg, or about 168 myg, respectively, and substantially

all of the oligonucieotide in the dose 1s WVE-003.

8263] In some embodiments, the present disclosure provides WVE-003 preparations of high purity.
Various technologies are available for assess WVE-G03 purity. In some embodiments, punily is assessed using

Protocol A as described herein. In some embodiments. purity of a WVE-003 preparation is about 80% or mare,
In some embodiments, it is about 81%. o some embodiments, it 1s about 82%. In some embodunents, 1t is
about 83%. In some embodiments, i is about 84%6.  In some embodiments, it is about 85%. In some
embodiments, 1t is about 86%. In some embodiments, it 1s about 87%. In some embodiments, it 15 about 88%

In some cmbodiments, it is about 89%. In some cbodiments, i is about 90%. In some cmbodiments, it is
about 90% or more. In some embodiments, various batches of WVE-003 were found to be, for example, about
84%-88% pure, with about 11%-~16% total being mmpurttics. In some embodiments, impurities jnclude n-x
deletion sequences; n-1 delotion sequences and phosphodiesters; modified full length sequences and/or ntx
addition sequences. Without wishing to be bound by any particelar theory ., this disclosure notes that at least
some of the impurities will have at least some activity {e.g.. capability to mediate allele-specific knockdown of
a mutant HTT gene or gene product).

{(3264] In some embodiments, WVE-003 15 administered to a subject at a dose of about 30, about 60, about
G, about 120, about 150 or about 168 mg. In some embodiments, sudtiple doses of WVE-003 are admimstered
to a subject. fn some embodiments, multiple doses of WYE-003 arc administered to a subject at regular
mtervals. fn some embodiments, multiple doses of WVE-003 are administered to a subject approximately
monthly {¢.g., with an interval of about 1 month between dosages). In some embodiments, multiple doses of
WVE-003 are administered to a subject approximately once every 2 months {e.g., with an interval of about 2
monghs between dosages). In some embodiments, multiple doses of WVE-003 are administered to a subject
approxuuately once approximately every § weeks {e.g., with an wierval of about § wecks between dosages).

In some embodiments, multiple doses of WVE-003 are administered to a subject approximately once
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approximately everv 12 weeks (e.g., with an ierval of about 12 weeks between dosages).  In some
embodiments, each of the multiple doses 1s about the same, ¢.g.. about 30 mg.

{(265] In some embodiments, multiple doses of WVE-003 are admimistered {0 a sobject once
approximately every 4 weeks {e.g., with an interval of approximately 4 weeks between dosages). In some
embodiments, multiple doses of WVE-003 arc administered to a subject once approximately every 8 wecks
{e.g.. with an wierval of approximately 8 weeks between dosages). In some embodiments, multiple doses of
WVE-003 are administered to a subject once approximately every 12 weeks {eg., with an interval of
approximately 12 weeks between dosages).

[0266] {n some embodiments, the subject is administered two or more doses of WVE-003, and the interval
between any two of the doses 1s about a mouth or about 4 weeks., In some cmbodiments, the subject is
administered two or more doses of WVE-003, and the interval between any two of the doses is about 2 months
or about 8 weeks. In some embodiments. the subject is admimstered two or more doses of WVE-003, and the
mterval between any two of the doses is about 3 months or about {2 weeks.

G287} In some embodiments, the subject 1s adounistered two or more doses of WVE-003, approximately
monthly or approximately once every 4 weeks, In some embodiments, the subject is admimstered two or more
doses of WVE-003. approximately once every 2 months or approximately once every 8 weeks., In some
embodiments, the subject is administered two or more doses of WVE-003. approximately once every 3 months
or approximately once every 12 weeks,

{1268] In some embodiments, the subject 1s administered WVE-003 approximately monthly for at least
about 2 months. In some embodimenis, the sabject is administered WVE-003 approximately once every two
mouths for at fcast about 2 months.

[3269] In somae embodiments, the subject is admmistered WVE-003 approxumately monthly for at feast
about 4 moonths. o some embodinents, the subject is administered WVE-003 approximately once every two
months for at least about 4 months.

{8276) In some embodiments, the sabject is adnunistered WVYE-003 approximately monthly for at least
about 8 months. In some embodiments. the subject is administered WVE-003 approximately once every two
months for at least about 8 months.

0271] In some embodiments, the subject is adnunistered WVE-003 approximately once every 4 weeks
for at least about § weeks. In some embodiments, the subject is administered WYE-003 approximately ongce
every 8 weeks for at least about 16 weeks.

6272} In some embodiments, the subject i admuustered WVE-003 approximately once cvery 4 weeks
for at least about 12 weceks. In some embodiments, the subject 15 administered WVE-003 approximately once
every 12 weeks for at least about 12 weeks.

{8273) {n some embodiments, the subject is adnunistered WVE-003 approximately once every 4 weeks
for at least about 16 weeks, In some embodiments, the subject 1s adounistered WY E-~003 approxumatelv once

everv 8 weeks for at least about 16 weeks.
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{B3274] {n some embodiments, the subject s admmistered WVE-003 approxumately once everv & weeks
for at least about 24 weeks. In some embodiments, the subject 18 administered WVE-003 approximately once
every 12 weeks for at least about 24 weeks.

16275] In some cmbodiments, administration of a HTT oligonuclestide to a subject or patient is capable
of mediating any one or more of slowing Huntington's disease progression, delaying the onset of HD or at
fcast one symptom thercof. improving one or more indicators of HD, and/or mereasing the survival time ot
hfespan of the subject or patient.

{8276] In some embodiments, slowing disease progression relates to the prevention of, or delav in, a
chinically undesirable change in one or more clinical parameters in an mdividual and/or susceptible to HD, such
as those described herem. It 1s well within the abilities of a physician to identify a slowing of discase progression
m an individual soffening from HD, using one or more of the disease assessment tests described herein.
Additionally. it 1s understood that a physician may administer to the individual diagnostic tests other than those
described herein to assess the rate of disease progression in an mdividual suffering from HD.

{6277 In some embodiments, delaving the onset of HID or a svmpton thereof relates to delaying one or
more undesirable changes in one or more indicators of HD that are negative for HD. A physician may use family
history of HD or comparisons to other HD patients {e.g., subjects. or lnuman beings receiving or in need of
treatment for HD) with similar genetic profile {e.g., number of CAG repeats} to determine an cxpected
approximate age of HD onset to HD to deternune f onset of HD 15 delaved.

{1278] In some embodiments, indicators of HI include parameters emploved by a medical professional,
such as a physician, to diagnose or measure the progression of HB, and melude, withouat limitation, genetie
tosting, hearing. cye movoments, strength, coordination, chorea (rapid, jorky, involuntary movemeonts),
sensation, reflexes, balance, movement, mental status, dementia, personality disorder, famidy bistory, weight
foss. and degeneration of the caudate nucleus. Degencration of the caudate nucleus is assessed via brain mmaging
techmiques such as magnetic resonance imaging (MRI} or computed tomography (CT) scan.

{6279} In some embodiments, an poprovement in an indicator of HD relates to the absence of an
undesirable change, or the presence of a desirable change, in one or more indicators of HD. In one embodiment,
an improvement in an indicator of HIY is evidenced by the absence of a measurable chapge i one or more
mdicators of HD. In another embodiment, an improvement in an indicator of HD is evidenced by a desirable
change in one or more indicators of HD.

{3280) In some embodiments, a slowing of discase progression may firther comprise an increase in
survival time in an individual suffering from and/or susceptible to HD. In some embodiments, an increase in
survival time relates to mean increasing the survival of an individual suffering from and/or susceptible to HD,
relative to an approximate survival time based upon HE progression and/or family history of HD. A physician
can yse one or more of the disease assessment tests described herein to predict an approximate survival time of
an mdividual suffering from and/or susceptible to HID. A physician may additionally use the tamily history of

an individual suffering from and/or susceptible to HD or comparisons to other HD patients with sirilar genetic
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profile {¢.g., number of CAG repeats) to predict expected survival time.
[(281] In some ermbodiments, the present disclosure provides a method of inhibiting HT T expression in a
cell, the method comprising: {a) contacting the cell with a HET oligonuclestide; and (b} mainiaining the ceil
praduced in step (a) for a time sufficient to obtain degradation of a mRNA transcript of a HTT gene, thereby
inhibiting expression of the HT'T gene in the cell. In some embodiments, HTT expression is inhibited by at
least 30%.
{6282] In some embodiments, the present disclosure provides a method of treating a condition, disorder or
disease mediated by HTT expression comprising administening to a human suffering therefrom a therapeutically
cffective amount of a HT'T oligonucleoiide or a composition thereof. In some cmbodiments, administration
causes a decrease i the exprossion, activity and/or level of a HTT trasscript.  In some embodiments,
administration i3 associated with a decrease in the expression, activity and/or level of a HT T transeript. In some
embodiments, administration s followed by a decrease in the expression, activity and/or level of a HTT
transcript.
{6283} In some emabodiments, the present disclosure provides a HT'T ohgonucleotide for use in a subjoct
to treat a HT T-related condition, disorder or disease. In some embodiments, a HT T-related condition, disorder
or discase is Huntington’s disease.
{0284] {n some embodiments. a provided method reduces amount and/or percentage of mHTT protein. In
some embodiments, a provided method reduces amount and/or percentage of mHTT protein in CSF. In some
embodiments, a provided method ncreases percentage of wiHTT protein. In some embodiments, a provided
method increases percentage of WiHTT protein in CSF. In some embodiments, a provided method does not

reduce amount of wiHTT protoin, or docs not reduce amount of witHTT protein by more than about 3%, 10%

20%, 25%, 30%, 35%, 40%, 45%, or 50%. In some crabodiments, a provided method does not reduce
amount of wtHTT protein. or does not reduce amount of wtHTT protein by more than about 5%, 10%. 15%,

20%, 25%, 30%, 359, 40%, 45%, or 50% 1n CSF. In some embodiments, amount and/or pereentage of mHTT,
wiHTT and/or total HTT are independently assessed after a suntable pericd of time {e.g., 1,2,3,4, 5,6, 7,8, 9,

or It days,or 1.2, 3,4.5,6,7,8 9

s

-

or 10 weeks, or 1.2, 3. 4.5 6,7, 8,9, or 10 months) after one or more
doses cach mdependently as described berein. Certain useful technologics for assessing mdHTT, wiHTT and/or
total HT'T proteins are described in WO 2022/046723 and are incorporated bercin by reference.

{3285} In some embodiments, a sebject is administered an oligonucleotide, e.g., a HTT ohigonucicotde
{e.g.. WVYE-003), or a salt form thereof, or a composition thereof and an additional agent and/or method, ¢.g..
an addifional therapentic agent and/or method. In some embodiments, an oligonucleotide or composition
thereof can be admunistered alone or in combination with one or more additional therapeutic agents and/or
treatment.  When administered in combination each component may be adminusiered at the same time or
sequentially in any order at different points in time. In some embodiments, each component may be
administered scparasely but sufficiently closely in time so as to provide the desived therapeutic effect. Tn some

embodiments, provided oligonucleotides and additional therapeutic components are adyministered concurrently.
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o some embodiments. provided oligonucleotides and additional therapeutic componenis are administered as
one composition. In some embodiments, at a ime point a subject being administered 18 exposed to both
provided oligonucleotides and additional components at the same time.

B i,

Ailele-specific knockdown of o mutani HIT iranscript as o Treatment for Huntington's disease
{6285] In somec cmbodmments, a treatment for Huntington’s discase comprises the use of a HIT
ohgonucleotide which s capable of mediating allele-specific knockdown of a mutant HTT transeript. In some
embodiments, the present disclosure provides methods for treatment of Huntington’s discase comprising the
step of administering t¢ a subject suffering therefrom or susceptible thereto a HTT oligonucleotide, or a
composition comprsing a HIT oligonucleotide.  Particularly, among other things, the preseut disclosure
demonstrates that chirally controlled oligonucleotide/chirally controlied oligonucleotide corpositions are
unexpectedly effective for modalating allele-specific knockdown of a mutant HTT transcript compared {o
otherwise identical but non-chirally controfled oligovucletide/oligonucicotide compositions.  In some
embodiments, the term chirally contralled can be equated with stercopure or stereodefined.

{6287] In some embodiments, a treatment for Fumtington’s discase emplovs the use of a HTT
ohgonucleotide, wherein the oligonucleotide is capable of providing allele-specific knockdown of a mutant
HTT transcript. 1o some embodiments, a HT'T oligonucleotide is capable of mediating the allele-specific
knockdown of a mutant HT'T transcript which comprises a mutation {e.g.. CAG repeat expansion}. wherein a
decrease n the lovel, expression and/or activity of mHTT is capable of treating, preventing, and/or ameliorating
Huntington’s disease or a symptom thereof, and/or decreasing the severity of or delaying the onset of a symptom
of Hantingtin’s Discase.

[63288] In some emboduments, a composition comapusing a HTT ohigonucleotide 1s useful for treatment of
a Huntingtin-related disorder of the ceutral nervous sysiem. In some embodiments, the present disclosure
provides a method of treatment of a Huntingtio-related disorder of the central nervous systerm, wherein the
method comprises the step of administering a therapeutically effective amount of a HTT oligonuclestide to a
subject suffering from a Huntingtin-related disorder of the central nervous system. In some embodiments, a
HTT oligonucleotide i1s admuustered outside the central nervous system (as non-luviting cxamples,
mitrathecally or ntramuscularly) to a subject suffering from and/or susceptible to a Huntingtin-related disorder
of the central nervous system, and the HTT oligomucleonde is capable of passing through the blood-brain barnier
into the central nervous system. fn some embodiments. a HT'T oligonucleotide is administered directly into the

central nervous svstem {as non-luniting example, via intrathecal, intraventricular, mtracramial, ete., delivery).

6289} In some embodiments, in a HTT subject, a HTT gene or transeript has a CAG repeat expansion.
{6230) In some embodiments, a HTT subject has a CAG repeat expansion. In some embodiments, allele-

specific knockdown of a mutant HT'T transcript can be employed to remove or reduce effects of such a mutation
by decreasing the level, expression and/or activity of g protein expressed frony a mHTT transeript.

{12913 In some embodiments, a HTT subject or a subject suspected to have HTT is analyzed for HTT
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genotype prior to administration of a composition comprising a HTT oligonucientide.

{6292] In some embodiments, a HTT subject or a subject suspected to have HTT is analyvzed for HTT
shenotype prior to administration of a composition comprising a HTT oligonucleotide.

16293] In some embodiments, a HTT subject is analyzed for genotype and phenotvpe to determine the
relationship of HTT genotype and HTT phenotype prior to admimsiration of a composition comprising a HT'T
ohigonucleotide.

{8294) In some embodiments, a subject is genetically verified to have Huntington’s disease prior to
administration of a composition comprising a HTT oligonuclestide.

{3295] {n some embodiments, analysis of HIT genotype or genetic venfication of mHTT n a subject
comprises determuung if the subject has one or more deleterious mutations in HTT,

{63296] In some embodiments, analysis of HTT genotvpe or genetic venfication of mHTT in a subject
comprises determining if the subject has, on the same chromosome, a CAG repeat expansion and a SNP targeted
bv a particular HT'T chigonucleotide: in some embodiments, such an analysis is referenced as phasing.

{6297} In some embodunenis, a target nucleic acid sequence and a reference nucleic acid sequence differs
at one or more sifes, e.g., a mutation site, a single-nucleotide polymorphism (SNP) site, ote. In some
embodiments, a target nuecleic acid sequence and a reference nucleic acid sequence comprise a difference at a
SNP site. In some embodiments, a site in a target nucleic acid is fully complementary 1o a site in an
oligonucleotide of the present disclosure while the corresponding site in a reference nucleic acid 1s not,

{(1298] In some embodiments, analysis of HTT genotype or genetic verification of mHTT informs the
selection of a composttion comprising a HTT oligonucieotide usefud for treatment.

{6299 In some cmbodiments, an abnormal or mutant HT'T gene or a portion thereof is removed or copicd
from a subject or a subject’s cell{s) or tissue(s) and the abnormal or mutant HTT gene, or a portion thereof
comprising the abnormality or mutation, or a copy thereof, is mserted o a cell. In some embodiments, this
cell can be used 1o test various compositions comprising a HTT oligonucieotide 1o predict if such a composition
would be useful as a treatment for the subject. In some embodiments, the cell is 3 myoblast or myotubule.
{6308) in some embodiments, prior to a subject receiving treatment with a HT'T oligonuclectide, phasing
is performed on the subject’s genone to determine if the CAG repeat expansion is on the same chromosome as
a SNP targeted by a HTT oligonucleotide capable of mediating allele-specific knockdown.

{8381} In some embodiments, a HTT oligonuclectide capable of mediating allele-specific knockdown of
a mutant HI'T gene or gene product thercof. and useful for methods of treatment of Huntington’s discase is

WVE-003.

Chirally Controlled HTT Cligonucieotides and Compositions Thereof
{0302] Among other things, the present disclosure pertains to chirally controlled HTT oligonuclectides

and oligonucleotides, ¢.g

S

WVE-003, and methods thercof.

{1303} Among other things, the present disclosure encompasses the recoguition that, m contrast to chirally
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controlled HTT oligovucleotide compositions, stereorandom HTT oligonuclectide preparations condain a
plurality of distinct chemical entities that differ from one another, ¢.g., 1w the stereochemical structure of
mndividual backbone chiral conters within the HTT oligonucleotide chain. Without control of stercochemustry
of backbone chiral centers. a sterecrandom HTT oligonucleotide preparation {¢.g., a random mixture of
diastereoisomers} provides uncontrolled {or stereorandom) compositions comprising undetermined levels of
HTT oligonucleotide stercoisomers. Even though those stercoisomers may have the same hase sequence and/or
chemical modifications, thev are different chemical entities at least about due to their different backbone
stereochemistry, and they can have different properties, e.g., activities, toxicities, distribution etc. Among other
things, the present disclosure provides chirally conmtrofled compositions that are or contain particular
stercoisoroers of HTT oligonucicotides of interest (o5, WVE-003). in contmast to chirally uncontrolled
compositions, chirally controlied compositions comprise controlled levels of particular stereoisomers of HTT
oligonucleotides. In some embodiments, level of a particolar stereoisomer, e.g., WVE-003, of a chirally
controlled oligonuclectide compostition is enriched as described herein {¢.g., in some embodiments, each chiral
mterouclentidic inkage independently bas a stercopurity of about 97%, 98%, 99% or more).

{6364] In some embodiments, a particular stereoisomer may be defined, for example, by its base sequence,
its patiern of backbone linkages, its pattern of backbone chiral centers, and pattem of backbone phosphorus
madifications. etc. As is understood in the art, in some embodiments, base sequence may refer solely to the
sequence of bases and/or to the wentity and/or modification status of nucleoside residues (¢.g.. of sugar and/or
base components, relative to standard naturally ocawrring nucleotides such as adenine, cytosine, guanosine,
thymine, and wracily in a HTT oligonucleotide and/or to the hybridization character 1.2, the ability to hybridize
with particular complementary rosiducs) of such residucs. In some cmbodiments, the present disclosure
demonstrates that property improvements {¢.2., improved activities, lower toxicitics, ete.) achicved through
mclusion and/or location of particular chiral structures within a HTT oligonucleotide can be comparable 1o, or
even better than those achieved through use of chenucal modifications, e.g., particular backbone linkages,
residue modifications, ete. {e.g.. through use of certain types of modified phosphates {6 g, phosphorothioate.
substituted phosphorothioate, et¢. }, sugar modifications fe.g., 2"- modifications, etc. |, and/or base modifications
ic.g., methylation, cte.}). In some crobodiments, the present disclosure demonstrates that chirally controlled
HTT ohgonucieonude compositions of HT'T oligonuclectides {e.g., WVE-003, mcluding various salt forms
thereof} demonstrate unexpectedly high capability for mediating allele-specific knockdown of a mutant HTT
transcript, and are useful for treatment and/or prevention of Huntington's disease.

{8365] In some embodiments, a composition of WVE-003 is a chirally controlled oligonucieotide
composition capable of mediating an allele-specific decrease in the level, expression and/or activity of amHTT
transcript.  In some embodiments, a chirally controlled WVE-003 composition is utilized to target human
Huntingtin pre-messenger ribonucleic actd (mRNA) in order to induce allele-specific knockdonwn of a mutant
HTT transcript and Huntingtin protein restoration m subjects with Huntington’s disease (HT1). WVE-003

comprises a base sequence that can be antiscnse to and hyvbridize by complementary base painng to a HTT
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transcript.

{1306} Applicant has developed technologies that enable the synthesis of linkage modified nucleic acid
therapewtics in which stereochenustry at cach chiral linkage phosphorus position is precisely controlled. This
degree of control enables rational design and svathests of optimized sicreopure. oligonuciestides with improved

phammacological and toxicological properties. WVE-U03 are developed and manufactured using certan such

technologies.
{6307} In some embodiments, WVE-003 is vulized to target human Hunringtin (HTT) pre-messenger

ribonucleie acid (mRNA) 1o order (o induce allele-specific knockdown of a mutant HTT transcript in sabjects
with Huontington's discase (HTT).

{(3308] fo somae cmbodiments, the present disclosure provides oligonucleotides, oligonucleotide
compositions, and methods of use thereof for mediating an allele-specific decrease in the level, expression
and/or activity of mHTT 1 HTT {¢.2., of mouse, haman, etc.).

{6369 In somc cmbodiments, an oligonucleotide composition comprises WVE-3(3. In some
embodiments, an oligonucleotide composition is a chirally controlied oligonucleotide composition of WVE-
003. In some embodiments, such a composition is a pharmaceutical composttion of WVE-003,

{6310) Ag appreciated by those skilled in the art, an oligonucieotide, e.g., WVE-003, may be administered
in one or more forms {¢.g., acid forms, various salt forms, ¢tc.}. In some embodiments, a form is an acid form.
{n some embodiments, a form 1s a salt torm. o some embodiments, a fomm 1s g sodwm salt form. In some
embodiments, an oligonucleotide, e.g., WVE-003, 15 admimstered as a salt form, e g., a sodium salt form,
spitonally in a solution. In some embodiments, a composition, e.g., a pharmaceutical composition, a chirally
controlled oligonucicotide composition, ¢tc., compriscs onc or morc forms of WYE-003. As appreciated by
those skilled 10 the art, in some embodunenis, an amount of an oligonucleotide, ¢.g.. an amount of an
oligonucleotide being admmnistered. is the comresponding amount m a particularly form {e.g., an acid form) of
all forms, e.g., all forms being administered {e.g., one or more salt forms (e.g., sodivm salt form). In some
embodiments, multiple forms of an ohgonucleotide may exist in a composition.

{6311} {n some embodiments, compositions comprising WVE-003 are each a chirally pure or churally
controlled oligonucleotide composition of WVE-003.

0312] In some embodiments, chirally countrolled oligonucleotide compositions are typically prepared
through chirally controlied oligonucieotide preparation to stereoselectively form one or more chiral
mternucleotidic linkages {(e.g.. using chiral auxiliartes as exemplified in the present disclosure, compared to
non-chirally controlicd (stercorandom, non-stercoselective. racernic) oligonucicotide synthesis such as
traditional phosphoramidite-based ohgonucleotide synthesis using no chiral auxiliaries or chiral catalysts to
purposefully control stercoselectivity). A chirally controlied oligonucleotide composition of an oligonucleotide
is enriched, relative to a substantially racemic preparation of oligonucleotides having the same base sequence
and the same modifications, for the paricular oligonucleonde {c.g.. for chirally controlled oligonucleotide

composttions of WVE-003, enriched for WVE-003). As one having ordinary skill in the art readily appreciates,
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such enrichiment can be characterized in that compared to a substantially racemic preparation, at each chirally
confrolled mtemucleotidic hinkage, a higher level of the hinkage phosphorus has the desired configuration. In
some embodiments, each chirally controlied imternucleotidic Hnkage independently has a diastereopurity of at
feast 80%, 85%, 90%, 91%. 92%, 93%. 94%, 95%., 96%, 97%. 98%, or 99% with respoect to its chiral linkage
phosphorus. In some embodiments. a diastercopurity is at least 93%. In some embodiments, a diastereopurtity
is at least 96%. In some cmbodiments. a diastercopurity is at least 97%. In some embodiments. a
diastereopurity is at least 98%. In some embodiments, a diastercopurity 1s about 99% or more.

{8313) Ag appreciated by those skilled in the art, a preparation typically comprises an oligonucieotide,
c.g., WVE-Q03, and one or more other oligonucleotides and/or other tmpurtics, as manafacturing processes
rarcly can reach 100% sclectivity and/or punty (jncluding but not hinuted to diastercomene purity}. Those
skilled m the art appreciate that levels of such other oligonucieotides and/or mmpuritics can and are properly
controlled.

{6314] in some embodiments, a chirally controlled oligonucleotide composition can consist essentially of
a deswred oligonucleotide {c.g.. WVE-~003), ¢ g.. the other oligonucleotides being tmpuritics from manufacturing
of that oligonucleotide. In some embodiments, impurities include oligonucleotides which are similar but
different than the desired oligonucleotide (e.g., one or more interpucieotidic hnkage in the impunty may have
an vandesired configuration; and/or the impurity can be shorter or longer than the desired oligonucleatide). In
some embodiments, punty levels of various preparations of WVE-003 are described herein In some
embodiments, characteristics of various wmpurities are as described herein. Without wishing to be bound by
any particular theory, the present disclosure note that it i possible that one or more impurities may be similar
cnough to the desired oligonucicotide to mediate a desirad activity {c.g., allele-specific knockdown of mHTT).
[63315] As described horein, in some ernbodiments, a purity {e.g., a purity level, for example of WVE-003)

.
7
7

is about or at least about 73%. In some embodiments, a purity 1s about or at least about 80%. In somge
embodiments, a purity is about or at least about 81%. In some embodiments, a purity 1s about or at least about
82%. In some embodiments, a purity 1s aboet or at least about 83%. In some embodiments, a purnty is about
or at least about 84%. In some embodiments, a purity is about or at least about 85%. In some embodiments, a
purity s about or at least about 86%. In some embodiments, a purity is about or at least about 87%. In some
embodiments, a purity is about or at least about 88%. In some embodiments, a purity is about or at least abowt
89%. In some embodiments, a purity is about or at least about 96%. In some embodiments, a purity is about
or at feast about 91%. In some embodiments, a purity is about or at least about 92%. In some embodiments, a
purity is about or at feast about 93%. n some embodiments, a purity is about or at least about 94%. In some
embodiments, a purity is about or at least about 95%. In some embodiments, a purity 1s about or at least about
86%. In some embodiments, a purity s about or at least about 97%. In some embodiments, a punty is about
or at least about 98%. In some enbodunents, a purity 13 about or at least about 95%.

{B3316] In sorae embodiments, purity of WVE-003 in a preparation, composition, medicanent, ete.. can be

determined using various suitable methods as described herein. In some embodiments, purity is assessed using
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chromatography with UV detection, ¢.g., UPLC-UV as described i, and purity is measured as peak area% at a
given wavelength, e.g., 260 nm. In some embodiments, a purity is assessed as deseribed 1n Protocol A, In
some embodiments, a purity is assessed as described in Protocol B, In some embodiments, a purity i3 assessed

by dimer modeling.

Manujacturing

{8317] In some embodiments, the present disclosure provides technologies for manufacturing an
ohgonucleotide, ¢.g., WVE-({3 | that are particularly useful for stereoselective large scales preparations. In
some embodiments, a preparation of WYE-003, ¢.g. WVE-003 drug substance or drug product, is a solid. In
some embodiments, it is in a white to off-white powder. In some emboduments, solubility of prepared WVE-
003 1n water was deternuined 1o be at least 79.20 mg/ mL as determined by UV spectrophotometry {e.g.. at 260
nm}. In some embodiments, pH of WVE-003 preparations in purificd water s from 6.0-8.0. Unless noted
otherwise, extinction coefficient of 181181 M'lem! js utilized herein, eg., to calculate WVE-003
councentrations/amounts from UV at 260 nm.

{6318] In some embodiments, an ohgomucleotide, ¢.g., WVE-003, 13 chemically synthesized using
commercially available svnthesizers in comphance with appropriate ¢GMP regulations.

{6319] Manutacture of WVE-003, ¢.g., drug substance, is a multi-step process that includes solid-phase
oligonucleotide synthesis, cleavage of the crude protected oligonucleotide from the solid support, removal of
protecting groups {deprofection), preparative anion exchange (AEX) chromatographic purification,
concentration and desalting, filtration, lyophilization and packaging. A flow diagram depicting the WVE-003
drug substance manuefacturing process is shown in Figure 1.

[6324) In some embodumends, stereochemisiry of an oligonucleotde, eg., WVE-Q03, s eostablished
through control of the starting matenals for synthesis as well as the svothetic process.  For example, use of
phosphoramidites prepared from the chival auxiharies (L}-DPSE, (D}-DPSE and (L)-PSM during the coupling
step ensures that the infended stereodefined Sp phosphorothicate diester, Rp phosphorothicate diester and Rp
N-{13-dimethylimidazolidin-2-vlidene) phosphoramidate diester linkages, respectively, are obtained.

{3321] {n some cmbodiments, the present disclosure provides methods for manufactuning various drug
products as described herein.

{6322] In some embodiments, the present disclosure provides products {(eg. crude/purified
oligonucleotides from stercosclective preparation, enude compositions. purified compositions, formulated
compansitions, phammaccutical compositions, drug substances, drug products, ¢te.) by provided processes. In
some embodiments, provided products are of certain purities as deseribed herein.  In some embodiments,
provided products are suitable for therapeutic uses as described hercin.  In some embodiments, provided
products achieve one or more properties and/or activities as described herein.

{6323] Certain processes useful for manufacturing WVE-003 | and various compositions and products

thereof, are described beolow as examplos. Several batches of WVE-003 drug substance and/or drug products
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were manufactured.

{3324) As shown heren, preparation of WVE-(03 compnises maltiple cycles (e g., as desenibed below).
In some embodiments, each cycle to imtroduce a sterecdefined phosphorothicate or stereodefined
phosphoramidate consists of 3™ ~detritviation, coupling, capping of exposed chiral auxiliary sccondary amine
{Capping-1). tuolation or imidation. respectively. and capping of vnreacted 57-hvdroxvi groups (Capping-2),
cach cyele to mtroduce a phosphodiester consists of 57~-detritviation, couphng, oxudation, and Capping-2, and
cach conphng reaction 1s carried out by activation of the appropriate phosphoramidite and reaction with the free
57-hydroxyl group of a support-immobilized protected nucleoside or oligonucleotide. In some embodiments,
afier the appropuriate number of cycles and final detritylation, the {L)}-PSM chiral auxiliary and cyanoethyl
phosphate protecting groups are removed from the crude oligonucieotide by on-columan treatment with
dicthvlamine (DEA) in acetonitrile (ACN), and the (L) and (D) DPSE chiral auxiliaries are removed by
treatment with TEA'HF (triethylamine hydrofluoride solution. The crude oligonucleotide s then cleaved from
the solid support by treatment with ammontum hydroxide in an appropriately sized pressure-rated vessel. This
reaction also effects the global deprotection of exocvclic amino groups {acetyl, benzovl, and isobutyrvly. In
some embodiments, the resulting crude oligonucleotide 1s punfied using anion exchange (AEX)
chromatography. and the purified oligonucleotide 1s concentrated and desalted by tangential flow filtration,
followed by filtration, fvophilization and packaging to yvield the WVE-003 drug substance. Certain steps to
manufacture WVE-003 drug substance are described in further detail below as examples. Certain kev functional

groups are described below.

X Y R B
S H (L)-DPSE-Ac APz

> H (L)-DPSE-Ac e

5 H (L)-DPSE-Ac G

3 B (D)-DPSE-Ac G

$ H (L)-DPSE-Ac T

S H (D)-DPSE-Ac T

5 OMe (L)-DPSE-Ac Az

5 OMe {L)-DPSE-Ac R

8 MOE (L)-DPSE-Ac SMeCh
N MOE {(L)-PSM-Ac Snio(bs
N MOE (L)-PSM-Ac G
N OMe (L)}-PSM-Ac Gt
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{6326] Cvcle for Phosphoruinidate Assembly
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G327 Cvcle for Phosphodiester Assembly
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WVE-GO3

{(3328] In some embodiments, the present disclosure provides WVE-003, and preparations and
composttions thereof. In some embodiments, the present disclosure provides technologies for manufacturing
WVE-003.  In some cmbodiments, the present disclosure provides technologies for assessing and/or
characterizing WVE-G03. In some embodiments, the present disclosure provide techunologies for assessing
purity of WVE-003, e.g., Protocol A. In some ermobodiments. the preseut disclosure provide techunologies for
confirming stereochemical identity of WVE-003 {or a stereoisomer thereof (e g, with respect to chiral linkage
phosphorus)), e.g., using [P-RP-UPLC (e g, according to Protocol B}, In some embodiments. the present
disclosure provide technologics for asscssing stereopurity of WVE-003, eg., using IP-RP-UPLC (g,
according to Protocol B), dimer modeling, eic. In some emboduuents, the present disclosure provides mcthods
for using WVE-003. For example, in some embodiments, the present disclosure provides methods for treating
Huntington’s disease, comprising admimstening o a subject suffering therefrom an amount of WVE-003 as
described herein.

{3329} In some embodiments, a therapeutic uses of oligonucleotides include modulating the function of
target mHTT RNAs {o reduce the production of discase-associated mHTT proteins. In some embodiments, the
mechanism of action used by many oligonucleotides, mchuding antisense oligonueleotides, is (o promote
degradation of the target mHTT RNA. In some embodiments, modifications of phosphodicster linkages, e.g..
use of phosphorothioate inkages, wnprove the stability, biodistabution, and cellular uptake of ohigonucleotides.
The use of chiral internucleotidic hnkages in oligonucleotide synthesis can create a chival center at the hinkage
phosphoras. A chural linkage phosphorus center can have either an “Sp” or “Rp” configuration. A conventional
storcorandom proparation of an oligonucleotide that contains n chiral linkage phosphorus is a mixtare of 2°
stereoisomers with wspect to chival linkage phosphorus centers, cach of which stercoisomers share the same
constifution but differs in stercochemistry along its backbone. For an oligonucleotide in which there are 17
chiral linkage phosphorus centers, a stereorandom preparation can have over 131,600 (217 stereoisomers with
respect to chiral linkage phosphorus. each of which sterecisomers exists at a very low level (~ 1/131000).
{6338) Contrary to stereorandom preparations, WVE-003 utilized herein are prepared stercoselectively.
As deseribed herein, in some embodiments, cach chiral ntemucleotidic inkage is independently formed with
about 97% or more diastereoselectivity {e.g., as measured through preparation of a suitable dimer). In some
embodiments, most chiral internucleotidic hinkages are independently formed with about 98% or more
diastereoselectivity. In some embodiments, one ormore, ¢.g.. 1, 2. 3, 4, 5, 6. 7, 8 or more chiral internucleotidic
linkages are independently formed with about 99% or more diastercoselectivity. In some embodiments, overall
diastereoselectivity {as product of diastereoselectivity of all chiral internucleotidic hinkages) is about 80% or
more. In some embodiments, it 1s about 81% or more. In some embodiments, 1t is about 82% or more. In
some embodiments, it is about 83% or more. In some embodiunents, it is about 84% or more. In some
cmbodiments, it is about 853% or more.

{13313 In some embodiments, an oligonucleotide is WVE-003 which 15 a stereodefined ohgonucleotide
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that can selectively target mHTT, leaving wtHTT relatively unaffected. WVE-003 can specifically targets the
mHTT mRNA transcenipt, at the A variant of SNP 1362273 (SNP3}. A SNP 15 a single vanation that in some
mstanees can be associated with a mutated gene. One of the most frequent SNPs in the mHTT gene 15 SNP3,
which has been reported to be present in approximately 40% to 43% of patients with HD. Kay Cetal. Clin
Genet, 2014:86(1) 29-36; Kay C ¢t al. Mol Ther, 2015:23(11): 1739-1771; Pfister EL et al. Curr Biol.
2009, 19(9): 774-774. By sclectively targeting the SNP3 variant associated with the pathogenic CAG expansion
{>36 repeats), admimstration of WVE-G03 may result m selective reduction of the level of mHTT protein.
{6332} In some embodiments, WVE-003 is onlized as a discase-modifving agent for the treatment of
subjects with Huantington's discase (HD}.  In some embodiments, WYE-003 s a stercopure antiscnse
oligonucicotide (ASO) utilized to sclectively target the mutant form of the huntingtin (juHTT) geve transcript.
{8333] In some embodiments, a HTT chgonucleotide, or a salt form thercof, 1s WVE-003 or a salt form
thereof. In some embodiments, an oligonuclestide composition comprises WVE-003 or a salt form thercof.
{6334] The base sequence of WVE-003 s 3 _
{3335} in 50100 embodiments, WYVE-003 av be described as St

mGFSmin00 I RmUmGnOG I Rm AYSTHFSCHFSTHSGHFSTHRA*SGH SCHFSAYSG¥Rm SCeonl0 1R AeoGeonl01R

o3
AL

m3Ceo*8Teo -3, wherein:

*S represents a Sp phosphorothioate linkage;

*R represents a Rp phosphorothioate hinkage:

mX represents 27 -O-methvinbonucleoside;

X represents 2°-deoxyribonucleoside;

Xeo represents 27-0-(2-methoxyethyliribonucicoside;

m3Ceo represents 27-0~(2-acthoxyethyl)-3-methylevtidine;

nOC 1R represents Rp N-(1,3-dimethylimidazolidin-2-ylidene} phosphoranudate diester linkage (PN);
and

no “FR”.“*S7 or “n00IR” between nacleosides represents a natural phosphate binkage (PO).
{6336] in some embodiments, WVE-003 ig in the fomm of a sodium salt. In some embodiments, a sodiom

salt of WVE-003 may be described as;

{-(2-methoxyethyl-&-deoxs

i 2-methoxvethvladenyivl-
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C-(2~roethoxvethyl)-

{2-rocthoxyethyl)-S-

¢, pentadecasodium salt,
{3337} In some embodiments, a stracture of a WVE-003 sodium salt is presented as below: As
appreciated by those skilled in the art, in an acid form. each of Na® is replaced with H™. The zig-zag lines

represent the linkage between oxygen at 37 to the phosphorous in the internucleotide linkage.
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{6338} Certain mfomation of WVE-003:

Molecular Forouila {(sodium salt form): CossHaosNssNay«OrisPe8

Molecular Weight {(sodium salt form}: 7587.67 g/mol
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Molecular Formmla (free acid), CaeHinNasOhisPiaSia

Molecular Weight (free acid): 7257.94 g/mol

WVE-003 has 19 mtemaclestide linkages 2 of which are phosphodiester linkages and 17 sterecdefined
mternucleotide linkages, 11 of which are Sp phosphorothioate diester. 2 of which are Rp phosphorothioate
diester, and 4 of which are Kp N-(13-dimethylimidazolidin-2-ylidene) phosphoramidate diester.  This
combination of mternucleotide linkages can be illustrated with the ftollowing sequence of letters: 3'-
SnROnRSSSSSRESSSRaROnRS-3', where °S7, ‘R7, “nR”, and “Q7 represent Sp phosphorothicate diester, Rp
phosphorothioate  diester, Rp  N-(13-dimethylimidazolidin-Z-viidene) phosphoramidate  diester and
phosphodicster linkages, respectively.

{(3339] {n some cmmbodiments, WVE-~003 recognizes the discasc-associated {(c.g., mutant) allele of SNP
1362273 in the Huntingtin gene, is efficacious in reducing the level, expression and/or activity of amnHTT gene
{or a gene product thereof), and is capable of mediating allele-specitic knockdown of the mnitant Hantingtin
{mHTT) gene.

{3340} In some embodiments, the efficacy and allele-speaificity of chirallv controlled WVE-003
composition is superior to that of vanous stercorandom oligonucleotide compositions.

{6341} For additional information related to WVE-003, sec, for example, WO 2020/227691 and WO

20217071788, the entirety of each of which is incorporated herein by reference.

HTT ligonuclentides and HTT Gligonudeotide Compositions

3342] In some embodiments, a HTT oligonucleotide, or a salt form thereof, or a HTT oligomucleotide
composttion {including but not limited to WVE-003} is capablc of mediating an allele-specific decreasc in the
fevel, expression and/or activity of a moHTT transcript. In some emabodiments, a HTT oligonucleotide. or a salt
form thereof, or a HT'T oligonucleotide coraposition 1s capable of mediating allele-specific knockdown of a
mutant HTT transcript.  In some embodiments, a HTT oligonucleotide, or a salt form thereof, or a HTT
oligonucleotide composition is capable of mediating an allele-specific decrease in the level, expression and/or
activity of a mHTT transcnpt. In some embodiments, a HTT oligonucleotide. or a salt form thereof, ora HT'T
oligonucieotide composition is chirally controlled.

{3343] In some embodiments, a HTT oligonucleotide, or a salt form thereof, or a HTT oligomucleotide
somposition is or comprises WVE-003. In some embodiments, a HTT oligonucleotide, or a salt form thereof,
or a HTT oligonucleotide composition is capable of mediating an allele-specific decrease in the level,
expression and/or activity of mHTT and is churally controlled. When administered as deseribed herein, WVE-
003 is capable of mediating allele-specific knockdown of a muotant HTT transenpt and a potential disease-
modifying therapy for Hontington's discase. In some embodiments, a HTT oligonucleotide, or a salt form
thereof, or a HTT oligonucleotide composition 1s capable of mediating an allele-specific decrease i the level
expression and/or activity of mHTT and is churally controlled.

{1344] In sorve embodiments, the present disclosure provides methods of use of a HTT oligonucleotide or
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a HTT oligonucleotide composition which is capable of mediating allele-specific knockdown of a HTT
transeript of Huntingtin (HTT) {e.g., WVE-003},

{3345} In some embodiments, the present disclosure provides compositions and methods for aliele-specific
knockdown of HTT transcripts, wherein allele-specific knockdown preferentially decreases the level,
expression and/or activity of an alleie{s} comprising Huntington’s disease-associated mutation.

16346} in some embodiments, a therapeutically effective amount of a HT'T ohgomucleotide, or a salt form
thereof, or a HTT oligonuclestide composition s sufficient to mediate a chimcally significant amount of allele-
specific knockdown of a mutant HTT transcript in a subject.

{6347} {n some cmbodiments, a therapeutically effective amount of a HTT oligomucleotide, or a salt form
thereof, or a HTT oligonucieotide composition is low enough to prevent or reduce the sccurrence and/or reduce
the seventy of at least about one adverse event mediated by adminstration of the ohgonucieotide or
oligonacleotide composition {e.g. when administered at a higher dose) to the subject. In some embodiments, a
therapertically effective amount of a HTT oligonucieotide, or a salt form thercof, or a HTT oligonuclectide
compasition is sufficient to mediate a clinically significant aount of allcle-specific knockdown of a mutant
HTT transcript in a subject, but i3 low enough to prevent or reduce the occurrence and/or reduce the severity of
at least about one adverse event mediated by and/or associated with administration of the oligonucleotide or
oligonucleotide composition (¢.g. when administered at a higher dose} to the subject.

{6348] {n some embodiments, an adverse event is an adverse effect. In some emboduments, an adverse
event is mild, moderate, severe, or serious. In some embodiments, a sertous adverse event is more severe than
an adverse event categonzed as severe, moderate or mild. In some embodiments, a serious adverse event s
mnmediately lifc threatening, roquires inpaticnt hospitalization or prolongation of cxisting hospitalization,
results in persistent or sigoificant disabilitv/incapacity, ot is a congenttal anomaly/birth defect not prosent at
screenming. In some embodiments, an adverse event can be treated with hvdrocortisone and/or acetaminophen.
{6349] In some embodiments, a severe adverse event is more severe than a moderate or mild adverse event.
In some embodiments, a moderate adverse event is more severe than a nuld adverse event. In some
cmbodiments, an adverse gvent is: pyrexia. headache, vomiting, or tachycardia. In some embodiments, an
adverse event is or is, is measured by. or is related to an ncrease 1o the inflaromatory marker high-sensitivity
C-reactive protein (hsCRP); an increase in complement factor Bb; or an increase in complement factor 3.
{(3350) In some embodiments, a HTT oligonucleoude or a HIT oligonucleotide composition 1S an
oligonucleotide or oligonucleotide composition which targets a HTT transcript and is capable of modulating
allele-specific knockdown of a mutant HTT transcript of the target transcript. In some embodiments, a HTT
ohgonucleotide or 3 HTT ohgonucleotide composition is useful for preparation of a medicament for treatrent
of Huntington’s disease. In some embodiments, a HTT oligenuclestide or a HET oligonucleotide composition
is useful for treatment of Huntington's disease.

{3351} In some embodiments, a HTT oligonuciconide or a HTT ohigonucleotide composition is useful for

preparation of a medicament for treatment of Huntington’s disease, wherein the ohigonucleotide is WVE-Q03,
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and the medicament is admimstered in a dose equivalent to about 30, about 60, about 90, about 120, about 150
ot about 168 mg WVE-003 free acid form.

{(3352] Inn some embodiments, the present disclosure provides methods of use of a HTT oligonucleotide or
HTT oligonucleatide composition. In some embodiments, a HT'T oligonuclectide, or a salt form thereof. or a
HTT oligonucleotide composition is capable of mediating an allele-specific decrease in the level, expression
and/or activity of a mHTT transcript. In some embodiments, 3 HIT oligonucieotide, ot a salt fom thereof. or
a HTT oligonucleotide composition is capable of medating allele-specific knockdown of a mutant HTT
transcript. In some embodiments, a HTT oligonucleotide, or a salt form thereof, or a HTT oligonuclectide
composition is capable of mediating an allele-specific decrease in the level, expression and/or activity of mHTT
transcript. o some embodiments, a HT'T oligonucleotide, or a salt form thereof, or a HTT oligonucleotide
composition is chirally controlled.

{4353} In some embodiments, a HTT oligonucleotide, or a salt form thereof, or a HTT ohgonucleotide
composition is or comprises WVE-003 . In some embodiments, a HTT oligonucleotide, or a salt form thercof,
or a HTT oligonucleotide composttion is capable of mediating an allele-specific decrease n the level,
expression and/or activity of mHTT and 1s chirally controlled. Tn some embodiments, a HTT ohgonucleotide,
or a salt form thereof, or a HTT oligonucleotide composition is capable of mediating an allele-specific decrease
in the level, expression and/or activity of mHTT and is chiraily controlied.

{6354] The preseot disclosure recognizes challenges of providing low toxicity HTT oligonucleotide
compositions and methods of use thereof. In some embodiments, the present disclosure provides HTT
sligonucieotide compositions and methods with reduced toxicity. In some embodiments, the present disclosure
provides HTT oligonuclootide compositions and mcthods with reduced immune wesponscs.  In some
embodiments, the present disclosure recognizes that various toxicitics induced by HTT oligonucleotides are
related to cytokine and/or compleraent activation. fn some embodinents, the present disclosure provides HTT
ohgonucleotide compositions and methods with reduced or tranmient cytokine and/or complement activation.
In some embodiments, the present disclosure provides HTT oligonucleotide compositions and methods with
reduced complement activation via the alternative pathway. In some cnrbodiments, the present disclosure
provides HTT oligonucleotide compositions and methods with reduced complement activation via the classical
pathway. To some embodiments, the present disclosure provides HTT ohgonucleotide compositions and
methods with reduced drug-induced vascular inpury. In some embodiments, the present disclosure provides
HTT oligonucleotide compositions and methods with reduced imjection site inflamamation.  In some
embodiments, reduced toxicity can be evaluated through one or more assays widelv known to and practiced by

a person having ordinary skall inthe art, e.g., evaluation of levels of complete activation product, protein binding,

>

Stage | — Svathesis

{1355} Synthesis of the oligonucleotide is camied out on Controlled Pore Glass (CPG)Y sohd suppont
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fonctionalized with 5-ODMTr-2'-MOE-T, on an automated oligonucleotide svnthesizer. All reactions take
place on the solid support packed n a columm.
Detritylation

{1356} To mutiate the syuthesis, the CPG-5-ODMTr-2'-MOE-T solid support is subjected to acid-
catalyzed removal of the DMTr protecting group from the §-hydroxvl by treatment with 3% dichloroacetic acid
{DCA) m toluene. Complete DMTr removal is ensured by inline UV mouitoring based on a waich coromand
in the synthesis program. The DMTr removal is performed 1 the same way at the beginning of cach synthesis
cycle and after the final cvele. Inevery case, following detnitylation, the support-bound material is washed with

acctonitrile in preparation for the next step of the synthesis.

DMTC— o B 3% DCAin Tolugne HO—) o &
o~

O Y1 Y'i

Coupling
{3357} Elongation of the growing chigonucleotide chain is achieved by reaction of the 5-hydroxy! groap
of the support-bound oligonucicotide with an ¢xcess of a solution of the protected phosphoramidite. in the
presence of an activator, either S-(ethylthio)-1 H-tetrazole (ETT) or f-cyvanomethyl inudazobium iniflate salt
{CMIMT) dissolved in acetonitnile. The phosphoramidites are dissolved in acetonitrile or isobutyronitrile or an
80:20 v/v acctonitnile:iscbutyronitrile mixture. Among other things, the present disclosure recognizes that ethyl
acctate can be utilized for proparing phosphoramidite solutions for oligonucleotide preparations. ¢.g., WVE-
(03 preparations. In some embodiments, ethyl acetate can be utilized to replace isobutyrontteie. in some
embodiments, utihization of ethyl acetate reduces manufacturing cost and/or simplifies operations.  In some
embodiments, phosphoramidites are dissolved in ethyl acetate or 3 mixture thereof. In some embodiments, a
solvent is ethyl acctate. In some embodiments, a solvent is a mixture of cthyl acetate and acetonitule (eg.,
about 50:50 v/v cthyl acetate acetorutrile, about 20:80 v/v cthyl acetateacctonttrile, ofc.). Among other things,
the present disclosure recognizes that propylene carbonate can be utilized for prepanng phosphoramidite
solutions for oligonucleotide preparations, ¢.g., WVE-003 preparations.  In some embodiments, propylene
carbonaie can be utilized to replace isobutvronitrile. in some embodiments. utilization of propylene carbonate
reduces manufacturing cost and/or simplifies operations.  In some embodiments, phosphoramidites are
dissolved in propylenc carbonate or a mixture thereof. In some crubodiments, a solvent 1s propylene carbonate,
in some embodiments, a solvent i1s a mubdure of propylenc carbonate and acctoniirile {c.g., about 50:50 v/v
propylene carbonate acetonitrie). In some embodiments, phosphoramidites are dissolved in acetonitrile, ethyl
acetate, an cthyl acetate and acetonitrife mixture {e.g., about 20:80 v/v ethyl acetate acetonitrile; about 50:30
v/iv ethyl acetate:acctonitriie; ¢tc ). or a propvicoe carbonate and acctontinle muxture {(¢.g., about 50:30 viv
propylene carbonate:acetomitnile}. The phosphoranudite required in cach coupling step is determined by the

ohgonucleotide sequence. For mtroduction of phosphodiester linkage, phosphoramidites and ETT activator are

72



WO 2025/030155 PCT/US2024/040849

used. For introduction of a stereodefined phosphorothicate or phosphoramidate hnkage, (L}~ or (D)-DPSE or
(L)-PSM derived phosphoramidite respectively, and the CMIMT activator are used. In either case, the
shosphoramidite/activator solutions are mixed inline, pushed onto the synthesis columm, then recirculated

through the colemn for appropriate amount of time. Subsequently, excess reagents are removed by flashing the

DMTIO g?
Q
DT
o ¥? i ?‘
g
P

ol T
o7 o

- b=

o v

synthesis column with acetonitrile.

AR TR

CRIMT R = PhoMeSi or Ph80;

NC

Capping-|
{6358) The Capping 1 siep 1s performed to protect the secondary amine which results from the
oxazaphospholidine ring opening on the auxiliary group during the coupling step rendering 1t vnreactive for the
remainder of the synthesis. The secondary amine is capped by flowing capping reagent B ({Cap B} acetic

anhvdrnde / 2,6-lutidine / acetonitrile (20:30:50, viviv) through the svnthesis column.

BMTIO Be

DMTIO B?
O &)
Tf?' . ‘Capping-1° ]

NH, 5O Y2 e NAc w0 A&
‘\G“L\/O/ i ,\\\“\/O/ y"O BW

‘Capping-1’

R = PhoMeSi or PhS80,
Cap B: Acetic anhydride /7 2,6-Lutidine / Acetonitrile
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Oradation, Thiolation, hmidation

{3339] The newly created P(IT) phosphite triester linkage 18 then treated in one of three ways:

Oxadation by treatment with iodine in pyridinewater (80:10,viv), resulting in generation of a B(V)
phosphodiester linkage.

Thiclation by treatment with xanthane hydnde (XH) in pyridineacctomtrile resulting in the generation of a
sterendetined P(V) phosphorothuoate triesicr linkage.

Imidation by treatment with 2-amido-1 3-dimethylimidazobmem hexafluorophosphate (ADIH) n acetonitnle
resulting in the generation of a stercodefined P(V) phosphorimidate triester linkage.

in cach case, after the step, the cxcess reagent is flushed from the synthesis colwmn with acctonitrile.
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# MePhySi—
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Capping-2
{1360} Although the coupling reaction procecds in very high vield it is not quantitative. A small proportion
of the S'-bvdroxy groups, available in any given cycle fails to couple with the activated phosphoramidite. To
prevent reaction during subsequent cycles, these sites are blocked by performing the capping-2 step, using
capping reagents (1:1, viv) (Capping Reagent A [Cap Al N-methylimidazole / acetonitrile (20:80,vivyand Cap
B} As a result, 3'-O-acetviated (‘capped’) suppori-bound oligonucleotide sequences are formed. The excess

capping reagents are washed from the columu with acetonttrile.
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apping-2'
Cap B: Acetic anhydride / 2,8-Lutidine / Acetonitrile
Cap A: N-Methylimidazole / Acelonitrile

Oligonucieotide Assembly and Final Step
{3361 Independent iteration of the cveles, using the appropriate protected phosphoranudites allows
assembly of the entire protected sequence with the DMTr protecting group present at the 3'-terminal position.
Afier addition of the last nucleotide i the sequence, the S'-terminal DMTr group 1s removed during a final

detritviation step.

Stage 2 - Cleavage and Deprotection
{6362} Removal of phosphate protecting groups, (L}-FSM and (L}- and (2)-DPSE chiral auxthiarics from
stereodefined phosphorimidate triester and phosphorothioate tnester, cleavage of the crude ohgonucleotide
from the solid sapport, and removal of exocvelic nucleshase protecting groups is performed in a three-step
process.

Step L {L3-PSM Chural Auxiliary and Cyavoethyt Removal with Diethyvlamine Treatment
{6363] The crude oligonucleotide on the solid support is treated with a solution of disthylamine in ACN
which simultaneously removes cyancethyl protecting groups from the phosphate triester linkages, and (L3}-PSM
chiral auxiliary from the phosphorimidate triester to generate phosphodiester and phosphoramidate dsester
hinkages, respectively.

{L)-PSM chiral auxihary and Cyanocthyl Removal with Diethylamine Treatment:

% ; %
Q g 3
0 Q o B
he %---; Nie ?-«:(’
E‘?}\@P NS [:\j T “ ol Y
Me o, 2z : ” M o, 2
fc D [¢] o 8 DEAn ACN e O fa] o B
{3 '?»H
£ }" o 5 s
Phos Ol Ospr Y
Q "0”‘ \O ~ 31
“?k’ EtoNH,* 1:?0;;
NG R

Step 20 {L}- and (D)-DPSE Chiral Auxiliary Removal with Fluoride Treatment
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{(31364] The crude oligonucleotide on the solid support is treated with a temperature-controlled solution of

TEA-HF 10 a mixture of dimethyl sulfoxade (MBS0} and HoO to effect removal of the chiral auxihary, This
process converts the stereodefined phosphorothioate triester to a stereodefined phosphorothicate diester.

{L)- and {D}-DPSE chiral auxiliary removal with Fluoride Treatment:

% ) & .

Lo} g2 o] g?

! :O: ; § :o: ;

NAc S2..0 ¥ TEAHF  EgNH* 8. 00 Y°
Qe ¥ e g

Y1

1y gt o* "o gt
: o o
MaPh,Si~

Step 3: Cleavage and Deprotection
{0365] The crude oligonucleotide is then cleaved from the solid support by treatment with ammonium
bvdroxide in an appropriately sized pressure-rated vessel. This reaction effects the global deprotection of
exocvelic amino groups (acety], benzoyl, and isobutyryt).

Cleavage and Deprotection Reaction:
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Note: M+ corresponds to an undefined saltf mixture {o.g.. in some embodiments, NH,", EiNHT, ELNHL): the
zig-zag lines represent the linkage between oxygen at 3’ to the phosphorous in the following mternucleotide

tinkage.

Stage 3: Purification by Amion Exchange Chromatography

{8366} Purification of the erude oligonucleotide solution s accomplished by AEX chromatography. A
solution of crude oligonaciectide 15 loaded onto the purification cohumn packed with TSK-GEL Super Q-5PW
media.

{3367} The purification is performed using sodium hydroxide buttered cluents, A sodium chloride gradient

is used to clute the oligonucleotide from the column. The clution profile is monitored by ultraviolet (UV)
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spectrophotometry. Fractions are collected and neutralized with a sodiwm phosphate buffer. Mock pools are
evaluated by IP-RP-UPLC. The pool containing oligonucleotide with the desired punty is subjected to the next

step in the process.

Stage 4. Concentration and Desalting (Final UF/DE)

{6368] The selected fraction pool is then concentrated and diafiltered against purificd water to remove the
purification buffer by tangential flow filtration (TFF) using regenerated cellulose membrane cassettes. The
altrafiltration/diafiliration (UF/DF) process proceeds as follows, the selected pool of fractions is pH neuvtralized
with hydrochloric acid or sodium hydroxide and then concentrated. The concentrated oligomucleotide is
diafiltered against purified water, further concentrated and collected The svstem ts flushed with punfied water
to maxvmize vield combining the concentrated desalted ohgonucleotide with the rinses to give the final

oligonucleotide solution.

Stage 5: Filtration, Lvophilization and Packaging

[6369] The oligonucleotide solution is filtered through a 0.2-mucron filter and then placed in freeze drving
tray{s} for vophilization. After lyophulization, the final drug substance is isolated as a solid powder, which is
packaged 1o sterile bigh-density polyethyviene (HDPE) bottles, each of which is labeled and sealed in a Mylar

foil pouch and stored at -20°C.

Control of Materials
Starting Matcrials Used in the Manufacture of the Drug Substance

{6374) Useful raw matenals (selvents, reagents and auxaliary materals) used in the manufacture of WVE-
(03, ¢ .g., drug substance are listed below. In some embodiments, guahity of all raw materials is controlled by
naterial specifications and/or certificates of analysis.

{6371} The starting materials wsed in the preparation of WVE-003 drug substance include 15
phosphoramidites. the Controlled Pore Glass (CPG) solid support and the 2-azido-1,3-dimethviimidazoliniam
bexafluorophosphate (ADIH}. Reactive exocyclic groups on nucleobases are typically approprately protected
to render them unreactive during oligonucleotide synthesis, and the 5'-hvdroxy functionality is protected as a
4 4'-dimethoxytrityl cther (DMTr). In some embodiments, WY E-003 starting materials are seleased based on
a set of material specifications. In some embodiments, phosphoramidites have purity levels of about 85% or
motre, in many cases about 90% or more, 1n many cases about 95% or about 98% or more (RP-HPLC at about
260 nm (area %} and/or P NMR by integration}, about 97% or more P} purity (by ¥P NMR integration},
and moisture content of less than about 0.4% or in many cases less than 0.2% (w/w}. In some embodinents,
Controlied Pore Glass 5-ODMTr-2-OMOE T solid support is a white to off white powder, 120-200 mesh
particle size (analivtical sieving), 540 - 600 A pore diameter {mercury introsion), 0.20 - 0.24 g/ce density (tap

density}, > 0.8 co/g pore volame (mereury intrusion), > 73 m*/g surface area (mercury intrusion) and 70 — 80
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ymol/g tn DMT higand assay (spectrophotometric at 498 ma). I some embodiments, 2-Azido-1.3-
dimethylimidazolinium hexafluorophosphate has a purity of about 98 0% or more (HPLC) and nitrogen content
of about 23.70 -~ 24.80 % (clemental analysis).

Certain Solvents, Reagents and Auxiliary Materials Used in the Manuofacture of WVE-003, ¢ g, Drug Substance

Quahty

Matcrial Standard Step
Acetonitrile (ACN) Supplier CoA | Synthesis {Solvent)

“apping reagent A ) ) )
(xq‘tjﬁi;}iﬁija; (NM) in acetonitrile (20% Ny | Supplior CoA ) Synthesis (Capping-2)
Capping reagent B!

Acetic  anhydode:  2.6-Luotidine:  Acetonitrile | Supplier CoA | Synthesis (Capping | and 2)
{20°30:50)

Dichlornacetic acid 1n toluene (3%) Supplier CoA | Synthests {Detrityiation)
S-{Ethvithio)-1H-etrazole (ETT) in acetonitrile Supplier CoA | Svnthesis (Coupling Activator)
1«{Cvanomethyh~ 1 H-mudazole triflate (CMIMT) Supplier CoA | Synthesis (Coupling Activator)

Xanthane Hydride (XH)

Supplier CoA

Synthesis (Thiolation)

lodine (0.05M) in Pyridine: water {80:10}

Supplier CoA

Synthesis (Oxadation)

Pyridine

ACS

Synthesis {Solvent}

Ethvl acetate (EA)

Supplier CoA

Svynthesis (Solvent)

Isobutyronitrile (IBN) Supplier CoA | Syuthesis {(Solvent)
Molecular Sieve 3A, 8t 12 Mesh Supplicr CoA | Synthesis (Adsorbent)
Nitrogen NF Synthesis (Inert gas)
Dichloromethane Supplier CoA | Amidite hnes Clean-in-place
Anmmonium hydroxide (28%) ACS Cleavage, Deprotection
Tricthylamine {TEA} Supplier CoA | Cleavage. Deprotection
Tricthylamine trihvdrotiuoride (TEA3HF), 97% Supplier CoA | Cleavage. Deprotection
Dimethyl Sulfoxide (DMSO) ACS Cleavage, Deprotection
Dicthylamine (DEA) Supplier CoA | Cleavage, Deprotection
Water for Injection (WFT) USP Solvent

Sodium chionde USP/NF Purification {Buftfer salt)

Sodiam hydroxide, 10N

Supplier CoA

Pusification, Neutralization, CIP

Hydrochloric acid, 8.1N

Supplier CoA

pH Neutralization

Supplier CoA

Purnification media

Abbreviations: (oA = Certificate of Analysis; NF = National Formulary; CIP = clean in place; USP = United

States Pharmacopoeta; ACS = American Chemical Society

Certain starting Matenals Used i the Manufacture of WVE-(003 Dirug Substance
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5. {)DMTr 2"-dA{N6-Bz)-(L)-DPSE

PCT/US2024/040849
NHBz NHBz
N ey R
¢ R |
DMTC N Ngj DMTYO N"L“o
§ :O: | ! :0: !
¢ ¢ o
Q s N o N OMe
J“Q 5

\

Q£

5-ODMT1-2 -dC(N4-Ac)-(L)-DPSE
{dC (L) DPSE phosphoramidite)

-ODMTr-2"-OMOE-5-Me-C{N4-B2z}-(1}-DPSE
{dA (L} DPSE phosphoranudite) {moe 3MeC (L) DPSE phosphoramdite)
NHAS NMBz
= N N N
| A E
DMT!O““} o N [&]

5-CDMTr-2-OMOE-3-Me-C{N4-Bz}-(L)}-PSM
{moc SMeC (L) PSM phosphoramidite)

5 ’~()DMTr—2 AGN2-1Bu-(L}-DPSE
{dG (L) DPSE phosphoramidite)

3 ODMTe2 ~-OMOE-GIN2 1 Bu)~(13-PSM
{moe( (1) PSM phosphoranidite)
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NHBz
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R N
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& C;) OMe
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._\“JD ”K
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(dT (D) DPSE phosphoramidite)
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N prg
A
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2-Azdo-13-dmethylimidazolinium
Hexafluorophosphate
{ADIH)

Controlled Pore Glass -3-ODMTr-2-OMOE T solid
support

Certain Solvents Useful for Preparing Phosphoramidite Solutions for Gligonuclectide Preparations

Material Solvent
dA(bz) (1) DPSE phosphoranndite acetonitrle
dGGbu) (L) DPSE phosphoranudite acetonitrile
dG(ibuy (D) DPSE phosphoramidite acetonitrile
dC{ac) (L} DPSE phosphoramidite cthvl acetate
4T (1) DPSE phosphoramudite acetontnle
dT (B} DPSE phosphoramidite acetoniirile

mA(bz) (L} DPSE phosphoramidite

50% ethy! acetate/acetonitriie mixture {Jov)

diisopropyl)

mGbu} (L.} DPSE phosphoramidite 20% cthyl acetate/acctonitrile mixture (%v)

mGibu) (L) PSM phosphoramidite 30% propvlene carbonate/acctonitnile  miktare
(%ov)

mb! (L) PSM phosphoramidite acetoniirile

mU phosphoramidite (2 -cvanoethyl and NN- | 20% cthyl acetate/acctonitrile mixture (%ov)

Aeo(bz) phosphoramidite (27 -cvanoethyl and N N- | acctonitrile
diisopropyh)
Geolibu) (L.} PSM phosphoranudite acetoniirile

m5Ceo (bz} (L) DPSE phosphoramidite

20% ethvl acetate/acetomitnle mixture {%%v)

mSCeo (bz) (L) PSM phosphoramidite

acetonitrile

10372]
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synthesis as well as the synthetic process. Stereodefined phosphoramidite starting materials for manufacture of

WVE-003 are prepared from appropriately protected nucleosides and a chiral avealiary, (L)- and (D)-DPSE and
(L}-PSM:

DMTIO— Base™®
e

o ¥

Protected nucleoside o} é
DMTrO— Base® H
YN

po AN

S =

{L}-Proline

Stereodefined phosphoramidites

Aux = SiMePh, (L}-DPSE e
SO,Ph {L)-PSM DMTO— Hase

-

Pratected nucleoside

c R

DMTO gsasem i
—~0 H 0/ \N__
\_J )

Aug—

Ho  HN—, HO\_H}“
S ; j
éf . Aux—" !

{D}-Proline

Sterecdeifined phosphoramidiies

Aux = SiMePh, (D)-DPSE R = H, OMe, MOE (O-{2-methaxysthyl})

BaseP® = Nuclecbase with exooyclic protecting group(s)
{8373] In some embodiments, the chemical punity of the stereodefined phosphoramidite 1s determined
mchuding by “'P NMR. Absolute stercogenic configuration can be determined by a combination of *'P NMR,
'HNMR, and “C NMR. As the stercochemical configuration of the protected nucleoside and chiral auxiliaries
arc fixed, there are 2 possible diastereomers (frans and cis) that can result from the phosphitviation reaction. of
which the frans form is typically predomnant, with the ofis form being present as a minor impurity.

Certain Possible Stereoisomers Resulting from Starting Material Coupling Reactions
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DMTO— Base™® a:smroj 5 Base™®

¢ R o R
o F.’\;é:_\i‘j"c ~35Hz o N ‘\:_\-_jipc ~QHz
I L R W { Aux = SiMePh, (L)-DPSE
Aux— {’V Aux—--) ) \v) 50.Pn  (L)-PSHM
frans-L &is-L.
DMTIO— Base™® DMTIO Bases
0\: s Ny

\— . Aux = SiMePh, (D)-DPSE
Aux— kg Aux— 24
frans-D ofs-3
R = M, Dhe, MOE (O-{2-methoxyethyl})
Base"” = Nucleobase with exocyclic proteciing group(s)
{8374) Throughout the manufacture of WVE-003, ¢ g, drug substance, various m-process controls are

applied, ¢.g., as described below. Upon completion of the svothesis and the cleavage and deprotection stages,
the presence of WV E-003 1n the resulting crude oligonucleotide 1s identified by LO/MS (ligund chromatography
mass spectrometry) {¢.g., 7257.9 + 3 Da) and its puority guantified by IP-RP-UPLC (lon pair reverse phase

ultraperformance higuid chromatography} (e.g.. > 84% according to Protocol A}, During purification, selecied

nock pools are evaluated for purity and impuritics by [P-RP-UPLC. Ouce selected fractions are pooled and
concentrated, desalting of the resulting solation is controlled via in-process measurements of conductivity {e.g.,
< 50 uS/em), pH ¢e.g., 6.7-7.3) and concentration.

{G375] {n some embodiments, a drog substanee or a drug produect is manufactured meeting one of more or
all of the critera described hercin, In some embodunents, a drug substance, ¢.g.. WVE-003 or a salt fonm
thereof, has a certain level of punity as desenibed herein. In some embodiments, WVE-003 pentadecasodium
salt has a certain level of purity as described herein. In some embodiments, WVE-G03 or a salt form thereof
has a certain level of purity in a composition. ¢.g., a pharmaceutical composition. In some embodiments, WVE-
003 or a salt form thereof has a certain Jevel of purnity i a drug product. In some embodiments, a salt form is
WVE-003 pentadecasodium salt. In some embodiments, WVE-003 has a level of purity of about 70%-90%,
about 80%-90%, about 34%-90%, or abowut 70%. T1%, 72%, 73%, 74%. 75%, T6%, 77%, 78%, 79%, 80%,

81%. 82%, 83%, 84%. 85%, 86%. 87%. 88%, 89%. or 90% or more as deternuned by IP-RP-UPLC described

beretn,
{3376} Multiple lots of WVE-003 drug substance have been manufactured. In some embodiments, scale

was over 20 mmol. In some embodiments, scale was multiple of about 20 mumol. In some embodiments,

manufactured WVE-003 was utilized 1n chintcal trials.

Characterization
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{6377 Among other things, the present disclosure provides technologies for charasterizing and/or
assessing WVE-003 or compositions thereof, ¢.g., a WVE-003 preparation such as a drug substance, a drug
product, ete.

16378] Products can be characterized by vanous techoologies.  For example, WVE-003 may be
characterized by mass spectrometry. For one preparation, eloctrospray ionization mass spectrometry {ESI-MS)
analysis was performed, and the theoretical average mass (free acid form) of WVE-003 s consistent with the
experimentally determined value of 7257 Da.

{6379] In some embodiments, the sequence of WVE-003 was confirmed by ESI-MS/MS sequencing. For
cxample, i ong assessment, at least one sequence-relevant fragment ion was observed for 19 nucleobases
the sequeonce within 5 ppm ervor of cach calculated (expected) mass. The monoisotopic muass of the full-leugth
oligonucleotide was also experimentally verified in the ESI-MS/MS analvsis (7253.3428 Da), and the dentities
and locations of all 20 nucleobases have been demonstrated, confirming the sequence of WVE-003.

{3380} Stereochemical identity s established through control of the starting matenals for synthesis.
Ssnthetic coupling of phosphoramidites prepared trom (L)-DPSE or (L)-PSM gives dse to phosphorothioate
diester linkages of Sp clurality and phosphoramidate diester hnkages of Rp chirality, respectively, and those
prepared from (D)-DPSE or (D}3-PSM gives rise to phosphorothioate diester linkages of Rp chirality and
phosphoramidate diester linkages of Sp chirality. Consistent use of stereadefined phosphoramidites for cach
coupling reaction allows for control of stercochemical identitv of cach phosphorothicate linkage.
Stereochemical idenuity can be confirmed using vanous technologies in accordance with the present disclosure.
for example, stereochenical identity can be confirmed by measurement using several different technigues,
which in combination, and by comparison with appropriate standards, provides accurate information about, and
confirmation of, this key attribute. Useful analytical techniques include NMR ('H, “F, 1P, multidimensional,
cte.} and cnzymatic digestion. In some nstances, NMR are performed in phosphate buffer (cg., pH 7.0}
Results imeluding 'H, ¥F and *'P NMR and enzymatic digestion of various preparations are consistent with
product structures. In some embodiments, NMR 1a referenced to water based on DSS standard. Observed data
from certain experiments are described below.

{381} {n some cmbodiments, WVE-003 drug substance was prepared at a concentration of | mM in 600
uL of 100 atom™¥e D20 solution containing 100 mM Nal, 0.05 mM EDTA and 10 mM phosphate buffer (pH
7.03. In some cmbodiments, spectra were recorded at 334 K. In some ombodiments, sodium
trimethylsifvlpropanesulfonate (DSS) in phosphate buffer was used as an external reference standard. in some
embodiments, 'H NMR spectra were calibrated indirectly based on DSS peak at O ppm. The 'H NMR spectrum
contamns signals consistent with the WVE-003 structure and the chemical sifis of the individual regions of
signals are consistent with the proposed structure. In some embodiments, >'P NMR spectrum of WVE-003,
c.g., a prepared drug substance lot, was acquired and recorded at 16198 MHz for phosphorus. In some
embodiments, >'F NMR spectra were calibrated indirectly using the united scale based on 'H NMR spectra of

external standard where DSS peak was set as 0 ppm. In some embodiments, a sharp signal around 2 ppm s
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coming tfror the phosphate buffer used. The total of 19 PS/PN/PO peaks are consistent with the stereodefined

mixed PO/PS/PN backbone of WVE- 003 drug substance.

Chemical Shuft (ppm) | Integral Possible Assignment
35.86 1 P8 {phosphorothicate)
3543 i PS
5538 i PS
5527 1 PS
§5.23 i PS
5512 i PS
55.04 1 PS
5489 i PS
5488 i PS
5485 i PS
5483 i PS
54.59 1 BS
5449 i BS
-1.03 i PO {phosphodiester)
-1.13 1 PO
~-1.89 i PN (N1 3-dimethyvlinudazolidin-2-viidenyt) phosphoranidate)
~2.30 i PN
-2.52 ] PN
-2.69 i PN
{3382] In some emmbodiments, stereochemical tdentity of WVE-003 was confirmed by enzymatic digestion
assay.
{6383] In some embodiments, stereochemical purity 1s presented as the percentage of correct diastercomer

associated with the assigned stereochemical identity to the total diastereomeric mixture. This is inclusive of
small quantitics of other diastercomers that may be present. The diastereoselectivity of cach (L)- or (D})-DPSE
phosphoramidite to its stereodefined phosphorothioate or phosphoramidate linkage in WVE-003 is very high
and the overall stereochemical puritv of the ohgonucleoude i3 a product of the combination of the
diastercoselectivities of these 13 phosphorothicate and 4 phosphoramidate linkages.

{3384) In some embodiments, diastereoselectivities of chiral linkages are assessed through preparation of
corresponding dimers. The svathesis conditions used to produce cach sequence dimer are identical to those
applied to the whole molecule. These dimer umits are separated and analyzed by RP-UPLC conditions and Rp
and Sp diastercomers are separated and quantified. In some embodiments, WVE-003 sequence dimers and their
respactive references were analvzed by Ultra Performance Liquid Chromatography (UPLC) for punty and/or
bv Ultra Performance Liquid Chromatography — Mass Spectrometry (UPLC-MS) for mass confirmation of Sp

and Rp diastereomers. The analvsis of these samples was completed on the crude material to show the
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representative diastercoselectivity of the hinkage durng the synthesis process. The stereochemical purity of
various dimers analyzed were presented below. All the sequence specific dimers were synthesized with the
same process conditions as WYE-003, accurately representing the phosphorothiolated and phosphoramidated
mterpucleotide linkages.

Drastercoselectivity Summary of WVE-003 Dirug Substance Model Dimers

Dimer oSp YeRp
A*SG 98.21 179
{*SA 6735 265
C*ST 08.29 1.71
G*Rm5Ceo 1.52 098 .48
G*SC 68.41 1.59
G*S8T 08.47 1.53
GeonB01Rm3Ceo 0.13 9987
m5Cec*8Teo 59 .84 0.16
m3eoni I RAco 0.16 99 84
mA*ST 99.77 0.23
m{*SmiJ 6877 023
mOnGlIRmA .31 99 .69
mUnO0IRmU (.15 99 85
T*RA 1.48 98.32
T*SC 88.31 1.69
TS8G 0§.28 1.72

WVE-003 stereochemical purity can be attributed to the product of the stercochemical puritics of cach of the

13 phosphorothicate and the 4 phosphoramidate linkages in the sequence:

Duger Y Purity
A*8G 9821
A¥SG 921
C*SA 9735
C*ST 98.29
G*Rm3Ceo 9848
G*8C 98 41
G*ST 98 47
GeonCOIRmACeo 9987
m5Ceo*5Teo 09 84
m3CeonB01RAco 99 84
mA*ST 9977
mG* Sl 9977
mGuUGiRmA 99.69
mUnG0iRmU 94985
T*RA 98.52
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T*8C 9831
T#SG 98 28
Stereochemical Puriy 82.69%
{1385] In some embodiments. as demonstrated hercin, the diastercomeric purity of WVE-003 is at about

82.7% by dimer modeling.  In some emboduments, UPLC analvsis is utiized in dimer maodeling.  As
demonstrated herein, all 17 linkages are > 97% stereopure, 9 hinkages are > 97% stereopure, and 7 linkages are
> 99% stereopure. In some embodiments, as demonstrated herein, an average stereochemical purity of all
hinkages 1s 98.9%.

{3386] o some embodiments, a reference standard, e.g., one characterized by NMR, enzvnatic digestion,
ete. 15 used to determine stereochemical wdentity by UPLC as part of baich release. In some embodiments, the
provided technology provides reference standards. In some embodiments, a reference standards has purity ¢ g,
as assessed by Protocol A) and/or stereopurity {e.3., as assessed by Protocol B and/or dimer modeling as
described herein).

{6387} FTIR spectrum of WVE-003 was obtained with an attenuvated total reflectance (ATR) sampling
accessory, with major absorbance bands at 1636 om™' and 1600 e, absorption peak at 2938 em?, and broad
peaks at 3199 cm! and 3339 o', The FTIR resuits is consistent with the structure of WVE-003.

{3388] Counter ions can be analvzed m accordance with the present disclosure. In some embodiments,
sodivm content 1s assessed by ICP-OES. Tn some ermbodiments, a sodium content value of 4.5% has been
determined by ICP-QES for a WVE-003 drnug substance, which is in agreement with the theoretical sodium
content value of 4 5% (w/w).

{63389] For various preparations, WYE-003 drug substance is a white to off-white powder. The pH of
WVE-~003 drug substance m purified water was found to be 6.0-8.0. Tn some embodiments, 1t s about 6.5-7.5,
In some embodiments, 1 1s about 6 4. In some embodiments, it 1s about 6.5, In some embodiments, 1t is about
6.6, In some embodiments, it is about 6.7, In some embodiments, it is about 6.8, In some embodiments, 1 18
about 6.9. In some cmbodiments, it is about 7.0, In some cmbodiments, it is about 7.1, In somc cmbodiments,
it 15 about 7.2. In somc embodunents, it is about 7.3. In some cmbodunents, 1t is about 7 .4.

{3358] The molar extinction coefficient of WVE-003 drug substance was experimentally determined in
water to be 181181 M7em™? at 260 nm, and was utilized to convert UV absorptions to concentrations, from
which amounts may be calculated. It equates to an absorptivity factor of about 23.0 OD/mg.

{3391} n various embodirents, wopuritics are controlled at low levels as described herein. For example,
in some cmbodiments, impurity lovel is lower than about 30%, about 25%, or about 20% as deseribed herein,
In some embodiments, impurities include various oligonucleotide impurities. Various technologies may be
utilized to identify, characterize and/or assess impuritics, ©.8., mass spectrometry, L, UV, etc.

{(3392] WVE-003 drug substance was assessed in GLP @ vitro genotoxicity studies and 11 an in vivo

micronuclevs studv. No toxicity was observed.
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{3393} Various preparations of WVE-003 drug substance have met specified lunits for residual solvents.,
meluding acetomirile, toluene and pyvridime (ICH Class 2), and/or elemental impunities, meluding various
elements in JCH Class 1, 24, 3, ete. Elemental impurities for vanious preparations were within limits.

16394] Release specifications of WVE-103 drug substance and/or drug product may include one or more
specifications described herein, e.g., appearance (¢.g., visual. white to off white powder}. sequence identity
{c.g.. bv MS/MS). molecular weight, stercochemical identity {s.g.. [P-RP-UPLC), purity {e.g.. area % by 1P-
RP-UPLC {e.g., Protocol A)). impurities (e g, area % by IP-RP-UPLC (e g, Protocol A}}, sodium content (e g,
by ICP-OES, etc.}. water content (%6 w/iw:; e.g., USP <921> and/or Ph. Eur. 2.5.12, eic.}, assav {e.g., free acid,
anhydrous, by UV), pH (¢ g.. of solution i punfied water; e.g., USP <791> and/or Ph. Eur 2.2.3, ete ), residual
solvents {¢.g., by gas chromatography), elemental impuritics {¢.g., by ICP-MS), bactenal cudotoxins {¢.g., by
USP <83> and/or Ph. Eur 2.6.14}, broburden (total microbial acrobic count, total veast and bolds count, etc. by
USP <61>} and/or Ph. Bur 2.6.12}), etc.

{6395] In some embodiments, the identity of WVE-003, c.g.. a drug substance, is determined by liguid
chromatography mass spectrometry (LC-MS). Samples and analvtical reference material are prepared m water
and injected on a Waters Acquity BEH C18 column. Analysis involves a gradient of mobile phase A
thexafluoroisopropanol [HFIP] and tnethylamine {TEA] i water) and mobile phase B (acetonitrile}. A

summary of method parameters is provided below:

Parameter Value

Column Walers Acquity BEH C18 Colomn, 1.7 pm, 2.1 mm x 50 mm, or equivalent

Columm Temperature | 33°C

Mobile Phase A 100 mM HFIP. 10 mM TEA in water

Mobile Phase B Acetonitrile
Time (Min) % MPA SGMPB
Initial 99.0 1.6
2.00 99.0 1.0

L 11.60 850 15.0

Gradiont 13.00 50.0 50.0
14.00 50.0 50.0
14,10 990 1.0
15.00 990 1.0

Run Time 15 min

Injection Volume 2 ul

Flow Rate 0.8 mL/min

Detection Wavelength | 260 nm

o Parameter Value

iiia:;z?j;sm(m Scan Type Full MS Scan

Scan Range (m/z) 300 - 3000
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t I Polanty = Negative

{6396] {n some embodiments, system suitability is confirmed when the molecular weight (deconvoluted
mass} for full length product (FLP) for 3 1nitial ijoctions of the analyuical reference material should be 7258 =
3 Da for WVE-003. In addition, blank chromatogram has no urerfering peaks other than the solvent front and
gradient shifl.

{3397] In some embodiments, identity by sequencing of WVE-003. ¢.g., it a drug substance, s determined
by bigh resolution mass spectrometry (MS}) and tandem mass spectrometry {(MS/MS). A useful procedure is
described below as an example. Samples are prepared in water and directly infused into the mass spectrometer
for MS/MS analysis. Analysis mvolves an isocratic LC-method with a mixtare of mobile phase A
{hexafluorcisopropanol [HEIP] and tricthviamine [TEA] m LC-MS grade water) and mobile phase B

{acctonitrile}. A summary of method parameters 1s provided below:

Parameter Value

Column Flow Injection

Mobile Phase A 460 mM HFIP, 15 mM TEA m water

Mobile Phase B Acctonitrile

Isocratic Mobile Time (Min) YoMPA Y%MPB

Phase Composition | | minuto 70.0 30

Injcetion Rate 5 uL/min (using syringe)

Flow Rate 0.3 mL/oun

Detection Wavelength | 260 nm

MS Acquisition Parameter Value

Parameters Scan Tvpe Full MS Scan
Scan Range (m/z) 300 — 3000
Polanty Negative

MS/MS Acquisition ME/MS Scan Tvpe Targeted Fragmentation Scan

Parameters Polarity Negative
Fragment ion Charge State m/z 725+ 1.5 | Scan Range 200 -3000
selected Dafz=-10)
Fragment 1on Charge State ni/z 1036 + Scan Range 200 -3000
selected 1.3 Dafz=-7}
Fragment ion Charge State m/z 1209+ Scan Range 800 ~1660
selected 13Da(z=-6)

{3358} In some embodiments, system suitability is confirmed when the m/z charge states used in the

sequencing expenment are within & 1 Da of the theorstical values, the exact full length product mass is
7253.3302 + 6.1000 amuy, and the mass spectrnum in MS mode matches a reference spectrum in the method.

{6399 In some embodiments, the sodium content of WVE-003 preparation, ¢.g., drug substance, is
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determined by inductively coupled plasma optical emission spectroscopy (ICP-OES). Sample matenal n
solution 1s introduced by pneumatic nebulization into radio frequency plasma where energy transfer processes
cause desolvation, atomization, and ionization. Sodium emits hight during this process and the instrument
measures absorbance to quantitaic lovels of sodnuu. In some embodiments, a sadiam content (ashyvdrous basis)
is about 3.9-3.2% (w/w). In some embodiments. it is about 4-3%. In some embodiments, it is about 4.3%-
4.7%. In some embodiments, 1€ s about 4.3%. In some embodimentds. s about 4.4%. In some embodunents,
it 1s about 4.5%. In some embodiments, 1t 1s about 4.6%. In some embodiments, it is about 4. 7%.

{6400) In some embodiments, the present disclosure provides technologies for assessing purity and/or
mpurities of a WVE-003 preparation or composition. In some embodiments. purity and mnpuritics of WVE-
(03 drug substance arc deternined by ion-pawr reversed-phase UPLC (IP-RP-UPLC) using a Waters BEH CI8
Colurnn. A useful procedure is deseribed below as example (Protocol A, The separation is provided using a
gradient of mobile phase A (hexafluoroisopropanol [HEIP] and tniethyvlanune | TEA] in water) and mobile phase
B (50% acctonitrile in water). A summary of rmocthod parameters is provided below as an example (Set A
parametersy. Tn some embodiments, svstem suttability ts established by the absence of interfering peaks inthe
blank as well as acceptance criteria for %RSD for retention time, peak arca% and peak area for the inital
mections and all injections of WVE-003 analytical reference material (system suitability standard). In some
embodiments, all individual tupurities > 0.10 arca%, as a function of relative refention time to the win peak,
as well as total of all impurties > 0.10 arca% are reported. In some embodiments, WVE-003 identity is
confirmed by comparing relative retention time with syvstem suntability standard.  The method has been

determined to be stability indicating in method development studies.

Parameter Value

Column Waters BEH Oligonucieotide C18 Column, 1.7 um, 2.1 mam x 100 mm, or
equivalent

Mobsle Phase A FO0 ;M HFIP, 10 mM TEA in water

Mobile Phase B 30% Acetonmtrile i water

Injection Volume 2 ul

Fiow Rate 4.5 mb/min

Run Time 30 minutes

Detection Wavelength | 260 nm

Gradient Time Y A % B Curve
fnitial 94 5 N/A
i 94 é 6
8 84 16 6
20 74 26 6
25 0 100 6
26 0 100 6
26.5 94 6 1
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30 | 94

N

6401} {n some embodimsents, purity of a WVE-003 preparation, ¢.g., a drug substance. a drug product,
¢tc., is about 84% or more {c.g.. assessed by Protocol A (% arca}). In some embodunents, it is about 85% or
more. I some embodiments, 1t 1s about 86% or more. In some embodiments, 1t 18 about 87% or more. In
some embodiments, it 8 about 88% or more. In some embodiments, 1t 1s about 309%-90%. In some
embodiments, it is about 84%-90%. In some embodiments, it is about 84%-88%. In some embodiments, total
mpuritics are about or no more than about 16% (e.g., asscssed by Protocol A (% arca}). In some embodiments,
total impurities are about or no more than about 15%. In some embodiments, total impunties are about or no
more than about 14%. In some embodiments, total mmpurities are about or no more than about 13%. In some
embodiments, total impunties are about or no more than about 12%. In some embodiments, sum of WYE-003
and total impurities is about 99%-101%. As descnibed berein, in various embodiments, amount of WYVE-003
i a composition, preparation, dose, drug product, ete. was assessed by UV at 260 nmo and 23 0 OD/mg with
purity eorrection {¢.g., using Set A parameters).

{6462) In some embodiments, assay of a WVE-003 preparation, e.g., adrug substance, a drug prodact, ic.,
is determined by UV spectrophotometry. A useful procedure is described herein as an example. A guantity of
WVE-003 drug substance is accurately weighed and dissoived in water i volumetric glassware. The solution
absorbance 1s determined at 260 nyo, and this value 1s converted 10 a concentration of WVE-003 drug substance
using the molar extinction coefficient (MEC: 181,181 Mom™ and 25.0 ODAng). The quantity of the weighed
material is corrected by subtraction of the water content of the sample {¢.g., by Karl Fischer titration USP <921>
Method 1c) and subtraction of the sodium content. The Assay (%6) is then determined as a ratio of the WVE-
003 quantity measured by absorbance to the theoretical prepared quantity based on the accurate weight of the
sample corrected for water and sodiom content. In some embodiments, assay of 8 WVE-003 preparation, e.g.,
a drug substance, a drug product, cte.. is about 100% + 10%. In some embodiments, 1t 13 about 95%-105%. In
some embodiments, 1t s about 93%. In some embodimenis, 1t is about 96%. In some ermbodiments, it 1s about
87%. In some embodiments, it 1s about 8%,

{(3403] In some embodiments, water content of a WVE-002 preparation, ¢.g.. a drug substance, a drag
product, etc.. is determined by coulometric titration {Karl Fischer). In some embodiments. system suitability is
established by required adequate recovery from a sodium tartrate monohydrate certified control standard of
known water content. In some embodiments, water content of a WVE-003 preparation, ¢ 8., a drug substance,
a drug product, ete., 1s no more than about 15%, 10%, 5% or 1% {(w/w}. In some embodiments, it is no more
than about 15%. In some embodiments, it is no more than about 10%. In some embodiments, it is no more
than about 9%. In some embodiments, it is no more than about 8%. In some embodiments, it is no more than
about 7%. In some embodiments, it is no mwore than about 6%. In some embodiments, it is no more than about
5%. In some embodiments, it i1s no more than about 1%.

{3404] In some embodiments, restdual solvents within a WVE-003 preparation, ¢.g., a drug substance, a
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drug product, cic. are quantified using gas chromatography with flame ionization detection (GC-FID). To some
embodiments, samples are prepared by being mixed well, weighed into crimped vials and dissolved m solvent.
Sample is then introduced via direct infection and quantitation 1s performed as a limit test by comparison 1o an
external standard. Blanks and calibration verifications are analyzed at appropriate mtervals.

{3405) In some embodiments, the present disclosure provides technologies for confinming stergochemical
wdentity of WVE-003 or a diastercomer thereof {(e.z., with respect to one or mare chiral hinkage phosphorus
centers). In some embodiments, stereochemical identity of WVE-003, ¢ g, in a WVE-003 preparation, a drug
substance, a drag product, ete. 1s determined by IP-RP-UPLC using a Waters BEH C18 Column. A useful
procedure s described below as an example (Protocol By, In some embodiments, the separation of WVE-003
from closcly related diastercomeric unpuritics s provided using a gradient of mobile phase A (nethylamme
acetate [TEAA] in water) and mobile phase B (30% acetonitrile in water). A summary of method parameters is
provided below (Set B parameters). In some embodiments, system suitabihity is established by the absence of
mterfering peaks in the blank as well as acceptance cniteria for %R8D for retention time and peak area for the
mitial injections of WVE-003 analytical reference matenial, for % difference between the trailing standard peak
area and the average of the mitial injections of standard, and %6RSD for retention time for all standard mjections.
Method performance is also venfied by demonstrating resolution of a reference sample from a closely related
diastereomer. For stereochemical identification. stereochemical identity is confirmed if the % retention time
difference of the main peak 1s no more than 3% from retertion time of a structurallv characterized reference
material.  As described herein, in variocus embodiments, a WVE-003 preparation, composition, dose, drug
substance, drug product, etc., may comprise one or more linkage phosphorus diastereomers {e.g., if after

purification, to the extont that the purification cannot romove ong or more diastercomers).

Parameter VYalue

Column Waters BEH Oligonucieotide C18 Column, 1.7 pm, 2.1 x 150 mm, or equvalent
Mohile Phase A 40 mM TEAA in water

Mobile Phase B 30% Acetonitrile in water

Injection Yolame 2yl

Flow Rate 0.1 ml/oun

Run Tuwoe 60 munutes

Columm Terperature | 18 °C

Detection Wavelength | 260 nm

Gradient Time % A % B Curve
Initial 68 32 N/A
2 68 32 &
FO¢0.05 ml/min) | 665 333 6
35{0.05 mL/nun) | 66 34 &
45 {0.05 ml/mm) | 65 35 6
49 40 60 6
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31 40 60 6
52 68 32 i
60 68 32 1
[6406] In some embodiments, bacterial endotoxins are deterouned according to USP <85> and/or Ph. Eur.

2.6.14. In some embodiments, bioburden, e.g., both total aerobic microbial count (TAMC) and total yeast and
mold counts (TY M), is determined according to USP <61> and/or Ph. Eur. 2.6.12.

{6407) WVE-003 drug substance is packaged in a suitable container, ¢.g ., sterife high-density polvethviene
{HDPE} bottles with polypropylene screw closures, 1abeled and sealed in a protector, ¢.g., Mylar foil pouches
which can provide a gas/moisture barder with high levels of abrasion and puncture resistance.

{3408] Various batches of WVE-003 preparations have been manufactured. Cortain preparations was
utitized in nonclinical studies mcluding GLP toxicology studies. Certain preparations were manufactared for
chinical studics. Manufactured preparations are stable. In some embodiments, WVE-003 or a composition
thercof is stored at about ~20 °C. In some emboduents, a long-term storage condition 18 at about -20°C, eg. &

5°C. In some embodiments, a storage 18 at about 3°C, e g, + 3°C.

Drug Product

{(3409] {o some embodiments. the present disclosure provides a WVE-003 drug product.  In some
embodiments, a WVE-003 drug product comprises a WVE-003 drug substance., ¢.g., WVE-(G03
pentadecasodium salt manufactured using a process deseribed above. In some embodiments, a WVE-(03 drag
product counsists of WVE-003 drug substance, ¢.g.. WVE-003 pentadecasodium salt. as a lvophilized solid in a
vial. In some embodiments, a vialisa 10 mL vial. To some emboduments, a vial isa 10 mL USP/Ph. Eur. Type
| clear glass vial sealed with a FluroTec® coated e¢lastomeric rubber stopper and an aluminum overseal with a
blue matte fhip-off button. In some embodiments, a vial contains WVE-003 for a single dose as deseribed herein.

about 30 mg, about 60 mg, about 70 rog. about 80 mg, 90 mg, about 100 rog, about 110 mg, about 120 mg.

about 130 mg, about 140 mg, about 150 mg, about 160 mg, or about 168 g WVE-(03 free acid form. In some
embodiments, a vial contains about 20 mg WVE-003 (unless specified otherwise, based on free acid form). In
some embodiments, a vial contains about 30 mg WVE-003. In some embodiments, a vial contains about 60
filled with 2.53 ml of WVE-003 drug substance at 8 mg/al. concentration in water for injection {(WF1) arc
lyophilized and backfilled with mitrogen gas, NF upon completion of the lvophihization cyele. In some
embodiments, a WVE-003 drug product vial contains about 20 mg of WVE-003 drug substance. In some
cmbodiments, a WVE-003 drug product vial contains about 30 mg of WVE-003 drug substance. In somc
embodiments, a WVE-003 drug product vial contains about 40 mg of WVE-003 drug substance. In some

embodiments, a WVE-003 drug product vial contains about 30 mg of WVE-003 drug substance. fn some
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embodiments, a WYE-003 drug product vial contains about 60 mg of WVE-003 drug substance. fn some

embodiments, a WVE-003 drug product vial contamns about 70 mg of WVE-003 drag substance. In some

embodiments, a WVE-003 drug product vial contains about 80 mg of WVE-(03 drag substance. In some
embodiments, a WVE-003 drug product vial containg about 90 mg of WVE-003 drag substance. In some
embodiments, a WVE-003 drug product vial contains about 100 mg of WVE-003 drug substance. In some
embodiments, a WVE-003 drug product vial contains about 110 rag of WVE-003 drug substance. In some
embodiments, 3 WVE-003 drug product vial contains about 120 mg of WVE-003 drug substance. In some
embodiments, a WVE-003 drug product vial contains about 130 mg of WVE-002 drug substance. In some
embodiments, a WVE-003 drug product vial contamns about 140 mg of WVE-003 drug substance. In some
embodiments, a WVE-003 drug product vial contains about 130 mg of WVE-003 drug substance. In some
embodiments, a WVE-003 drug product vial contains about 160 mg of WVE-003 drug substance. In some
embodiments, a WVE-003 drug product vial contains about 170 mg of WVE-003 drug substance. In some
embodiments, a drog substance 1s WVE-003 pentadecasodivm salt. For example, in some embodiments. a vial
contans about 31 mg WVE-(03 pentadecasodium salt; in some embodiments, a vial contains about 62 mg
WVE-003 pentadecasodium salt; in some embodiments, a wvial confains about 84 mg WVE-003
pentadecasodium salt. In some embodiments, 8 vial contains 31.4 mg WVE-003 pentadecasodium salt. In
some embodiments. a vial contains 62.7 mg WVE-003 pentadecasodium salt. In some cmbodiments. a vial
contains 94,1 mg WYE-003 pentadecasodium salt. Jo some embodiments, the present disclosure provides a
pharmaceutical composition compnising or dehivering WVE-003 or a phammaceuticallv acceptable salt form
thereof and a pharmaceutically acceptable carrier. In some embodiments, the present disclosure provides a
pharmaccutical composition comprising WVE-003 pentadecasodium salt and a pharmaccutically acceptable
carrier. In some embodiments, a phbarnmaceutical composition consists of a WVE-003 drug substance and a
pharmaccutically acceptable carrier. In some crubodiments, a pharmaceutically acceptable carrier is aCSF. In
some embodirnents, each WVE-003 drug product vial contaimns WVE-003 drug substance for a single dose. o
some embodiments, WVE-003 drug substance 1s reconstituted and diluted in artificial cerebral spinal fluid
{aCSF) as a sterile, preservative-free solution at the clinical site prior to intrathecal administration. In some
cmbodiments, a phanuaccutical composttion 18 WVE-003 dissolved in aCSF. In some embodiments, a
pharmaceutical composition is WVE-003 pentadecasodium salt dissolved in aCSF. In some embodiments, the
amount of WYE-003 in or delivered by a composition is equivalent to about 30 mg WVE-0(3 acid form. In
some embodiments. the amount of WVE-G03 1 or delivered by a composition is equivalent to abowt 60 mg
WVE-003 acid form. In some embodiments, the amount of WVE-003 in or delivered a composttion is
equivalent to about 90 mg WVE-003 acid form. In some embodiments, the amount of aCSF in a composition
is about 20 mL. In some embodiments, the present disclosure provides a device, e.g., a container, a syringe
{c.g., a 20-mL polypropylene syringe), ete., containing a pharmaceutical composition as described hergin. In
some embodiments, a device s for 1ntrathecal adrtnistration. In some emmbodiments. a device contains a dose

of WVE-003, e.g., about 30 mg, 60 mg or 90 mg, as described hercin. In some embodiments, a device s for
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administration or delivery of 3 dose of WVE-003, ¢ g, about 30 mag, 60 mg or 90 mg, as deseribed herein. In
some embodiments, a device 13 for intrathecal adounistration or delivery of a dose of WVE-003, ¢ g., about 30
mg, 60 mg or 80 mg, as described herein. In some embodiments, a WVE-003 composition. e.g., a drug product,
contains no preservatives, inactive ingredionts, or excipients.

(3410} In some embodiments, WVE-003 drug product is a white to off-white solid with no visible material
and essentially free of particulates upon reconstitution. fo some embodiments, pH of a 20 mg WVE-003 1 2
mL artificial cerebrospinal flind (aCSF) solution 18 about 6.0 — §.0. In some embodiments, pH of a 20 mg
WVE-003 in 2 mL a’SF solution is about 6.4 - 7.2

{0411 {n some embodiments, a frcezing temperature at about -45 °C. primary and sccondary drying
temperatures at about -14 °C and 25 °C, and 100 mTorr pressure are uttlized. Other skidled in the art appreciate
that other teraperatures and/or pressure may also be atilized.

{3412] In a preparation, approxamately 75 grams of WVE-003 drug substance is formulated with water for
mjection, Ph. Hur. / USP to achieve & mg/ml solation. Approximately, 2.53 mL each of this solution is
lyophilized to a powder yielding a nominal value of 20 mg drug/vial. A drug product ot may be made by
pooling multiple drug substance lots. In some embodiments, as an example the total number of vials calculated
from the amount of drug substance 1s as follows:

The purity, sodium countent, and water content of dreg substance was 86%, 4.3%, and 8%. respectively.

The drug substance (DS) amount used for manufacturing drug product (DP) batch 15 75.04 g

The total amount of oligonucleotide in DS for the baich = Amount of DS (g) x 86% Purity/106% < (100% -
4.3% Sodtum Content)/100% x (100% ~ 8% Water Content)/100% = 75.04 g x 0.86 x {0.957) x (.92} < 1060
mg/g = 56,788.38 mg.

The total baich size of drug product at 20 .24 mg/vial = Amount of IS baich/DP vial content = 56,788 mg/20.24
mg = 2,803 vials.

In some embodiments, as an example the total number of vials and batch volume caleulated from the amount
of drag substance is as follows:

The purity, sodium content, and water content of drug substance was 86%, 4 3%, and 8%, respectively.

The drug substance (DS) amount used for manufacturiog drug product (DP) batch 1s 7504 5.

The total amount of oligonucleotide in DS for the batch = Amount of DS {g) x 86% Purity/100% < (100% -
4 3% Sodunum Content - 8% Water Content)/ 100% = 75.04 g x 0.86 x #.877 x 1000 mg/g = 56,596.67 mg.

The total batch size of drug product at 20 24 mg/vial = Amount of DS batch/DP vial content = 56,596 mg/20.24
mg = 2,824 vials.

In some embodiments, the following formula is utitized for calculating batch volume:

Theoretical Batch Volume (mL) = Theoretical total DS in mg x (Purity by UPLC (56)/100%} x [{100% -
Sodium Content (Vo) ~ Water Condent (%463} 100%] + Concentration

For example, 10 one examaple, Theoretical Batch Volume (mL) =75000 mg x 0.86 x 0,877 + 8. 0 mg/mi = 7.070

mi.
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Thaose skilled 1o the art appreciate that 1n various circumstances these exanple methods can provide vials with
about the same amount of WVE-003 and can provide admimstration and delivery of about the same amount of
WVE-003 to patients.

16413) A follow diagram for a WVE-003 drug product manufactuning process is provided in Figure 2 as
an example. WVE-(03 drag substance {D5) containers are thawed at 2-8°C followed by equilibrating at room
temperature (RT). Emploving the purity factor, sodiwn content and % motsture. pure full-length product (FLP)

is calculated as:

purity  (100% — sodium content%) {100% — moisture%;)}
100 106% * 100%

Pure FLP = lDS(g} X Y% X

In some emboduments, a pure full-length product (FLF) is calculated as:

Pure FLP o {BS(g} % purityx {100% — sodiam content% — moisture%) }
ST 100 1009%

Those skilled i the art appreciate that in various circumstances {e.g., levels as described herein for purity,
sodium content %. moisture {water content} %, etc.. and methods as described herein for assessing purity {e.g.,
UPLC as described herein), sodium content % {e.g., ICP-OES as described herem), moisture % (e.g, Karl
Fischer {e.g., USP <921>) as deseribed herein}, ete ), the two calculations can provide about the same results.
In cases where multiple lots of drug substance are to be pooled, then a punty correction factor that is based on
the quantity of DS from each lot is determuined. Depending on pure FLP weight, the batch volume to
masufacture § mg/mk solution is calculated.

{0414] WFT 1o the amount of ~ 50% of the caleulated batch volume 15 added to the formulation vessel by
weight. The DS containers are weighed and DS from each container is transferred mnio the formulation vessel
Appropriate WFI ninses are used to ensure complete removal of DS from containers. The empty DS containers
arc dried and weighed to calculate total DS added to the formulation vessel.

[6415] The DS is mixed adequately and an in-process sample to measure concentration by ultraviolet (UV)
assay s taken. The remaiming solution mass i the formulation is weighed. Based on the results of purity
corrected WVE-(03 drug sobstance concentration, and solution mass, the reqoired amount of WFI to

accomplish WVE-003 drug substance final concentration of 8.0 mg/mkL is calculated as follows:
P g 2

/mg Solution mass (g)

DS conc, X
=y final DS conc. (8 5)

— Solution mass (g)

{(3416] Reqguired amount of WFT 15 then slowly added directlv to the formulation vessel and mixed to
ensure homogenous solution 15 formed. In-process samples are collected for appearance, concentration by UV
spectrophotometry, and density, which should meet various specifications. This final compounded formulation
undergoes bioburden reduction filiration following which it can be stored overnight at 2-8°C, if required.

{6417) In some emboduncnts, a pre-filiration biochurden sample is taken pror to stenle filtration of the
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compounded bulk solution. The final compounded formulation 1s sterile filiered through two 0.2 pm filters in
series prior to filling. Stevile filter units are checked for filter integrity by bubble pomnt method prior to and post
filtration.

{3418} The target fill weight ts determined based on target fill volume of 2.53 mb and measured density.
Filling occurs with periodic fill checks and filled vials with stoppers inx lyo-position are placed on lyophilization-
travs. HEPA carts are used for aseptic transfor of lvophilization-trays into the sterilized lyophilizer. Iu some

embodiments, vophilization cvele parameters are those provided below,

Lyo Cyole Phase TIME | TEMP. Activite Pressure Set Alarm Valug
STEp | STy | Q) ARV point (mTorr) (o
i Load N/A 3.0 Load vials N/A N/A

Freezing
2 Hold = 1440 50 Hold NA NA
3 Ramp 135 -45.0 Ramp Rate: 0.37°C/min N/A N/A
4 Hold 240 459 Hold N/A N/A
Prmary Drving
§ Ramp 90 -14.0 Ramp Rate: 8.342°C/min 160 150
6 Hold 1200 -14.0 Hold 100 150
Sceondary Drving
7 Ramp 80 25 Ramp Rate: 0.49°C/min 100 {50
t Hold 480 28 Hold 100 130

Upon completion of Ivophilization, chamber pressure is increased to 9.6 psi to backfill charaber with sterile
nitrogen (N2}, The stoppers are seated prior {o de-shelving the trays and seals are applied via erimping. The
vials are then visually mspected before sampling for release, stability testing, and packaging or storage.

6419 Process controls and in-process control tests and acceptance Hmits are applicd during the
manufactore of WVE-003 drug product. A primary control of critical steps during the manufacture of WVE-
003 drug product is exerted via m-process concentration measurements via ultraviolet (UV) spectrophotometry.
The in-process concentration measurement i1 used to calculate the amount of WFI required to dilate
compounding solution to a final concentration of & mg/mL WYE-003 drug substance. Appropriate difution is
confirmed by measuring the concentration of final bulk drug solution.  Microbial countrol is cxerted by
measuring pre-filtration bioburden and analvzing pre- and posi-filiration mtegrity of the sterilizing filters. Drug
product filled vials are subjected to periodic weight checks dunng the filling process and 100% visual inspection
prior to sampling for release, bulk packaging, and/or stability.

[6426) Release specifications of WVE-003 drug product may include one or more specifications described
herein, e.g., appearance {¢.g., visual; white to off white solid}, appearance after reconstitution {e.g., visual},
identity {¢.g., by LC-MS, retention time of IP-RP-UPLC, mass, etc.}, purity {¢.g., area %o by IP-RP-UPLC (¢.g.,
Protocol A)), impurnities {e.g., area % by IP-RP-UPLC (e.g.. Protocol A)), assay (c.g.. % label claim; ¢.g.. free
acid. anhvdrous, by UV), pH {c.g., after reconstitution: reconstitute 20 myg vial with 2 mL of al SF diluent. c.g..
USP <791> and/or Ph. Eur. 2.2.3), osmolahity {(c.g., afier reconstitution reconstitite 20 mg vial with 2 mb of

aCSF dilvent; e.g., USP <791> andfor Ph. Eur. 2.2.3), bacterial endotoxin {(e.g., USP <85> and/or Ph. Eur.
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2.6.14), sterility {e.g., USP <71> and/or Ph. Eur. 2.6.1), unifornuty of dose {e.g., USP <903> and/or Ph. Eur
2.9.40), particulate matier {¢.g., USP <788> and/or Ph. Eur. 2.9.19), reconstitution time {e.g., visual}, water
content {e.2., % wiw; e.g., USP <021> Ph. Eur. 2.53.12, Karl Fischer, ete.}, container closure integrity testing
{e.g.. USP <1207>), ¢tc. In some cmbodiments, a WVE-003 drug product demonstrates about the same or
simmilar specification, ¢.g., purity, mpuritics, pH, water content. ete. as a WVE-003 drug substance as described
herein.
{8421] For example, in some embodiments, purity of a WVE-G03 drug product is about 84% ormore e g,
assessed by Protocol A (96 area}). In some embodiments, 1t is about 83% or more. In some embodiments, it 1s
about 46% or more. In somc embodiments, it is about 87% or more. In some embodiments. it is about 88% or
more. In some cmbodiments. 1t s about 80%-20%. In some embodiments, it 15 about 84%-~-90%. In somc
embodiments, 1t 1s about 84%-88%. In some embodiments, total impurities are about or no more than about
169 {e.g.. assessed by Protocol A (% area)). In some embodiments, total impurities are about or no more than
about 13%. In some embodiments. total mpurities are about or no more than about 14%.  In some
embodiments, total impurities are about or no more than about 13%. In some embodiments, total impurities
are about or no more than about 12%. In some embodiments, total impurities are about or no more than about
11%. In some embodiments, sum of WVE-003 and total impunties is about 89%-101%.
{0422} {n some embodiments, the assay (% label claim) of the WVE-003 drug product is determined by
ultraviolet (UV) spectrophotometry. Test samples are reconstituted with water, then guanttativelv transferred
to a volumetric flask and diluted to volume with water. The absorbance of the solution at 260 nm is measured
and used, along with molar extinction coefficient (MEC), and the experimentally measured WVE-003 purity,
to deternune the amount of punty corrected WVE-003 drug substance per vial (mg/vial), which is then
compared to the expected amount in vial, ¢.g., 20 mg, to obtain % label claim. In some embodunents, assay
sarapie preparation and calculations are performed as described below:
Finushed product vial is reconstitited with 2.5 mL of water to obtain a solution of 8 mg/mL. Stock Sample (0.1
mg/mL} Pipette {in duplicate} ¢.32 mL of 8 mg/mL drug product into a 25 mL volumetric flask, (S with water
and mix well. Working Sample (0.02 mg/mL): From each 0.1 mg/mL stock sample solution pipette 2.0 mbL
mio a 10 mL volumetnc flask. Diute to volume with water and mix well.
Each working sample 1s analyzed at 260 nm (A260) with | reading (1 cm cuvette).
WVE-0(3 % label claim (%6LC) from A260 1s calealated as follows:

Abs x Total DF X Purity
Conversion factor X Path Length

Assay (mg/ml) =

s Mgy N g R - ! m \
Assay (\—?ﬁ- = Assay (?ﬁ_f) X Reconstitution volume (;5;5’
WVE-003 Assay (325
OGLC = . TR ~ % 100
Label claim (m>

DF = diution factor(s). Assay values are averaged for final reporting.
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1o some embodiments. % label clamm s about 100% £ 10%. In sooe embodinents, it is about 95%-105%. In
some embodiments, 11 1s about 93%. In some emboduments, 1t 18 about 96%. In some embodiments, it 1s about
§7%. In some embodiments, it is about 98%. In some embodiments, it 1s about 99%. In some embodiments,
1t is about 100%. In some embodiments, it is about 101%. In some embodiments, it 1s about 102%. In some
cmbodiments, it is about 103%. In some embodiments, it 1s about 104%. In some cmbodiments, i is about
105%. Insome embodiments, it 1s about 106%. In some erubodiments. it 15 about 107%. fn some embodiments,
it 1¢ about 108%. In some embodiments, it is about 109%. In some embodiments, it is about 110%.

{8423) In some embodiments, reconstitution time of WVE-003 drug product is determined visually upon
reconstitution with 2 ml sterile, preservative-tfree aCSF and gentle inversion unttd the cake is completely
dissolved. The time it takes to completely reconstifute the cake 1s determined using a calibrated timer,

{(30424] In some embodiments, the uniformity of WVE-003 drug product dosage wnits is determined by UV
content wuiformity method. The aniformuty of WVE-003 drog product dosage umits i3 determined by
reconstitution of ten vials, and 1t necessary, an additional twenty vials are tested. The assay (% label claim) 18
determined by UV spectrophotometyy, as described above, for cach vial. The acceptance value (AV value) is
then calculated using the determined assay (% label claim) resulis in each tested vial as specified in the
compendia.

{06425] {n some embodiments, particolate matter 1n WVE-003 drug product is determined by reconstitution
of 10 vials with 10 mb puniticd water. then pooling of the resulting solutions for analvsis The pooled solution
is then analyzed using a particle counter per the Test 1.B hght obscuration test to determine the number of
particles 10 pm or greater and 25 pum or greater i this solution. Calibration verification 1 performed prior to
tost sample analysis.

[63426] In some embodiments, the specification for osmolality of a WVE-003 drug product {(diluted
alCSF), ¢.g., as measured per USP <785>/ Ph. Eur. 2.2.35, aligns with the reconstitution redium {e.g., aCSE)
and is consistent with the osmolakhity range of human cerebrospimal fluid.

{8427} In some embodiments, a WVE-003 drug product is stored at about 5°C, eg.. + 3°C. In some
cmbodiments, it is stored at about 25°C, e.g.. & 2°C. In some embodiments, it can be stored at about 40°C, ¢,
+ 2°C. In some emabodiments, it is stored at 60% RH. In some cmbodunents, it is stored at 75% RH.
Manufactured drug products are stable for vanous assessed time periods and/or temperatures.  In some
emboediments, a WVE-003 drug product 1s stable for about 6, 9, 12, 15, 18, 21, 24, 27, 30, 33, 36. or more
months. In some embodiments, a WVE-003 drug product is stable for about 6. 9. 12, 15, 18, 21, 24, 27, 30. 33,
36 or more months at about 5°C, e.g., + 3°C. fo some embaodiments, a WVE-003 drug product is stable for
about 6, 9, 12, 15, 18, 21, 24 or more months at about 25°C, e.g., + 2°C {e.g., 60% RH + 3%). In some
embodiments, a WYE-003 drug product 1s stable for about 1, 2, 3, 4, 5, 6 or more months at about 40°C, e.g.,
+2°C {o.g., 75% RH = 3%).

{6428 {n some embodiments, WVE-003 15 provided i a solution composition. ¢.g., dissolved in aCSF,

In some emboduments, diluent to be used as placebo and diluent for the reconstitution of WVE-003 {(drug
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product vials) is an artificial cercbrospinal fluid (aCSF) solution. In some embodiments, #is in a 20 L, USP/
Ph. Eur. Type 1 clear glass vial sealed with a serum stopper, an aluminum overseal with a white matte flip-off
buiton. In some embodiments, a vial contains 2C.8 mL of aCSF (which includes 0.8 mL overfill above the
nominal fill vohume of 20 mL}. In some embodiments, pH of a diluent, e.g., aCSF, is about 6.8-7.8. In some

embodiments, it is about 7.2-7.4. A composition of diluent is presented below:

~ ) e o Possible iy | Concentration
Component Quality Standard Fuonction Amount per vial me/mL
Calecium chlonde, - e 5 "

dikdrate Ph. Eur, BP, JP, USP | Tonicifier 42 mg 0.21 mg/mL
Magnestun chlonde .. .

& > h Fur T nicific 3. x 0. a/mis
hewahvdrate Crvstals Ph. Eur, BP, USP, JP | Toniecifier 32mg 0.16 mg/mi
Potassium chloride Ph. Eur., BP, USP_JP | Tonicifier 44 mg 022 mg/mL
Sodium chioride Ph. Eur. BP JP, USP | Tonicifier 175 4 mg 8.77 mg/mL
Sodium phosphate Ph. Eur., BP, USP, JP | Buffer 202 mg 0.101 mg/mL
dibasic, anhvdrous =
Sodium phosphato Ph. Eur.. BP, USP, IP | Buffer 0.9 mg 0.045 mg/mL
monobasic, dihvdrate < =
ggﬁiﬁn hydroxide, Ph. Bur, NF, BP, JP | pH adjustment | As required As required
Hvdrochloric acid Ph. Eur, NF, BP, JP | pH adjustment | As required As required
Water for Injection Ph. Eur., USP Diluent Qs Qs

USP = United States Phammacopeia, NF == National Formulary, Ph. Eur. = European Pharmacopoeia, JP =
Japanese Pharmacopocia, BP = British Pharmacopoeia, Q8 = guantity sufficient

In some embodiments, a compostiion of diluent is as presented below:

Component Guality Standard PQSSIME Amount per vial CO?}.G@MHUOB
- Function me/mi

Calcium chlonde, Ph. Eur. BP. JP, USP | Tonicificr 4368 mg 0.21 mg/mL

dihydrate

Magﬁﬁ?‘ um c}‘iionde, Ph. Eur., BP, USP_JP | Tonicifier 3328 mg 0.16 mg/mL

hexahvdrate Crystals

Potassium chloride Ph. Eur., BP, USP, JP | Tonicifier 4576 mg 0.22 mg/mL

Sodium chlonide Ph. Eur, BP, IP, USP | Tomcificr 182416 mg &.77 mg/mlL

Sodium phosphate Ph. Fur. BP. USP,JP | Buffer 2.100% mg 0.101 mg/mL

dibasic, anhvdrous

Sodium phospbate Ph. Eur. BP, USP_JP | Buffer 0.936 mg 0.045 mg/mL

monobasic, dihydrate

Sodium hydroxide, o oy - e e

pellots (1N in WF) Ph. Eur, NF, BP, JP | pH adjustment | As require As required

iﬁi};ﬂir)ochienc acid (IN'in Ph, Eur,, NF, BP, P | pH adjustment | As required As roquited

Water for Injection Ph. Eur., USP Dhluent QS 208 mL 3S1.0mL

USP = United States Pharmmacopeia, NF = National Formulary, Ph. Eur. = European Pharmacoposia, JP =

Yapanecse Pharmacopocia, BP = British Pharmacopocia, QS = quantity sufficient, WFI = Water for bjection, N
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= nopmality

Formudations of WYVE-003

16429 In some embodiments, the present disclosure provides a formulation of a HTT oligonucleotide,
e.g.. WVE-Q03,

{6439) In some embodiments, a HI'T oligonucieotide. or a salt form thereot. or a HTT oligonucientide
composition s capable of mediating an allele-specific decrease in the level, expression and/or activity of a
mHTT transenipt.  In some embodiments, a HTT oligonucleotide, or a salt form thereof, or a HTT
oligonucleotide composition 1s or is of WVE-003. In some embodiments, a HTT oligonucleotide, or a salt form
thereof, or a HTT oligonucleotide composition is capable of mediating allele-specitic knockdown of a mutant
HTT transcript.  In some embodiments, the present disclosure provides a chirally controlled HTT
oligonucleotide composition 1s capable of mediating allele-specitic knockdown of a mutant HTT transcnipt.
{3431] in some embodiments, a HT'T oligonuclentide, or a salt form thereof. or a HTT oligonucieatide
compasition 15 provided as a lvophilized powder for reconstitution and ditution for administration. Tn some
embodiments, WVE-003 preparations or formulations are in the form of a white to off-white Ivophilized solid.
In some embodiments solubility of WVE-0G03 drug substance in water determined o be at least 79.20 mg/ mbL
as determined by UV spectrophotometry. Insome embodiments, the pH of WV E-003 drug substance in purified
water ranges from 6.0-8.0.

{B3432] In some embodiments, a HTT obigonucleotide, or a salt form thereof, or a HTT oligonucleotide
composition 1s provided as a quid formulation.

{6433] in somce cmbodiments, WYE-003 has been formulated as a fyophilized powder for reconstitution
and dilution for admmistration.  In some cmbodiments, WVE-003 bas been formulated as a as a hquid
formulation.

{6434} In some embodiments, the present disclosure provides a particular formulation of WVE-003, In
some embodiments, the present disclosure provides a method of use of a particular formulation of WVE-003 at
a dosage of about 30, about 64, about 90, about 120, about 150 or about 168 mg in treatment of Huntington’s
discase.
{(3435] In some embodiments, a HTT oligonucleotide 1s WVE-003.

{3436} In some embodiments, the present disclosure pertains to: A method of treatment of Huntingion’s
disease in a subject in need thercof, wherein the subject s adminstered a HTT cligonucleotide which is
formulated as a liquid formulation, wherein the liguid formulation is reconstituted from a lvophilized

preparation with a solution of sodiwm chlonde.

{6437] In some embodiments, a lvophilized preparation of WVE-(03 1s a dry powder.
{0438) {n some embodiments, a lyophilized preparation of WYE-003 is a dry powder prepared by

Ivophilization of 3 hguid forawlation of WVE-003 in water.

{34397 In some embodiments, a lvophilized preparation of WVE-003 is a dry powder in a vial.
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{(440] {n some crobodiments, a lvophilized preparation of WVE-003 is about 20 mg of a drv powderina
vial.

(3441} In some embodiments, a lyophilized preparation of WVE-003 is a dry powder in a 10 ml vial.
16442] In some embodiments, a lyophilized preparation of WVE-0G03 is about 20 mg of a dry powderina

10 mi vial,
{6443] The reconstituted solution does not contain any preservatives: theretore, it should be administered

without delay. If this is not possible, the solution should be stored at room temperature and adnunistered within

4 hours.

{0444 Partially used, unused, or damaged vials should be disposed of.

{(445] {o some cmbodunents, HTT oligonucleotides WVE-003 were analyzed i nonclinical and clinmcal
studies.

{3446} In some embodiments, WVYE-003 1 provided in a solution. In some embodiments, WVE-003 s

administered i a solution. In some embodiments, WVE-003 15 dissolved 1 a suitable diluent.  In some
embodiments, a diluent 15 aCSF. o some embodiments, a WVE-0(3 composition s a WVE-003 preparation

{c.g., drug subsiance, drug product, etc.) dissolved in aCSF.

Dosing Regimen of a HI'T Oligonucleotide

{0447} {n some ecmbodiments, a dosing regimen of an ohgonucleotide, an oligonucleatide composition, a
chirallv controlled oligonuclestide composition, or a therapeutically effective amount of any thereof, is anv
dosing regimen described herein.

{3448} In soms cmbodiments, a dosing rogimen pertains to: the amount of an individual dosc of an
ohigonucleonde, an oligonucleotide composition, a chirally controlled oligonuclentide composition, or a
therapentically effective amount of an oligonucleotide, an ohgonucleotide composition, a chirally controlled
ohgonucleotide composition: and/or the interval between multiple or successive doses thereof, and/or the total
length or duratton of time during which a subject receives one or more doses thereof, and/or a particular
formulation thereof.

{3449} {n some embodiments, a dosing regimen of WYE-003, an oligonucleotide composition of WVE-
003, a chirally controlied ohgonucleotide composition of WVE-003, or a therapeutically effective amount of
WVE-0(3, an oligonucleotide composition of WVE-{03, a chirally controlied oligonucleotide composition of
WVE-003, or a therapeutically effective amount of an oligonucieotide compasition of WVE-003, a chirallv
controlled oligonucleotide composition of WVE-003, or a therapeutically effective amount of WVE-003, an
oligonucleotide composition of WVE-003, a chirally controlled oligonucleotide composition of WVE-003 15
any dosing regimen described herein. In some embodiments, a dosing regimen includes but s not hmited to a
specific amount {¢.g., about 36 mg, about 60 mg, about 90 mg, about 120 mge, about 150 myg, and/or about 168
mg per dose, per dosage, and/or per admmistration) and/or particular dosing intervals (e g, once about cverv 4

weeks, once about every & weeks, once about every 12 weeks, once about every month, once about every 2
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maonths, ¢tc.). and/or particular fengths or durations of dosing {¢.g., dosing nccurs over a span of time of at least:
about 1 month, about 2 month, about 3 months, about 4 months, about 5 months, about 6 months, about 7
months, about 8 months, about 9 months, about 10 months, about 11 months, about 12 months, about 18 months,
about 24 months, about 36 months, about 48 months, and/or at least: about 4 wecks, about 8 wecks, about 12
weeks, about 16 weeks, abouat 20 weeks, about 24 weeks, about 28 weeks, about 32 weeks, about 36 weeks,
about 40 weeks. about 44 weeks. about 48 weeks, about 32, about 78 weeks, about 104 weeks, about 136 weeks,
about 208 weeks, ete.). In some embodiments, a dosing regimen is any dosing regimen described herein, In
some embodiments, a dosing regimen 18 or comprises a dosing regimen described in the Examples.

{0450) {n some embodiments, a dose of WVE-003 {e.g., about 30, about 60, about 90, about 120, about
{50 or about 168 mg) is adnunistered to a subject in need thereof, on a regular schedule or dosing regimen.
{451] In some embodiments, a dose of WVE-003 is administered approximately monthly. Tn some
embodiments, a dose of WVE-043 1s adaunistered approximately once every 2 months. In some embodiments,
a dose of WV E-003 is adminisiered approximately once every 8§ weeks. In some embodiments, a dose of WVE-
003 1s admimstered approximately once every 12 weeks.

{6452] In some embodiments, a dose of WVE-003 1s administered approximately monthly for at least
about three months. In some embodiments, a dose of WVE-003 1s administered approximaiely once every 2
months for at least about four months. In some cmbodiments, a dose of WVE-003 is administered
approximately once every 8 weeks for at least about 16 weeks. In some embodiments. a dose of WVE-003 1g
administered approxamately once every 12 weeks for at least about 12 weeks.

{3453} In some embodiments, a dose of WYE-003 is administered approximately monthly, and preceding
the first monthly dosc, WVE-003 15 administered, followed by an approximately 8-weck {approximately 2-
mooth) washout period. In some embodiments, a dose of WVE-003 1s adnunistered approximately once every
2 months, and preceding the first once everv 2 months dose, WVE-003 1s admiunustered, followed by an
approximatelv 12-week (approximately 3-month) washout period. In some embodiments, a dose of WVE-(G03
is administered approximately onee every 8 weeks, and preceding the first once every 8 weeks dose, WVE-003
is administered, followed by an approximately 12-week {approximately 3-mouth) washout period.

{(454] {n some erabodiments, a dose of WVE-003 15 administered, followed by an approxumately 8-week
{approximately 2-month} washout period, followed by approximately monthly doses of WVE-003. In some
embodiments, a dose of WVE-003 is administered, followed by an approximately 12-week (approximately 3-
mounth) washout period, followed by approximately once every 2 months doses of WVE-003. In some
embodiments, a dose of WVE-003 1z administered, followed by an approximately 12-week {approximately 3-
month) washout period, followed by approximately once everv 8 weeks doses of WVE-003,

{B455) In some embodiments, a lumbar puncture (spinal tap} procedure is performed to obtain CSF for
analysis after one or more doses of the oligonucleotide.

{B456] {o some ornbodiments, a lumbar puncture (spinal tap) procedure is perdformed to obtain CSF for

analvsis after approximately 1 mouth (approximatelv 4 weeks) after the third monthly dose.
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{(457] {n some embodiments, the present disclosure provides a method for selectively reducing level of
mHTT protein over wiHTT protein i a subject, wherein the method comprises administering or delivering to
the sabject WVE-003 according to a dosing regimen provided herein, In some embodiments, the present
disclosure provides a method for selectively reducing level of mHTT protein over wtHTT protemn i CSF ina
subject, wherein the method comprises administening or delivering to the subject WVE-003 according to a
dosing regimen provided hercin. In some embodiments, the present disclosure provides a method for slowing
caudate atrophy in a subject, wherein the method comprises administering or delivering to the subject WVE-
003 according to a dosing regimen provided herem. In some embodiments, the present disclosure provides a
method for reducing TMS of a subject. wherein the method comprises administering or delivering to the subject
WVE-003 according to a dosing regumen provided herein,  In soae embodiments, the present disclosurs

provides a method for delaying onset of one or more symptoms of Huntington’s disease m a subject, wherein
the method comprises adnunstering or delivering to the subject WVE-003 according to a dosing regimen
provided herem.

(458} In some embodiments, the present disclosure provides a method for selectively reducing level of
mHTT protein over wildTT protein in a population of subjects, wherein the method comprises admunistening or
delivering to the subject WVE-003 according to a dosing regimen provided herein. In some embodiments, the
present disclosure provides a method for selectively reducing level of mHTT protein over wtHTT protein in
CSF in a population of subjects, wherein the method comprises administering or delivering to the subject WVE-
003 according to a dosing regimen provided herein. In some embodiments, the present disclosure provides a
method for slowing caudate atrophy in a population of subjects, wherein the method comprises administering
ot delivering to the subjoct WYE-003 according to a dosing regimen provided hercin. In some cmbodiments,
the present disclosure provides a method for reducing TMS w1 a population of subjects, wherem the method
comprises adininistering or delivering to the subject WVE-003 according to a dosing regimen provided herein.
In some embodiments, the present disclosure provides a method for delaving ouset of one or more symptoms
of Huntington’s disease in a popudation of subjects, wherein the method comprises administering or delivering
to the subject WVE-003 according to a dosing regimen provided herein.

{(459] {n some embodiments, a dose of WVE-003 is administered approximately once about every 8
weeks or longer. In some embodiments, a dose of WVE-003 is admmistered approximaiely once about every
8 weeks. In some embodiments, a dose of WVE-003 is admunistered approximately once about every gquarter
or longer. In some embodiments. a dose of WVE-003 is administered approximately once about every quarter.
{8460] In some embodiments, one or meore doses {e.g., 1,2, 3.4, 5, 6,7, 8 9, 10 or more) of WVE-(03
are administered about every 8 weeks or longer. Tn some embodiments, two or more doses of WVE-003 are
administered about every & weeks or longer. In some embodiments, three or more doses of WVE-003 are
administered about every 8 weeks or fonger. In some embodiments, one or more {e.g., 1. 2.3, 4,5,6,7,. 8.9,
10 or more} doses of WVE-003 are admimistered about quarterly orlonger. In some embodiments, two or more

doses of WVE-003 are administered about guarterty or longer. In some embodiments, three or more doses of
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WVE-(03 are adnunistered about quarterly or lovger. In some embodiments, oneormore{eg.. 1,23, 4, 5,6,
7, 8,9, 10 or more} doses of WVE-003 are administered about quarterlv. In some embodiments, two or moore
doses of WVE-003 are admimistered about quarterly. In some embodiments, three or more doses of WVE-003
arc administered about quarterly.

{3461 In some embodiments, a set of two ormore {¢.2., 2, 3. 4. 5,6, 7, 8, 9, 10 or more) doses of WVE-
003 are administered or delivered about every § weeks or longer. In some embodiments, a set of three or more
doses of WVE-003 are admimstered or debiverad about every 8 weeks or longer. In some embodiments, a set
of two or more {e.g., 2, 3,4, 5,6, 7. 8, 9, 10 or more) doses of WVE-003 are administered or dehivered about
guarterly or longer. In some embodiments, a set of three or more doses of WVE-003 are administered or
delivered about guartedy or longer. To somc embodiments, asct of twoarmorc {eg., 2, 3,4.5.6,7. 8,9, 10
or more) doses are admimstered or delivered about quarierly. In some embodiments, a set of three or more
doses are administered or delivered about quarterly. In some embodiments, one or more doses of WVE-003
are admimistered or delivered to a subject before a set of two ormore {(eg.. 2, 3,4, 5, 6. 7.8, 9. 10 or more)
doses of WYVE-003. In some embodiments, one or more doses of WVE-Q03 are admunistered or delivered fo a
subject before a set of three or more doses of WVE-(03,

{8462) In some embodiments, level of mHTT protein in CSF of a subject 18 reduced by 30% or more
compare to a reference fevel of mHTT protemn in CSF. In some embodiments, level of mHTT protein is assessed
about 14, 21, 28, 35,42, 49,56, 63,70, 77. 84 ormore days or 2, 3,4, 5.6, 7, 8,9, 10, 11. 12 or more weeks
after a last dose of a set of doses. In some embodiments, level of mHTT protein is assessed about 28, 36, or 84
days after a last dose of a set of doses. In some embodiments, level of mHTT protein is assessed about 28 days
after a last dose of a sct of doscs. 1o some embodiments, level of mHTT protin is assessed about 56 days after
a last dose of a set of doses. In some embodiments, level of mBETT protemn is assessed about 84 days after a
fast dose of a sct of doses. In some embodiments, a reference level of mHTT protein is or comprises a baseline
level,

{0463} In some embodiments. level of mHTT protein in CSF of a subject is selectively reduced compared
to level of wiHTT protem in CSF. In some cmbodiments, level of mHTT protein in CSF of a subject is
sclectively reduced compared to level of wtHTT protein in CSF f assessed about 14, 21, 28, 35, 42, 49, 36, 63,
76,77, 84 ormore davs or 2, 3,4, 5, 6,7, 8,9, 10, 11, 12 or more weeks after a last dose of a set of doses. In
some embodiments, level of mHTT protein in CSF of a subject is selectively reduced compared to level of
witHTT protein in CSF if assessed about 28, 36, or 84 davs after a last dose of a sot of doses.  In some
embodiments, level of mHTT protein in CSF of a subject is sclectively reduced compared to level of witHTT
protein in CSF if assessed about 28 davs after a last dose of a set of doses. Tn some embodiments, fevel of
mHTT protein in OSF of a subject 1s selectively reduced compared to level of wtHTT protein in CSF if assessed
about 56 days after a last dose of a set of doses. In some embodiments, level of mHTT protein in CSF of a
subject is sclectively reduced compared to level of wtHTT protein in CSF if assessed about 84 davs after a last

dose of a set of doses.
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{B464] {n some embodiments, level of wtHTT protern in CSF of a subject is not reduced compared 1o a
reference level of witHTT protein i CSF. In some embodiments, level of wiHTT protem 1s assessed about 14,
21,28,35,42,49,56,63,70, 77, 84 ormore days or 2,3, 4, 5. 6,7, &, 9, 10, 11, 12 or more weeks after a last
dose of a set of doses. In some ombodiments, level of wiHTT protein is assessed about 28 days after a last dose
of a set of doses. Inn some embodiments, level of wiHT T protein is assessed about 36 days afier a last dose of
a st of doses. In some embodiments, level of witHTT protein is assessed about 84 days after a last dose of a
set of doses. Tn some embodiments, level of wtHTT protemn 1 CSF of a subject 1s not reduced compared to a
reference level of WtHTT protein in CSF if assessed about 14, 21, 28, 35, 4240, 56, 63, 70, 77, 34 or more
daysor2,3.4.5,6,7 8 9,10, 11, 12 or more weeks after a last dose of a set of doses. In some emabodiments,
tevel of wiHTT protein in CSF of a subject 15 not reduced compared to a reference level of wiHTT protein in
CSF 1f assessed about 28, 56, or 84 davs after a last dose of a set of doses. In some embodiments, level of
wiHTT protein i CSF of a subject s not reduced compared to a reference level of wtHTT protein i CSF f
assessed about 28 days afer a last dose of a set of doses. In some embodiments, ievel of wtHTT protein in CS¥
of a subject 1s not reduced compared to a reference fevel of wiHTT protein m CSF f assessed about 36 days
after a last dose of a set of doses. In some embodiments, level of WwiHTT protein in CSF of a subjeet is not
reduced compared to a reference level of wiHTT protemn in CSF if assessed about 84 days after a last dose of a
set of doses. o some embodiments. a reference wiHTT protein level is or comprises a baseline level.

{0465]) {n some emboduments, level of wtHTT protein i CSF of a subject 15 increased compared to a
reference level of witHTT protein in CSF. In some embodiments, level of wiHTT protein is assessed about 14,
21,28, 35,42,49,56,63,70, 77, 34 ormore days or 2,3, 4, 5, 6,7, 8, 9, 10, 11, 12 or more weeks after a last
dosc of a sct of doses. In some cmbodiments, lovel of wiHTT protein is asscsscd about 28 days after a last dosc
of a set of doses. In some emboduments, level of wiHTT protein 1s assessed about 36 days afier a last dose of
a set of doses. In some embodiments. level of witHTT protein is assessed about 84 days after a last dose of a
set of doses. In some embodiments, level of wiHTT protein in CSF of a subject 18 increased compared to a
reference level of WtHTT protein in {SF if assessed aboat 14, 21, 28, 35,42, 40 35663, 70, 77, &4 or more
daysor2,3.4.5,6,7 8 9,10, 11, 12 or more weeks after a last dose of a set of doses. In some embodiments,
tevel of weHTT protein i CSF of a subject 15 increased compared to a reference level of wiHTT protein in CSF
if assessed about 28, 56, or 84 days after a last dose of a set of doses. In some embodiments, level of wiHTT
protein in CSF of a subject is increased compared to a reference level of wiHTT protein 1o CSF if assessed
about 28 davs after a last dose of a set of doses.  In some embodiments, level of witHTT protein in CSF of a
subject is increased compared o a reference level of wiHTT protein in CSF if assessed about 56 days after a
last dose of a set of doses. In some embodiments, level of wiHTT protemn in CSF of a subject 1s mereased
compared to a reference level of wtHTT protein in CSF if assessed about 84 days after a last dose of a set of
doses. In some embodiments. a reference wiHTT protein level is or comprises a baseline level.

{3466} In some embodiments, ventricular volume of a subject after one or more WVE-003 doscs is

comparable to a reference veniricular volume. In some embodiments, ventricular vohime s assessed by MRL
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I some embodiments, ventricular volume 15 assessed by MRI about (4. 21, 28, 35, 42, 49, 56, 63, 70, 77, 84
ormore days or 2, 3, 4,5, 6,7, 8 9, 10, 11, 12 or more weeks afier a last dose of a set of doses. In some
embodiments, ventricular volume is assessed by MRIL In some embodiments, ventricular volume is assessed
by MRI about 28, 56, or 84 days after a last dose of a set of doses. In some embodiments, ventricular volume
is assessed by MRI about 28 days afier a last dose of a set of doses. In some embodiments, ventricular volume
is assessed by MR1 about 56 days after a last dose of a sct ot doses. [n some embodiments, ventricutar volwne
is assessed by MRY about 84 days after a last dose of a set of doses. In some embodiments, a reference
ventricular vohune i3 a baseline ventricular volame.

{0467] {n some embodiments, TMS of a subject is reduced after one or more WVE-003 doses compared
to a reference TMS. o some emobodiments, TMS of a subject is reduced after a last dosc of a set of doses. In
some embodiments, a reference TMS 1s a baseline TMS.

{3468} In some embodiments, a dosing regimen comprises aset of twoormore (e.g.. 2, 3.4,5,6, 7. 8.9,
10 ot more) doses of WVE-003. In some cmbodiments, a dosing regimen comprises three or more doses of
WVE-003. Insome embodiments, a dosing regimen coraprises a set of two ot more doses of WVE-003, wherein
cach dose of the set 15 independently equivalent to about 30 mg WVE-003 free acid form. In some
embodiments, a dosing regimen comprises a set of three or more doses of WVE-003, wherein each dose of the
set is independently equivalent to about 30 mg WVE-003 free acid form. In some embodiments, a dosing
regimen comprises a set of two or more doses, wherein the set of doses are admunistered or dehvered about
everv & weeks or longer. In some embodiments, a dosing regimen comprises a set of three or more doses,
wherein the set of doses are administered or delivered about every 8 weeks or longer. In some embodiments, a
dosing regimen compriscs a set of two or more doscs, wherein the sct of doscs arc adounistered or delivered
about every 8 weeks. Insome embodiments, a dosing regimen comprises a set of three or more doses, wheren
the set of doses are adounistered or delivered about every 8 wecks. In some embodiments, a dosing regimen
comprises a sct of two or more doses, wherein the set of doses are administered or dehvered about quarterly or
fonger. In some embodiments, a dosing regimen comprises a set of three or move doses, wherein the set of
doses are administered or delivered about quarterfy or longer. In some embodiments, a dosing regimen
compriscs a set of two or more doses, wherein the set of doses are admistered or delivered about quarterly.
in some embodiments, a dosing regimen comprises a set of three or more doses, wherein the set of doses are
admunistered or delivered about quarterly. In some embodiments, a dosing regimen comprises a set of two or
mote doses, wherein each dose of the set is independently equivalent to about 30 mg WVE-003 free acid form
and the set of doscs are administered or delivered about cverv 8 wecks or longer. o some embodiments, a
dosing regimen comprises a set of three or more doses, wheremn each dose of the set 1s mdependently equivalent
to about 30 mg WVE-003 free acid form and the set of doses are administered or delivered about every 8 weeks
or longer. In some embodiments. a dosing regimen comprises a set of two or more doses, whetein each dose
of the set is independently equivalent to abouwt 30 mg WVE-~003 free acid form and the set of doses are

administered or delivered about every 8 weeks. In some embodiments, a dosing regimen comprises a sct of
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three or mote doses, wherein cach dose of the set 1s independently equivalent to about 30 mg WVE-003 free
acid form and the set of doses are administered or delivered about every § weeks. In some embodiments, a
dosing regimen comprises a set of two or more doses, wherein each dose of the set is independently equivalent
to about 30 mg WVYE-002 free acid form and the sot of doses are administered or delivered about quarterdy or
fonger. In some embodiments, a dosing regimen comprises a set of three or more doses, wherein each dose of
the setis independently equivalent to about 30mg WVE-003 tree acid form aud the set of doses are admotistered
or delivered about guarterly or longer. In some embodiments, a dosing regimen comprises a set of two or more
doses, wherein cach dose of the set is independently equivalent to about 30 mg WVE-003 free acid form and
the set of doses are administered or delivered about quarterly. In some embodiments, a dosing regimen
comprises a set of three or more doses. wherein each dose of the set 15 independently equivalent to about 30 mg
WVE-003 free acid form and the set of doses are adminmistered or delivered about quarterly.

{3469} In some emboduments, a dosing regomen 1s demonstrated to achieve i a popudation of subjects
about 30% or more reduction 1o fevel of mHT T protein i CSF compared to a reference level of mHTT protein.
In some embodiments, a dosing regimen 1s demonstrated to achieve in a population of subjects about 30% or
more reduction in level of mHTT protein in CSF compared to a reference level of mHTT protein if assessed
about 14, 21, 28, 35,42, 49, 56,63, 70, 77, 84 ormore days or 2, 3,4, 5,6, 7, 8, 9, 10, 11, 12 or more weeks
atier a last dose of a set of doses, In some embodiments, a dosing regimen 13 demonstrated to achieve in a
population of subjects about 30% or more reduction i level of mHTT protein 1o CSF compared to a reference
tevel of mHTT protemn if assessed about 28, 56, or 84 days after a last dose of a set of doses. In some
embodiments, a dosing regimen is demonstrated to achieve i a population of subjects about 30% or more
reduction in lovel of mHTT protein in CSF comparcd to a reforence Iovel of mHTT protoin if asscsscd about
28 days after a last dose of a sct of doses. o some cobodiments, a dosing regumen is demonstrated to achieve
i a population of subjects about 30% or more reduction i level of mHTT protein i CSF compared 10 a
reference level of mHTT protein if assessed about 36 days after a last dose of a set of doses. In some
embodiments, a dosing regimen is demoenstrated to achieve i a population of subjects about 30% or more
reduction in level of mHTT protein in USF compared to a reference fevel of mHTT protein if assessed about
84 days afier a last dose of a set of doses. In some embodiments, a refercuce level of mHTT protein is or
comprises a baseline level of mHTT protein in CSF of the population of subjects. In some embodiments, a
reference level of mHTT protein is or comprises a baseline level of mHTT protein in CUSF of a reference
popelation.  In some embodiments, subjects of a reference population cach independently receive a dose of

placebo for cach dose of WVE-003

{6470} In some embodiments, a dosing regimen s demonstrated to achieve about 30%, 35%, 40%, 41%,
42%, 43%, 44%, 45%, 46% or more reduction of level of mHTT protein in CSF. In some embodiments, a
dosing regimen is demonstrated €0 achieve about 30%, 353%, 40%, 41%. 42%, 43%. 44%, 43%. 46% or more
reduction of level of mHTT protein m CSF if assessed about 14, 21, 28, 35,42, 49, 56,63, 70, 77, 84 or more

davsor2,. 3,4, 5,6,7,8,9, 10, 11, 12 or more weeks afier a last dose of a set of doses. In some embodiments,
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a dosing regimen is demonstrated to achieve about 30%, 33%, 40%, 41%, 42%. 43%, 44%, 45%. 46% or more
reduction of level of mHTT protein in CSF if assessed about 28, 36, or 84 davs afier a last dose of a set of doses.
In some embodunents, a dosing regimen is demonstrated to achieve about 30%, 35%, 40%, 41%, 42%, 43%,
44%, 45%, 46% or more reduction of level of mHTT protein 1o CSF if assessed about 28 days after a last dose
of a set of doses. In some embodiments, a dosing regimen is demonstrated o achieve about 30%, 35%, 40%,
41%, 42%, 43%. 44%. 45%. 46% or more reduction of fevel of T T protein in USF if assessed about 36 days
after a last dose of a set of doses. In some embodiments, a dosing regimen 1s demonstrated to achieve about
30%, 35%, 40%, 41%, 42%, 43%, 44%, 45%, 46% or more reduction of level of mHTT protein in CSFif
assessed about 34 days after a last dose of a sot of doses.  In some embodiments, a dosing regimen is
demonstrated to achicve about 46% reduction in level of mHTT protem i CSF if asscssed about 56 days after
a last dose of a set of doses. In some embodiments, a dosing regimen is demonstrated to achieve about 46%
reduction in level of mHTT protein in CSF if assessed about 56 days after a last dose of a set of doses, wherein
the number of doses in the set s three. In some embodiments, a dosing regimen s demonstrated to achieve
about 44% reduction in level of mHTT protein in CSF if assessed about 84 days after a last dose of a set of
doses, wherein the number of doses in the set 1s three. In some embodiments, a dosing regimen s demonstrated
to achieve about 46% reduction in level of mHTT protein in CSF if assessed about 56 days atter a last dose of
a sct of doses, whercin the number of doses in the set is three and the three doses are administered about every
$ weeks. In some embodiments, a dosing regumen s demonstrated to achicve about 44% reduction in level of
mHTT protein in CSF 1f assessed about 84 days after a last dose of a set of doses, wherein the number of doses
i the set is three and the three doses are administered about every 8 weeks.

16471] in somce cmbodiments, a dosing regimen ts demonstrated to achiove a level of wtHTT protein in
CSF that 1s not reduced as compared to a reference level of wiHTT protein in CSF. In sorae ombodiments, a
dosing regimen is demonstrated to achieve alevel of wiHTT protein m CSF that 1s not reduced as compared to
a reference level of wiHTT protein in USF if assessed about 14, 21, 28, 35,42, 49, 56, 63, 70, 77, 34 or more
davsor2, 3,43 6,7 8 9 10, 11, 12 or more weeks after a last dose of a set of doses. In some embodiments,
a dosing regimen is demonstrated to achicve a level of wiHTT protein inn CSF that is not reduced as compared
to a reference Jevel of wiHTT protein i CSF if assessed about 28, 56, or 84 days after a last dose of a set of
doses. In some embodiments. a dosing regimen is demonstrated to achieve a level of witITT protein in CSF
that is not reduced as compared to a reference level of wit{TT protein in CSF if assessed about 28 days after a
fast dose of a set of doses. In some embodiments, a dosing regimen is demeonstrated to achieve a level of witHTT
protein in CSF that is not reduced as compared to a reference level of wiHTT protein in CSF if assessed about
56 days after alast dose of a set of doses. In some embodiments, a dosing regimen is demonstrated to aclueve
alevel of witHTT protein in CSF that is not reduced as compared to a reference level of wiHTT protein in CSF
if assessed about 84 days afier a last dose of a set of doses. In some embodiments, a dosing regimen is
demoustrated to achieve no wtHTT protein reduction in USF 28 days afier a last dose of a set of doses as

compared to a placebo. In some embodiments, a dosing regimen is demonstrated to achieve no wilHTT protein
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reduction m CSF 36 days after a last dose of a set of doses as compared to a placebo. o somce embodiments. a
dosing regimen is demonstrated to achieve no wiHTT protein reduction in CSF 84 days after a last dose of a
set of doses as compared 1o a placebo. In some embodiments, a dosing regimen 1s demonstrated to achieve no
wiHTT protein redaction in CSF 28 days after a last dose of a set of doses as compared o a placebo, wherein
the number of doscs in the setis three. §o some embodiments. a dosing regimen is demonstrated to achieve no
wiHTT protein reduction in CSF 36 davs aficr a last dose of a sot of doses as comapared to a placebo. wherein
the number of doses 1n the set 1s three. In some embodiments, a dosing regimen is demonstrated to achieve no
wiHTT protein reduction m CSF 84 days after a last dose of a set of doses as compared to a placebo, wherein
the number of doses in the set s three. In some embodiments, a dosing regimen is demounstrated to achiove no
wiHTT protein reduction 1o CSF 28 days after a last dose of a sct of doses as compared to a placebo, wherein
the number of doses n the set is three and the three doses are adminmstered about every 8 weeks. In some
embodiments, a dosing regimen s demonstrated to achieve no witHTT protein reduction in CSF 36 days aftera
fast dose of a set of doses as compared to a placebo, wherein the number of doses in the set is three and the
three doses are adminustered about every 8 weeks. In some embodiments, a dosing regimen s demonstrated to
achieve no wilTT protein reduction in CSF 84 days after a last dose of a set of doses as compared to a placebo,
wherein the number of doses in the set is three and the three doses are administered about every 8 weeks.

{0472} {n some cmbodiments, a dosing regimen is demonstrated to achieve in a population of subjects no
significant venticular volume change compared to bascline ventricular vohume of the population. In some
embodiments, a dosing regimen is demonstrated to achieve m a population of subjects ventricular vohmme
change that is comparable to a reference ventricular volume change. In some embodiments, a dosing regimen
s demonstrated to achicve in a population of subjects ventricular volume change that is no larger than a
refercuce ventnicular volume change. In some embodunents, a dosing regimen 1s demonstrated to achicve in a
population of subjects ventricular volurne change that is conparable 1o 3 reference ventricular volume change

if assessed about 14, 21, 28, 35, 42, 49, 56,63, 70, 77, 84 ormore davs or 2, 3,4, 5,6, 7. 8, 9, {0, 11, |

2or
more weeks after a last dose of a set of doses. In some embodiments. a dosing regimen is demonstrated to
achieve in a population of subjects veuntricular volume change that is no larger than a reference ventricolar
volume change if assessed about 14, 21, 28, 35,42, 49, 56, 63,70, 77, 84 ormore daysor 2, 3, 4, 5,6, 7.8, 9,
14, 11, £2 or more weeks afier a last dose of a set of doses. In some embodiments, a dosing regimen is
demonstrated to achieve in a population of subjects ventricalar volume change that is comparable to a reference
ventricular volume change if assessed about 28. 36, or 84 days after a ast dose of a set of doses. In some
embodiments, a dosing regimen is demonstrated to achieve in a population of subjects ventricular volume
change that is no larger than a reference ventricular volume change if assessed about 28, 56, or 84 days after a
last dose of a set of doses. In some embodiments, a dosing regimen s demonstrated to achieve in a population
of subjects ventricular volume change that is comparable to a reference ventricular volume change if assessed
about 28 days afier a last dose of a sct of doses. In some embodiments, a dosing regimen is demonstrated to

achieve in a population of subjects ventricular volume change that is no larger than a reference ventncular
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volume change if assessed about 28 days after a last dose of a set of doses.  In some embodiments, a dosing
regimen 18 demonstrated to achieve m a population of subjects ventricular volume change that is comparable to
a reference ventricelar volame change if assessed about 56 days after a last dose of a set of doses. In some
embodiments, a dosing regimen is demonstrated to achiove in a population of subjects ventricular volume
change that 1s no larger than a reference ventricular volume change if assessed about 36 days after a last dose
of asct ot doses. In some emboduments, a dosing regimen 1s demonstrated to achicve 1n a population of subjects
ventricalar volume change that is comparable to a reference ventricular vohmme change if assessed about 84
days after a last dose of a set of doses. In some embodiments, a dosing regimen s demonsirated to achieve in
a population of subjects ventricular voleme change that is no larger than a reference ventricular volume change
it assessed about 84 days aficr a last dose of a set of doses. To some embodunents, a dosing regimen is
demonstrated to achieve in a population of subjects ventricular volume change that is comparable to a reference
ventricular volume change 1f assessed about 56 davs afier a last dose of a set of doses, wherein the mumber of
doses in the set 1s three. In somce embodiments. a dosing regimen 1s demonstrated to achicve in a population of
subjects ventricular volume chavge that s comparable to a reference ventricular volume change if assessed
about 36 days after a last dose of a set of doses, wherein the number of doses in the set 1s three and the three
doses are administered about every 8 weeks. In some embodiments, a reference ventricudar volume change is
a veuntricular volume change of a reference population.  In some embodiments, subjects of a reference
population each independently receive a dose of placebo for cach dose of WVE-003. In some cmbodiments,
ventricular volume 1s assessed by MRT

{3473] In some embodiments, a dosing regimen 1s demonstrated to achieve in a population of subjects
slowing of caudaic atrophy compared to a placcbo in a reference population of subjocts. In some cmbodimonts,
a dosing regumen is demonstrated to achiove in a population of subjects slowing of caudate atrophy compared
to a placeho i a reference population of subjects if assessed about 14, 21, 28, 35,42, 49, 36, 63,70, 77. 84 or
more davs or 2,3, 4,5, 6,7, 8 9, 10, 11, 12 or more wecks afler a last dose of a set of doses. In some
embodiments, a dosing regimen is demonstrated to achieve in 2 popudation of subjects slowing of caudate
atrophy compared to a placebo in a reference population of subjects if assessed about 28, 36, or 84 davs aftera
tast dose of a set of doses. In some emboduments, a dosing regmen is demonstrated to achicve it a population
of subjects slowing of caudate atrophy compared to a placebo in a reference population of subjects if assessed
about 28 days after a last dose of a set of doses.  In some embodiments, a dosing regimen is demonstrated (o
achicve in a population of subjects slowing of caudate atrophy compared to a placebo in a reference population
of subjects if assessed about 56 days after a last dosc of a set of doses. In some erobodiments, a dosing regimen
is demonstrated to achieve in a population of subjects slowing of caudate atrophy corapared to a placebo n a
reference population of subjects if assessed about 84 days after a last dose of a set of doses. In some
cmbodiments, a dosing regimen is demonstrated to achieve in a population of subjects slowing of caudate
atrophy compared to a placebo in a reference population of subjects if assessod about 36 days afier a last dose

of a set of doses, wherein the mwnber of doses in the set 15 three. In some embodiments, a dosing regimen is
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demonstrated to achicve i a population of subjects slowing of caudate atrophy compared to a placeho n a
reference population of subjects ifassessed about 56 days afier a last dose of a set of doses, wherein the number
of doses in the set is three and the three doses are administered about every § weeks. In some embodiments,
subjects of a reference population cach independently receive a dose of placebo for cach dose of WVE-003. In
some cmbodimernts, candate atrophy is assessed by MRL

{6474) In some embaodiments, a dosing regimen is demounstrated to achieve in a population of subjects
TMS reduction compared to placebo in a reference population of subjects. Tn some embodiments, a dosing
regimen 18 demonstrated to achieve in a population of subjects TMS reduction compared to a placebo i a
reference population of subjocts if assessed about 14, 21, 28, 35, 42, 49, 56, 63, 70, 77, &4 or more days or 2,
3,4,5,6,7,8,9, 10, 11, 12 or more wecks after a last dose of a sct of doses. o somc embodiments, a dosing
regimen is demonstrated o achieve in a population of subjects TMS reduction compared to a placebo in a
reference population of subjects if assessed about 28, 36, or 84 dayvs after a last dose of a set of doses. In some
embodiments, a dosing regimen is demonstrated to achicve in a population of sebjects TMS reduction compared
1o a placebo in a reference population of subjects 1f assessed about 28 davs after a last dose of a set of doses.
In some embodiments, a dosing regimen 1s demonstrated to achieve 1 a population of subjects TMS reduction
compared to a placebo in a reference population of subjects if assessed about 36 days after a last dose of a set
of doses. In some cmbodiments. a dosing regimen is demonstrated 1o achicve in a population of subjects TMS
reduction compared to a placebo in a reference population of subjects 1f assessed about 84 davs after a last dose
of aset of doses. In some embodiments, a dosing regimen is demonstrated to achieve in a population of subjects
TMS reduction compared to a placebo in a reference population of subjects if assessed about 536 days afier a
fast dosc of a sct of doses, wherein the numbcer of doses in the sot is three, i some cmbodiments, a dosing
regimen is demonstrated to achieve in a population of subjects TMS reduction compared to a placeho 1o a
reference population of subjects if assessed about 56 days after a last dose of a set of doses. wherein the number
of doses in the set 1s three and the three doscs are admimistered about every & weeks. Tn some embodiments,
subjects of a reference population each independently recetve a dose of placebo for cach dose of WVE-003.
{0475] In some embodiments, a last dose 15 a first dose. In some embodiments, a last dose 15 a sccond
dose. In some embodiments, a fast dose 15 a third dose.

[{(3476] In some embodiments, a sabject has the A vanant of 15362273 on the same allele as an expanded
CAQG repeat region wn a HIT gene. In some embodiments. a subject is HD-ISS Stage 0. 1, 2, or 3. In some
embodiments. a subject ts HD-I8S Stage 3. In some embodiments, a subject is HD-188 Stage 0, L, or 2. In
some embodiments, a subject 18 HD-ISS Stage 1 or 2. In some embodiments, a subject bas the A vanant of
13362273 on the same allele as an expanded CAG repeat region in a HTT gene and 1 HD-ISS Stage 0, 1, 2, or
3. Insome embodiments, a subject has the A variant of 1s362273 on the same aflele as an expanded CAG repeat
region in a HI'T gene and is HD-ISS Stage 3. In some embodiments. a subject has the A vartant of rs362273
on the same allcle as an expanded CAG repeat region tin a HT'T geoe and 15 HE-ISS Stage 0, 1, ov 2. In some

-

embodiments, a subject has the A vaviant of rs362273 on the same allele as an expanded CAG repeat region in
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a HTT gene and 1s HD-1SS Stage L or 2.

{B3477) In some embodiments, one or more or all subjects have the A variant of r3362273 on the same allele
as an expanded CAG repeat region in a HTT gene. In some embodiments, one or mose or all subjects are HD-
IS8 Stage 0. 1, 2, or 3. In some embodiments, one or more or all subjeets arc HD-ISS Stage 3. In some
embodiments, one or more or all subjects are HD-ISS Stage 0, 1, or 2. In some embodiments, one or mote or
all subjects are HI-ISS Stage 1 or 2. In some embodiments, one or more or all subjects bave the A variaut of
15362273 on the same allele as an expanded CAG repeat region n a HTT gene and are HD-ISS Stage 0,1, 2,
or 3. In some embodiments, one or more or all subjects have the A vanant of r$362273 on the same allele as
an expanded CAG repeat region in a HT'T gene and are HD-ISS Stage 3. In some embodiments, one or more
or all subjects have the A variant of 15362273 on the same allele as an expanded CAG repeat region mna HTT
gene and are HD-ISS Stage 0, 1, or 2. In some ernbodiments, one or more or all subjects have the A variant of
15362273 on the same allele as an expanded CAG repeat region in a HTT gene and arg HD-ISS Stage 1 or 2.
in some embodiments, one or more or all subjects of the population do not manifest Huntington’s discase. In
some embodiments, one or more or all subjects of the population independently suffer from Huntington’s
disease.

{6478} In some emboduments, “about”™ 15 £1%, £2%, +3%, £49%, £:5%, £6%, 7%, 8%, £9%, or £10% of

a value.

Certain Methods of Use of o HTT Oligorwleotide oy HTT Oligonucleotide Composition
{3479} In some embodiments, the present disclosure provides a method for treating or preventing

Huntington’s discasc, wherein the mcthod compriscs the step of administering to a subjcct an cffective amount

of a HT'T oligonucleotide or composition thereof described herein {e.g., WVE
{6484) In some embodiments, a HT'T transcript s of Huntingtin gene or a vanant thereof,

{6481] In some embodiments, HTT ohgonucleotides can elieit pro-inflammatorv responses.  In some
embodiments, the present disclosure provides compositions and methods for redocing inflammation. In some
cmbodiments, the present disclosure provides compositions and methods for redacing pro-inflammatory
responses.  In some crabodiments, the present disclosure provides methods for reducing mjection site
mflammation using provided compositions. In some embodiments, the present disclosure provides methods
for reducing drog-induced vascudar injury using provided compositions.

{(3482) In some embodiments. the present disclosure pertains to: A method for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that i1s amenable to an allele~-specific decrease in the
level, expression and/or activity of mHTT, compnsing mtrathecally administering to the subject a HIT
oligonucleotide or a HIT oligonucieotide composition at a dose of 10 to about 168 mg approximately monthly,
such that discase progression in the subject is delaved, thereby treating the subject, wherein the HTT
oligonucieotide or HTT oligonucleotide is capable of mediating a decrease i the level, expression and/or

activity of a mHTT transcript.
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{3483} {n some embodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s discase who bas a mutation of the HTT gene that is amenable to an allele-specific decrease in the
fevel, expression and/or activity of mHTT, comprising mtrathecally administering to the subject a HTT
cligonucleotide or a HT'T oligonucleotide counposition at a dose of about 30 mg approximately monthly, such
that discase progression in the subject is delaved. thereby treating the subject, wherein the HT'T oligonucieotide
or HET oligonucleotide s capable of mediating a decrease in the level, expression and/or activity of a mHTT
transcrpt.

{8484] In some embodiments, the present disclosure pertaing to: A method for treating a subject with
Hustington’s discase who has a mutation of the HT'T gene that is amenable to an allele-specific decrease in the
tevel, expression and/or activity of maHTT, compusing mtrathecally adminmstering to the subject a HTT
oligonucleotide or a HTT oligonucleotide composition at a dose of about 60 mg approxamately mouthly, such
that discase progression in the subject is delayved, thereby treating the subject, wherein the HT'T oligonucleotide
or HT'T ohigonucieotide s capable of mediating a decrease in the level, expression and/or activity of a mHTT
transcript.

{6485] In some embodiments, the present disclosure pertamns to; A method for treating a subject with
Huntingtons disease who has a mutation of the HTT gene that is amenable to an allele-specific decrease 1n the
level, expression and/or activity of mHTT, comprising intrathecally administering to the subject a HIT
oligonucleotide or a HT'T oligonucieotide composition at a dose of about 90 mg approximately monthly. such
that discase progression in the subject is delayed, thereby treating the subject, wherein the HTT ohgonucleotide
or HTT oligonucleotide is capable of mediating a decrease in the level, expression and/or activity of a mHTT
transcript.

[34806] In some erobodiments, the present disclosure pertains to; A method for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that 1s amenable to an allele-specific decrease in the
level, expression and/or actuvity of mHTT, comprismg intrathecally admunistering 1o the subject a HTT
oligonucleotide or a HTT oligonucleotide composition at a dose of about 120 mg approximately monthly, such
that disease progression inn the subject is delayed, thereby treating the subject, wherein the HT'T oligonucleotide
or HT'T oligonucleotide is capable of mediating a decrease 1n the level, expression and/or activity of a mHTT
transeript.

{3487} In some embodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that is amenable to an allele-specific decrease in the
fevel, expression and/or activity of mHTT, comprising intrathecally admunistering 1o the subject a HIT
ohigonucleotide or a HTT oligonucieotide composition at a dose of about 150 mg approximately monthly, such
that disease progression in the subject is delayed, thereby treating the subject, wherein the HT'T oligonucieotide
or HT'T oligonucleotide is capable of mediating a decrease in the level, expression and/or activity of a mHTT
transcrpt.

{3488} In some emboduments, the present disclosure pertains to: A method for treating a subject with
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Huuntingtons discase who bas a mutation of the HTT gene that 15 araenable to an allele-specific decrease in the
level, expression and/or activity of mHTT, comprising intrathecally admimstering to the subject a HTT
oligonucleotide or a HTT ohigonucleotide composition at a dose of about 168 mg approximately monthly, such
that discase progression in the subjeot is delayved. thereby treating the subject, wherein the HT'T ohigonucicotide
or HT'T oligonucleotide is capable of mediating a decrease in the level, expression and/or activity of a mHTT
transcript.

{8489] In some embodiments, the present disclosure pertains to: A method for treating a subject who has
a mutant HT'T gese comprising a matation that is amenable to an allele-specific knockdown of the mdant HTT
gene, wherein the method comprises the step of admirstering to the subject WVE-003 {or a salt form thereof)
at a dosc of about 30 mg, such that progression of Huntington's disease in the subject 15 delaved, and/or the
onset of Huntington’s disease is delayed, and/or the seventy of a svmptom of Huntington’s disease is reduced.
{3490} In some embodiments, the present disclosure pertains to: A method for treating a subject who has
amutant HT'T gene comprising a mutation that is amenabie to an allele-specific knockdown of the mutant HTT
gene, wherein the method comprises the step of adnunisiering to the subject WVE-003 (or a salt form thereof)
at a dose of about 60 mg, such that progression of Huntington’s disease in the subject is delayed, and/or the
onset of Huntington s disease 1s delayed, and/or the severity of a sympiom of Huntington's disease 1s reduced.
{04911 {n some embodiments, the present disclosure pertains to: A method for treating a subject who has
a mutant HTT gene comprising a mutation that 1s amenable to an allele-specific knockdown of the mutant HTT
gene, wherein the method comprises the step of administening {o the subject WVE-003 (or a salt form thereof)
at a dose of about 90 mg, such that progression of Huntington’s discase in the subject is delayed, and/or the
onset of Huntington’s discasc is defayed, and/or the seventy of a symptom of Huntington's discasc is reducced.
[6492) In some embodiments, the present disclosure pertains to: A method for treating a subject who has
amutant HT'T gene comprising a mutation that 15 amenable to an allele-specific knockdown of the mutant HTT
gene, wherein the method comprises the step of adnuinistering fo the subject WVE-003 {or a salt form thereof)
at a dose of about 120 mg, such that progression of Huntington's disease in the subject is delaved, and/or the
onsct of Huntington's discase 1s delayved, and/or the severity of a symptom of Huntington's discase is reduced.
{3493] {n some embodiments, the present disclosure pertains to: A raethod for treating a subject who has
amutant HTT gene comprising a mutation that i1s amenable to an allele~specific knockdown of the mutant HTT
gene, wherein the method comprises the step of administering 1o the subject WVE-(03 (or a salt form thereof)
at a dose of about 150 me, such that progression of Huntington’s discase in the subject is delaved. and/or the
onset of Huntington’s discase is delayed, and/or the sevenity of a sympiom of Huntington’s discase s reduced.
{0494} In some embodiments, the present disclosure pertains to: A method for treating a subject who has
amutant HT'T gene comprising a matation that is amenable to an allele-specific knockdown of the mudant HET
gene, wherein the method comprises the step of administering to the subject WVE-003 {or a salt form thereof)
at a dose of about 168 mg, such that progression of Huntingion's discase in the subject is delaved. and/or the

onset of Funtingion’s disease is delaved, and/or the severity of a svmptom of Huntington’s disease is reduced.
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[{B3495] {n some embodiments, the prosent disclosure pertains to: A method for freating a subject with
Huntington’s discase who bas a mutation of the HTT gene that is amenable to an allele-specific decrease in the
fevel, expression and/or activity of mHTT, comprising imtrathecally administering to the subject a HTT
oligonucleotide or a HI'T oligomucleotide composition at a dose of 30 mg approximately mouthly, such that
disecase progression in the subject is delayed, thereby treating the subject, wherein the HTT oligonucleotide or
HTT oligonucleotide is capable of moediating a decrease in the level, gxpression and/or activity of a mHTT
transcrpt.

{8496] In some embodiments, the present disclosure pertaing to: A method for treating a subject with
Hustington’s discase who has a mutation of the HT'T gene that is amenable to an allele-specific decrease in the
tevel, expression and/or activity of mHTT, comprising intrathecally adratustering to the subject a HTT
oligonucleotide or a HIT oligonucleotide composition at a dose of 60 mg approximately monthly, such that
disease progression in the subject is delayed. thereby treating the subject, wherein the HT'T oligonuclectide or

HTT oligonuclectide is capable of mediating a deercase in the level, expression and/or activity of a mHTT

transcript.
{6497] In some embodiments, the present disclosure pertamns to; A method for treating a subject with

Huntingtons disease who has a mutation of the HTT gene that is amenable to an allele-specific decrease 1n the
level, expression and/or activity of mHTT, comprising intrathecally administering to the subject a HIT
oligonucleotide or a HTT oligonucleotide compostiion at a dose of 90 mg approximately monthly, such that
disease progression in the subject is delaved, thereby treating the subject, wheremn the HTT oligonueleotide or
HTT oligonucleotide is capable of mediating a deerease in the level, expression and/or activity of a mHTT
transcript.

[3498] In some erobodiments, the present disclosure pertains to; A method for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that 1s amenable to an allele-specific decrease i the
level, expression and/ot activity of mHTT, compnsing intrathecally administering to the subject a HTT
oligonucleotide or a HTT oligonucleotide composition at a dose of 120 mg approximately monthly, such that
disease progression in the subject is delayed, thereby treating the subject, wherein the HTT oligonucleatide or
HTT oligonucieotide is capable of mediating a decrease in the level, expression and/or activity of a mHTT
transeript.

{(3499] In some embodiments, the present disclosure pertains 1o A mcthod for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that is amenable to an allele-specific decrease in the
fevel, expression and/or activity of mHTT, comprising intrathecally administering to the subject a HTT
ohgonucleotide or a HTT oligonucleotide composition at a dose of 1530 mg approximately mounthly, such that
disease progression in the subject i1s delaved, thereby treating the subject, wherein the HTT oligonuclestide or
HTT oligonucleotide is capable of mediating a decrease in the fovel, expression and/or activity of a mHTT
transcrpt.

{3300} In some embodiments, the present disclosure pertains to: A method for treating a subject with
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Huuntingtons discase who bas a mutation of the HTT gene that 15 aroenable to an allele-specific decrease in the
level, expression and/or activity of mHTT, comprsing intrathecally admimstering to the subject a HTT
oligonucleotide or a HTT oligonucleotide composition at a dose of 168 mg approximately monthly, such that
disease progression in the subject s delayed, thereby treating the subject, wherein the HIT oligonucleotide or
HTT ohigonucleotide is capable of mediating a decrease in the level, expression and/or activity of a mHTT
transcript.

{8501] In some embodiments, the present disclosure pertains to: A method for treating a subject who has
a mutant HT'T gese comprising a matation that is amenable to an allele-specific knockdown of the mdant HTT
gene, wherein the method comprises the step of admirstering to the subject WVE-003 {or a salt form thereof)
at a dose of 30 myg, such that progression of Huntington's discase in the subjoct 18 delaved, and/or the onset of
Huntington's disease 1s delayved, and/or the severity of a symptom of Huntington’s disease is reduced.

{35902} In some embodiments, the present disclosure pertains to: A method for treating a subject who has
amutant HT'T gene comprising a mutation that is amenabie to an allele-specific knockdown of the mutant HTT
gene, wherein the method comprises the step of adnunisiering to the subject WVE-003 (or a salt form thereof)
at a dose of 60 mg, such that progression of Huntington’s disease in the subject is delayed, and/or the onset of
Huntington's disease is delayed. and/or the severity of a symptom of Huntington’s disease 1s reduced.

{6503] {n some embodiments, the present disclosure pertains to: A method for treating a subject who has
a mutant HTT gene comprising a mutation that 1s amenable to an allele-specific knockdown of the mutant HTT
gene, wherein the method comprises the step of administening {o the subject WVE-003 (or a salt form thereof)
at a dose of 90 mg, such that progression of Huntington’s discase in the subject is delayed, and/or the onset of
Huntington’s discasc is delayed, and/or the severity of a symptom of Hurdington’s discase is reduccd.

[3504] In some embodiments, the present disclosure pertains to: A method for treating a subject who has
amutant HTT gene comprising a mutation that 15 amenable to an allele-specific knockdown of the mutant HTT
gene, wherein the method comprises the step of adnuinistering fo the subject WVE-003 {or a salt form thereof)
at a dose of 120 mg, such that progression of Huntington’s discase in the subject is delaved, and/or the onset of
Huntington's disease is delaved. and/or the severity of a symptom of Huuntington’s disease is reduced.

{3505] {n some embodiments, the present disclosure pertains to: A raethod for treating a subject who has
amutant HTT gene comprising a mutation that i1s amenable to an allele~specific knockdown of the mutant HTT
gene, wherein the method comprises the step of administering 1o the subject WVE-003 (or a salt form thereof}
at a dose of 150 mg, such that progression of Huntington's disease in the subject is delaved, and/or the onset of
Huntington’s discase is delaved, and/or the severity of a symaptom of Huntington’s disease 1s reduced.

{0506} In some embodiments, the present disclosure pertains to: A method for treating a subject who has
amutant HTT gene comprising a matation that is amenable to an allele-specific knockdown of the mudant HFT
gene, wherein the method comprises the step of administering to the subject WVE-003 {or a salt form thereof)
at a dose of 168 mg. such that progression of Huntington’s disease in the subject is delaved, and/or the onsct of

Fruntington’s disease is delaved, and/or the severity of a symptom of Huntington’s disease 1s reduced.
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{B3507) {n some embodiments, the present disclosure periains to: A raethod for treating a subject who has
amutant HTT gene comprising a mutation that 18 amenable to an allele~specific knockdown of the mutant HTT
gene, wherein the method comprises the step of administering to the subject WVE-003 (or a salt form thereof}
at a dose of 30 mg +3%, such that progression of Huntington's discase in the subject is delaved, and/or the
onset of Huntington’s discase is delayed, and/or the severity of a svmptom of Huntington's disease is reduced.
{6508] In some embodiments. the present disclosure pertains to: A method for treating a subject who has
amutant HTT gene comprising a mutation that is amenable to an allele-specific knockdown of the mutant HTT
gene, wherein the method comprises the step of administering to the subject WVE-003 {or a salt form thereof)
at a dose of 60 mg +5%, such that progression of Huntington’s disease in the subject 15 delayed, and/or the
ounset of Huntington's disecase is delayed, and/or the severty of a symptom of Huntington's disease is reduced.
{(309] In some embodiments, the present disclosure pertains to: A method for freating a subject who has
a matant HTT gene comprising 8 mutation that is amenable o an allele-specific knockdown of the matant HTT
gene, wherein the method comprises the step of administering to the subject WVE-003 (or a salt form thereof}
at a dose of 90 mg +5%, such that progression of Huntington’s disease in the subject is delaved, and/or the
onset of Huntington’s disease is delayed, and/or the severity of a symptom of Huntington's disease 1s reduced.
{6516) In some embodiments, the present disclosure pertains to: A method for treating a subject who has
amutant HT'T gene comprising a mutation that 1s amenable to an allele-specific knockdown of the mutant HTT
gene, wheren the method comprises the step of admuustening to the subject WVE-003 (or a salt form thercof)
at a dose of 120 mg +5%, such that progression of Huntington’s disease in the subject 1s delayed, and/or the
onset of Huntington’s disease is delayed, and/or the seventy of a svmptom of Huntington’s disease 1s reduced.
65111 In some embodimcats, the prescnt disclosure pertains to: A method for treating a subject who has
amutant HT'T gene comprising a mutation that is amenable 0 an allele-specific knockdown of the moutant HYT
geue, wherein the method comprises the siep of adnunistering o the subject WVE-003 (or a salt form thereof)
at a dose of 150 mg +5%, such that progression of Huntington's disease in the subject is delaved, and/or the
onset of Huntington's disease 1s delayved. and/or the severity of a symptom of Huntington’s disease is reduced.
{6512) In some embodiments, the present disclosure pertains to: A method for tfreating a subject who has
a mutant HTT gene comprisimg a mutation that 1s amenable to an allele-specific knockdown of the mutant HTT
gene, wherein the method comprises the step of administening to the subject WVE-003 (or a salt form thereof)
at a dose of 168 mg +3%. such that progression of Huntington’s disease in the subject is delayed, and/or the
onset of Huntington's discase is delayed, and/or the severnty of a svmptom of Huntington’s disease is reduced.
{8513] In some embodiments, the present disclosure pertains to: A method for treating a subjoct who has
autant HTT gene comprising a mutation that is amenable to an allele-specific knockdown of the mutant HTT
gene, wherein the method comprises the step of administering to the subject WVE-003 {or a salt form thereof)
at a dose of 30 mg +10%, such that progression of Huntington’s disease in the subject is delaved, and/or the
onset of Huntington's disease is delayed. and/or the severnity of a symptom of Huntington’s discase is reduced.

{1314] In some embodunents, the present disclosure pertains to; A method for treating a subject who has
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a mutant HT'T gene comprising a routation that 1s amenable to an allele-specific knockdown of the vwtant HTT
gene, wherein the method comprises the step of admunistening to the subject WVE-003 (or a salt form thereof)
at a dose of 60 mg +10%, such that progression of Huntimgton's disease in the subject is delayed, and/or the
onset of Huntington’s discase s delayed, and/or the seventy of a symptom of Huntington's disease is reduced.
{3515] In some embodiments, the present disclosure pertains to: A method for treating a subject who has
aroutant HT'T gene comprising a mutation that is amenable o an allele-specific knockdown of the mutant HY T
gene, wherein the method comprises the siep of adnunistering to the subject WVE-003 {or a salt form thereof)
at a dose of 90 mg +10%, such that progression of Huatington’s disease in the subject is delaved, and/or the
onsct of Huntington's disease 1s delayed, and/or the severity of a symptom of Huntmgton s discase is reduced.
{(3516] {o some cmbodunents, the present disclosure pertains to: A raethod for freating a subject who has
amutant HTT gene comprising a mutation that 1s amenable to an allele-specific knockdown of the mutant HTT
gene, wherein the method comprises the step of administenng o the subject WVE-003 (or a salt form thereof)
at a dose of 120 mg +10%. soch that progression of Huntington’s disease in the subject is delaved, and/or the
onset of Huntington’s discase is delayed, and/or the severity of a symptom of Huntington’s discase is reduced.
6517] In some embodiments, the present disclosure pertains to: A method for treating a subject who has
a mutani HT'T gene comprising a matation that is amenable to an allele-specific knockdown of the mutant HTT
gene, wherein the method comprises the step of administering to the subject WVE-003 (or a salt form thereof}
at a dose of 150 mg +10%, such that progression of Huntington’s disease in the subject is delayed. and/or the
onget of Fhntington’s disease is delayed, and/or the seventy of a svmptom of Huntington’s disease 1s reduced.
{3518] In some embodiments, the present disclosure pertains to: A method for treating a sabject who has
a mutant HT'T gene comprising a mutation that is amcnabic o an allcle-specific knockdown of the muatant HTT
geoe, wherein the method comprises the siep of adnunistenng to the subject WVE-003 {or a salt fonm thereot)
at a dose of 168 mg +£10%, such that progression of Huntington's discase in the subject 1s delayed, and/or the
onset of Huntington’s disease 1s delaved, and/or the sevenity of a svmptom of Huntington’s disease 1s reduced.
{0519} in some embodiments, the present disclosure pertains to: A method for treating a subject who has
a mutard HT'T gene comprising a mutation that is amenable to an allele-spacific knockdown of the mutant HTT
gene, wherein the method comprises the step of admustering to the subject WVE-003 (or a salt form thercof)
at a dose of 30 mg +13%, such that progression of Huntington's disease i the subject is delaved, and/or the
onset of Huntington’s disease s delayed, and/or the seventy of a svmptom of Huntington’s disease is reduced.
[3528] In some embodinments, the present disclosure pertains to: A method for treating a subject who has
a mutant HT'T gene comprising a mutation that is amenable to an allele-specific knockdown of the mutant HYT
gene, wherein the method comprises the step of adnuinistering to the subject WVE-003 {or a salt form thereof)
at a dose of 60 mg +15%, such that progression of Huatington’s discase in the subject is delayved, and/or the
onset of Huntington's disease is delayed, and/or the severity of a symptom of Huntington's disease is reduced.
{6821} In some embodiments, the present disclosure periains to: A maethod for treating a subject who has

amutant HTT gene comprising a mutation that 1s amenable 1o an allele-spocific knockdown of the mutant HTT
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gene, wherein the method comprises the step of admunistering to the subject WVE-003 (or a salt form thereof)
at a dose of 90 mg +15%, such that progression of Huntington’s disease in the subject 1s delayed, and/or the
onset of Huntington’s disease is delayed, and/or the severity of a symptom of Huntington's disease 1s reduced.
16522] In some embodiments, the present disclosure pertains to: A method for treating a subject whe has
a mutant HTT gene comprising a mutation that is amenable 0 an allele-specific knockdown of the matant HTT
geue, wherein the method comprises the step of administering fo the subiect WVE-003 (or a salt form thereof)
at a dose of 120 mg +£15%, such that progression of Huntington’s discase in the subject 18 delayed, and/or the
onset of Huntington's disease 1s delayed, and/or the severity of a symptom of Huntington’s disease is reduced.
{6523 {n some embodiments, the present disclosure pertains to: A method for treating a subject who has
avutant HTT geoe comprising a mutation that 1s amenable to an allele-specific knockdown of the nutant HTT
gene, wherein the method comprises the step of administening to the subject WVE-003 (or a salt form thereof)
at a dose of 150 mg +15%. sach that progression of Huntington™s disease in the subject 1s delayed, and/or the
onset of Huntington’s discase is delayed, and/or the severity of a symptom of Huntington’s disease s reduced.
{6524] in some embodiments, the preseot disclosure pertains to: A nethod for treating a subject who has
amutant HTT gene comprising a mutation that is amenable to an allele-specific knockdown of the mutant HTT
gene, wherein the method comprises the step of administering to the subject WVE-003 {or a salt form thercof)
at a dose of 168 mg +15%, such that progression of Huntington’s discase in the subject is delayed, and/or the
onset of Huntington's disecase is delayed. and/or the seventy of a symptom of Huntington’s disease is reduced.
{1525] In some embodiments, the present disclosure pertains to: A method for treating a subject who has
a mutant HTT gene comprising a mutation that is amenable to an allele-specific knockdown of the watant HTT
geng, wherein the method comprtscs the step of administering to the sabject WVE-003 (or a salt form thereof}
at a dose of 30 mg +20%. such that progression of Huntington’s discase in the subject is delaved, and/or the
onset of Huntington’s disease is delayed, and/or the severity of a symptom of Huntington’s discase is reduced.
{65286] In some embodiments, the present disclosure pertains to: A method for treating a subject who has
amutant HT'T gene comprising a matation that is amenable to an allele-specific knockdown of the mutant HTT
gene, wherein the method comprises the step of admirsstering to the subject WVE-003 (or a salt form thereot)
at a dose of 60 mg +20%, such that progression of Huuntington's disease in the subject is delaved, and/or the
onset of Fhuntington’s disease is delayed, and/or the seventy of a symptom of Huntington’s disease 1s reduced.
{527} In some embodiments, the present disclosure pertains to: A method for treating a subject who has
a mutant HT'T gene comprising a mutation that is amenable 0 an allele-specific knockdown of the mutant HTT
gene, wherein the method comprises the step of adninistering to the subject WVE-003 (or a salt form thereof)
at a dose of 90 mg +25%, such that progression of Huntington’s disease n the subject 15 delaved, and/or the
onset of Huntington's disease 1s delayed, andfor the severity of a symptom of Huntington s disease is reduced.
{6528) {n some cmbodiments, the present disclosure pertains to. A method for treating a subyject who has
anutant HTT gene comprising a mutation that 1s amenable 1o an allele-specific knockdown of the outang HTT

gene, wherein the method comprises the step of admimstening o the subject WVE-003 (or a salt form thereof)
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at a dose of 120 mg +23%, such that progression of Huntington’s disease in the subject 1s delaved, and/or the
onset of Huntington’s disease is delayed, and/or the seventy of a svmptom of Huntington’s disease s reduced.
(35297 In some embodiments, the present disclosure pertains to: A method for treating a sabject who has
amutant HT'T gene comprising a mutation that is amenable o an allele-specific knockdows of the motant HIT
gene, wherein the method comprises the step of administering to the subject WVE-003 (or a salt form thereof}
at a dose of 150 mg +25%. such that progression of Huntington’s disease in the subject 1s delayed. and/or the
onset of Huntington's disease 1s delaved, and/or the severity of a symptom of Huntington’s disease 1s reduced.
{6536) In some embodiments, the present disclosure pertains to: A method for treating a subject who has
amutant HT'T gene comprising a mutation that 1s amenable to an allele-specific knockdown of the mutant HTT
gene, wherein the method comprses the step of administering to the subject WVE-003 (or a salt form thereof)
at a dose of 168 mg +23%, such that progression of Huntington’s disease in the subject 15 delaved, and/or the
onset of Huntingion’s disease s delayed, and/or the seventy of a svmptom of Huntington’s disease is reduced.
{6531] in some embodiments, the present disclosure pertains to: A method for treating a subject who has
autant HT'T gene comprising a mutation that is amenabie to an allele-specific knockdown of the mutant HTT
gene, wherein the method comprises the step of adnunistering 1o the subject WVE-003 {or a salt form thereof)
at a dose of 30 myg +30%, such that progression of Huntington’s discase in the subject is delaved, and/or the
onset of Huntington's discase is delaved, and/or the severity of a symptor of Huntington's disease is reduced.
{06832} {n some embodiments, the present disclosure pertains to: A method for treating a subject who has
amutant HTT gene comprising a mutation that 1s amenable to an allele-specific knockdown of the mutant HTT
gene, wherein the method comprises the step of administering o the subject WVE-003 (or a salt form thereof}
at a dosc of 60 mg +30%, such that progrossion of Huntington’s discase in the subject is delayed, and/or the
onset of Huntington’s disease s delayed, and/or the seventy of a symptom of Huntington's disease is reduced.
{0533] In some embodinents, the preseut disclosure pertains to: A method for treating a subject who has
ayoutant HTT gene comprising a mutation that is amenable to an allele-specific knockdown of the mutant HTT
gene, wherein the method comprises the step of administering to the subject WVE-003 {or a salt form thereot)
at a dose of 90 mg +30%, such that progression of Huatington’s discase in the subject is delaved, and/or the
cunset of Huntington s disease is delayed, and/or the severity of a symptorn of Huntington's discase 1s reduced.
{(3334] In some embodiments, the present disclosure pertains to: A method for treating a subject who has
a myatant HTT gene comprising a mutation that is amenable o an allele-specific knockdown of the mutant HTT
gene, wherein the method comprises the step of administering to the subject WVE-003 (or a salt form thereof)
at a dose of 120 mg +£30%, such that progression of Huntington’s disease in the subject is delayed, and/or the
onset of Huntington’s disease 1s delaved, and/or the severity of a symptom of Huntington’s disease is reduced.
{6535) In some embodiments, the present disclosure pertains to: A method for treating a subject who has
amutard HT'T gene comprising a mutation that is amenable to an allele-specific knockdown of the mutant HT'T
gene, wherein the method comprises the step of adminsstering to the subject WVE-003 (or a salt form thereof)

at a dose of 150 mg £30%, such that progression of Huntington’s disease in the subject s delaved, and/or the
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onsct of Huntington's disease is delayed. and/or the seventy of a svmptom of Huntington’s discase is reduced.
{(35336] In some embodiments, the present disclosure pertains to: A method for treating a subject who has
amutant HTT gene comprising a mutation that is amenable to an allele-specific knockdown of the muotant HTT
gene, wherein the method comprises the step of administering fo the subject WVE-003 (or a salt form thersof}
at a dose of 168 mg +30%. such that progression of Huntington's disease in the subject is delayed, and/or the
onsct of Huntington’s discasc is delayed. and/or the severnity of a symptom of Huntington's discase is reduced.
{8537} In some embodiments, the subject is admimstered a steroid prior to the first dose of a chirally
controlled HTT oligonuclectide composition.

{0538) {n some embodiments, the subjoct is administered a sterotd at least about one month prior to the
first dose of a HT'T oligonucicotide or a HTT oligonuclentide composition.

{(339] In some embodiments, the subject is on a steroid regimen for at least about one month prior to the
first dose of a HTT oligonucleotide or a HT'T oligonucleotide composition.

{6540] in some embodiments. the subjoct 1s administered an oral carticosteroid for at feast about 24 months
prior to the first dose of a HTT oligonucleotide or a HTT ohigonucleotide composition.

{6541] In some embodiments, the subject 1s administered hydrocortisone and/or acetaminophen within 24
hours of administration of a HT'T oligonucleotide or a HI T oligonucleotide composition.

{6542] {n some embodiments, the subject is administered a HTT oligonucleotide or a HTT oligonucicotide
composition approximately monthly for at least about 2 months.

{1543] In some embodiments, the subject is admimstered a HTT ohigonucieotide or a HTT oligonucieotide
composition approximately monthly for at least about 4 months.

3544] {n somc cmbodiments, the subject 1s admimstered a HUT oligonucicotide or a HT'T oligonucicotide
composition approximately monthly for at least about 8 months.

{6545) In some crubodiments, the subject 1s administered a HU'T oligonucientide ora HT'T oligonucieotide
composition approximately monthly for at least about 12 months,

{0546} {n some embodiments, the subject is adnunistered a HT T oligonucleotide or a HT T oligonucieotide
composition approximately monthly for at least about 16 months.

{(547] {n somae embodiments, the subject 1s admimistered a HTT ohigonucicotide or a HTT ohigonucicotide
composition approximately monthly for at least about 32 months.

{(¥548] In some embodiments, the subject is admibustered a HTT oligonucieotide or a HTT oligonucieotide
compaosition approximately monthly for at least about 48 months.

{8549] In some crobodiments, the subject 1s administered a HT'T oligonucientide or a HT'T oligonucientide
composition approximately monthly for at least about 50 months.

{6550) In some embodiments, the subject is adoinistered a HTT oligonucleotide or a HTT oligonucieotide
composition approximately monthly for at least about 60 months.

{3851} In some embodiments, the subject is administered a HT'T ohigonucicotide or a HTT oligonucicotide

composition approxunately monthiy for at least about 70 months.
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{B3552) In some embodiments, the subject is administered a HTT ohigonucicotide or a HTT ohigonucicotide
composition approximately roonthly for at least about 80 months.

{(3553] In some embodiments, the subject is admimstered a HTT oligonucleotide or a HTT oligonucieotide
compaosition approximately monthly for at least about 90 months.

{3554] In some cmbodiments, the subject is administered a HT'T oligonucicotide or a HT'T oligonucicotide
composition approximately monthly for at least about 100 months.

{8555] In some embodiments, the present disclosure pertains to: A method for reducing the seventy of
and/or delaving the onsct of at icast one symptom of Humtington’s disease i a subject with Huntington’s disease
in need thereof who has a mutation of the HTT genc that is amenable to an allele-specific decrease in the level,
expression and/or activity of mHTT, comprsing wrathecally administering to the subject a HTT
oligonucleotide or a HTT oligonucleotide composition at a dose of 10 to about 168 mg approximately monthly,
thereby reducing the severity of and/or delaying the onset of at least one symplom of Huntington's discase
relative to bascline, in the subject, wherein the HTT oligonucleotide or HTT oligonucieotide s capable of
nmediating a decrease n the level, expression and/or activity of a mHTT transcupt.

[6556] In some embodiments, the Huntingtin protein production is measured by reverse transcription
polvmerase chain reaction (RT-PCR), Westem blot analysis, or immunohistochemical detection.

{0557} in some embodiments, the present disclosure pertains to: A method for treating a subiect with
Huntington's discase in need thereof who has a mutation of the HTT gene that s amenable to an allele-specific
decrease w the level, expression and/or activity of mHTT, compnising intrathecally administering to the subject
a HTT oligonucleotide or a HTT ohigonucieotide composition at a dose of 10 to about 168 mg approximately
mounthly, such that discasc progression in the subject is delayed (¢ .g.. as mcasured by any appropriate tochnigue
described herein or known 1o the ant), thereby treating the subject, wherein the HTT oligonucleotide or HTT
oligonuclootide is capable of mediating a decrease 1 the level, expression and/or activity of a mHTT transcript.
{6558] In some embodiments, the present disclosure pertains {0 A method for reducing the seventy of
and/or delaying the onset of at least one svmptom of Hruntington’s disease m a subject with Huntington’s disease
i need thereof who has a mutation of the HTT gene that is amenable to an allele-specific decrease in the level,
expression and/or activity of mHTT, comprsing mirathecally admivistering to the subject a HIT
oligonucleotide or a HTT oligonucleotide composition at a dose of 10 to about 168 mg approximately monthly,
thereby reducing the severity of and/or delaying the onset of at least one syvmptom of Huntington's discase
relative to baseline in the subject as measured by any method known in the art and/or described herein. wherein
the HTT oligonucleotide or HTT ohgonucleotide 15 capable of mediating a decrease in the level, expression

and/or activity of a mHTT transeript.

{6559) In some embodiments, the method further comprises the step of administering to the subject a
corticosterond.
{3560} fn some ecmboduments, the corticosteroid 1s Betamecthasoue, Budesonide. Cortisone,

Diexamethasone, Hydrocortisone, Methylprednisolone, Prednisolone, or Prednisone.
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[B561]) {n some embodiments, the corticosteroid 1s administered prior 1o. in conjunchion with, or
subsequent to admimstration of a HIT'T oligonucleotide or a HTT oligonucleotide coraposition.

{(3562] In some embodiments, the method further comprises the step of confirming that the subject has a
mutation in the HT'T gene that s amenable to an allele-specific decrease in the level. expression and/or activity
of a mHTT wanscript.

{6563] In some embodiments. the present disclosure pertaims to; A method for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that is amenable to an allele~specific decrease in the
level, expression and/or activity of mHTT, comprising the siep of administering to the subject a chirally
controlled HTT oligonucleotide composition at a dose of 10 to about 168 mg, such that discase progression in
the subjcct 1s delaved, thereby treating the subiect, wherein the chirally controlled HYT ohgonucieotide
composition is capable of mediating a decrease in the level, expression and/or activity of a mHTT transeript.
{1564] In some cmbodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that is amenable to an allele-specific decrease in the
level, expression and/or activity of mHTT, comprising the step of adounistering to the subject a chirallv
controlled HTT oligonucleotide composition at a dose of 10 to about 168 mg, such that discase progression in
the subject is delayed, thereby treating the subject, wherein the chirally controlled HTT oligonucieotide
composition is capable of mediating a decrease in the level, expression and/or activity of a mHTT transcript.
{0565]) {n some emboduments, the present disclosure pertains to: A method for treating a subiect with
Huntington’s disease who bas a mutation of the HTT gene that is amenable to an allele-specific decrease in the
tevel, expression and/or activity of mHTT, comprising the step of admimstering to the subject a chirally
controlled HTT oligonucicotide compaosition at a dosc of about 30 mg, such that discasc progrossion in the
subject is delayed, therchy treating the subject, wherein the chirally controlled HTT oligonucieotide
compasition is capable of mediating a decrease n the level, expression and/or activity of a eHT T transcnpt.
{0566} In some embodiments, the present disclosure pertains to; A method for treating a subject with
Huaotington’s disease who has a mutation of the HT T gene that is amenable to an allele-specific decrease in the
level, expression and/or activity of mHTT, comprising the step of administering to the subject a chirally
controlled HTT oligonucicotide composition at a dose of about 60 mg, such that discasc progression in the
subject is delaved, thereby treating the subject, wherein the chirally controlled HTT oligonucieotide
somyposition is capable of mediating a decrease in the level, expression and/or activity of a mHTT transeript.
{3567) In some embodiments. the present disclosure pertains to: A method for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that i1s amenable to an allele~-specific decrease in the
level, expression and/or activity of mHTT, comprising the step of adnunistering to the subject a chirally
controlled HTT oligonucleotide composition at a dose of about 90 mg, such that disease progression in the
subject is delayed, thereby treating the subject., wherein the chirally controlled HTT oligonucieotide
composition is capablc of mediating a decrease in the level, expression and/or activity of a mHTT transcript.

{1368} In some emboduments, the present disclosure pertains to: A method for treating a subject with
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Huuntingtons discase who bas a mutation of the HTT gene that 15 araenable to an allele-specific decrease in the
level, expression and/or activity of mHTT, comprising the step of admimstenng to the subject a charally
controlled HTT oligonucleotide composition at a dose of about 120 mg, such that disease progression in the
subject is delayed, thercby treating the subject, wherein the chirally controlled HTT oligonucieotide
composition is capable of mediating a decrease m the fevel, expression and/or activity of a mHTT transcript.
{0569) In some embodiments. the present disclosure pertaims to; A method for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that is amenable to an allele~specific decrease in the
level, expression and/or activity of mHTT, comprising the siep of administering to the subject a chirally
controlled HT'T oligonucleotide composition at a dose of about 130 mg, such that discase progression m the
subject 15 delayed, theweby treating the subject, wherein the chually controlled HTT oligonucleotide
composition is capable of mediating a decrease in the level, expression and/or activity of a mHTT transeript.
{3570} In some embodiments, the present disclosure pertains to; A method for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that is amenable to an allele-specific decrease in the
level, expression and/or activity of mHTT, comprising the step of adounistering to the subject a chirallv
controlled HTT ohgonucleotide composition at a dose of about 168 mg, such that disease progression i the
subject i3 delayed, thereby treating the subject, wherein the chirally controlled HTT oligonucleotide
composition is capable of mediating a decrease in the level, expression and/or activity of a mHTT transcript.
{06871} {n some emboduments, the present disclosure pertains to: A method for treating a subiect with
Huntington’s disease who bas a mutation of the HTT gene that is amenable to an allele-specific decrease in the
level, expression and/or activity of mHTT, comprising intrathecally administening to the subject a chirally
controlled HT'T oligonucleotide composition at a dose of 10 to about 168 mg approximately monthly, such that
disease progresston in the subject s delayed, thereby treating the subject, wherein the chirally controlled HTT
oligonucleotide composttion is capable of mediating a decrease m the level, expression and/or activity of a
mHTT transcript.

{6572} In some embodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s disease who has a mutation of the HT'T gene that is amenable to an allele-specific decreass in the
level, expression and/or activity of mHTT, compusing mtrathecally admumstering to the subject a churally
controlled HTT oligonucleotide composition at a dose of about 30 mg approximately monthly, such that discase
progression m the subject is delaved, thereby treating the sobject, wherein the chirally controlled HTT
oligonucleotide composition is capable of mediating a decrease in the level. expression and/or activity of a
mHTT transeript.

{6573} In some embodiments, the present disclosure pertains to; A method for treating a subject with
Huntington’s disease who has a mutation of the HTT geunc that is amenable o an allele-specific decrease in the
level, expression and/or activity of mHTT, comprising mtrathecally admimistering to the subject a chirally
controlled HT'T oligonucleotide composition at g dose of about 60 mg approximately mouthly, such that disease

progression i the subject is delaved, thereby treating the subject, wherein the chirally controlled HTT
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oligonucleotide composition s capable of mediating a decrease in the level, expression and/or activity of a

mHTT transcript.
{(3574] In some embodiments, the present disclosure pertains to: A method for treating a subject with

Huntimgton’s discasc who has a mutation of the HTT gene that is amenable to an allele-specific decrease in the
fevel, expression and/or activity of mHTT, compnsing intrathecally admmistering t© the subject a chiraily
countrolled HTT oligonucicotide composition at a dose of about 90 mg approximately monthly, such that discase
progression 1 the subject 18 delayed, thereby treating the subject, wherein the chirallv controlled HTT
ohgonucleotide composttion is capable of mediating a decrease 1 the level, expression and/or activity of a
mHTT transcupt.

{(0575] {o sorae embodiments, the present disclosure periains tor A method for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that is amenable to an allele-specific decrease iu the
tevel, expression and/or activity of mHTT, comprising ntrathecally administenng to the subject a chirally
controlled HTT oligonucleotide composition at a dose of about 120 mg approximately mounthly. such that
discase progression in the subject is delayed, thereby treating the subject, wherein the chirally controlied HTT
oligonucleotide composition is capable of mediating a decrease n the level, expression and/or activity of a
mHTT transcript.

{0576} {n some embodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s discase who has a mutation of the HTT gene that 1s amenable to an allele-specific decrease in the
level, expression and/or activity of mHTT, comprising mtrathecally admimistening to the subject a chirally
controlled HTT cligonucleotide composition at a dose of about 150 mg approximately monthly. such that
discasc progression in the subject is delayed, therehy treating the subject, whercin the chirally controlicd HTT
ohgonucleotide composition is capable of mediating a decrease m the level, expression and/or activity of a
mHTT transcnpt.

{6577] In some embodiments, the present disclosure pertains to; A method for treating a subject with
Huaotington’s disease who has a mutation of the HT T gene that is amenable to an allele-specific decrease in the
level, expression and/or activity of mHTT, comprising mtrathecally administering to the subject a chirally
controlled HTT oligonucleotide composition at a dose of about 168 myg approvimately montbly, such that
disease progression in the subject is delayed, thereby treating the subject, wherein the chirally controlied HTT

cligonucleotide composition s capable of mediating a decrease in the fevel, expression and/or activity of a

mHTT transcript.
{0578] In some embodiments, the intrathecal administration is a bolus.
6579} In some embodiments, the subject 15 admimstered a steroid prior to the first dose of a chirally

controlled HTT oligonuclestide composition.
{0580) {n some embodiments, the subjoct is administered a sterotd at least about one month prior to the
first dose of a chirally controlled HTT oligonucleotide composttion.

{13813 In some embodiments, the subject 1s on a steroid regunen for at least about one month prior to the
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first dose of a chirally controlled HTT oligonucleotide composition.

{3382] In some embodiments, the subject 1s administered an oral corticosteroid for at least about 24 months
prior o the first dose of a chirally controlled HTT oligonuclestide composition.

{3583} In some embodiments, the subject 15 administered hydrocortisone and/or acctaminophen within 24
hours of administration of a chirally controlled HT'T oligonucleotide composition.

{6584] In some embodiments. the subject is adminstered a chirallv countrolied HTT oligonucieotide
composition approximately monthly for at least about 2 months.

{6585] In some embodiments, the subject s administered a chirally conirolied HTT oligonuclectide
composition approximately monthly for at least about 4 months.

{(586] {o some emboduuenis, the subjoct s adounistered a clurally controlled HTT oligonucicotide
composition approximately monthly for at least about & months.

{3587} In some embodiments, the subject 13 adnunistered a chirally controlled HTT ohigonucieotide
composition approximately monthly for at least about 12 months.

{3588} In some crabodiments, the subjoct is adminstered a chirallv controlled HTT oligonucieotide
composition approximately monthly for at least about 16 months.

{6589] In some embodiments, the subject 5 administerad a chirally controlied HTT oligonucleotide
composition approximately monthiy for at least about 32 months.

HESU! {n some embodunents, the subject s admumistered a churally controlied HTT oligonucleotide

composition approximately monthly for at least about 48 months.

jon]

{35391 In some embodiments, the subject i3 administered a chirally controlled HTT oligonucieotide
composttion approximately monthiy for af least about 50 months.

[6592) In some crobodiments, the subject is admnustered a chirally controlled HTT oligonucicotide
compasition approximately monthly for at least about 60 roonths.

{6593] In some embodiments, the subject 15 admimstered a chirallv controlled HTT oligonucieotide
composition approximately monthly for at feast about 70 months.

{0594] In some embodiments, the subject 5 admnistered a chirally controlied HTT oligonucicotide
composition approxirnately raonthly for at least about 80 months,

{(3395] In some embodiments, the subject 1s adnunistered a clurally controlled HTT oligonucicotide
somposition approximately monthiy for at least about 90 months.

{(3596] In some embodiments, the subject is administered a chirallv countrolied HTT oligonucieotide
compasition approximately monthly for at least about 106 months.

{05971 In some embodiments, the present disclosure pertains to: A method for reducing the severity of
and/or delaying the onsct of at least one symptom of Huntington’s disease in a subject with Huntington’s disease
mn need thereof who has a mutation of the HTT gene that is amenable to an allele-specific decrease in the level
cxpression and/or activity of mHTT, comprising intrathecally admunistering to the subject a chirallv controlled

HTT oligonucleotide composition at a dose of 10 to about 168 mg approximately monthly, thereby reducing
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the severity of and/or delaving the onset of at least one svoptom of Huntington’s disease relative to baseline,
mn the subject, wherein the chirally controlled HTT oligonucleotide composition s capable of mediating a
decrease in the level, expression and/or activity of a mHTT transcnipt.

16398] In some embodiments, the Huntingtin protein production is measurcd by reverse transcription
polymerase chain reaction (RT-PCR), Western blot analysis, or immunchistochemical detection.

{6599) In some embodiments. the present disclosure pertaims to; A method for treating a subject with
Huntington’s disease in need thereof who has a mutation of the HTT gene that is amenable to an allele-specific
decrease in the level, expression and/or activity of mHTT, comprising intrathecally administening to the subject
a chirally controlled HT'T oligonucieotide composition at a dose of 10 to about 168 mg approximately monthly,
such that disease progression in the subject is delayed as measured by a protocol descrbed herein (o3, in the
Examples), thereby treating the subject, wheren the chirally controlied HTT oligonucleotide composition is
capable of mediating a decrease in the level, expression and/or activity of a mHTT transeript.

{B600] in some embodiments, the present disclosure pertains to: A method for reducing the severity of
and/or delaving the onset of at least one svmptom of Huntington’s disease i a subject with Hustington's discase
in need thereof who has a mutation of the HTT gene that 1s amenable to an allele-specific decrease n the level,
expression and/or activity of mHTT, comprising intrathecally administering to the subject a chirally controlled
HTT oligomucleotide composition at a dose of 10 1o about 168 mg approximately monthly, thercby reducing
the severnty of and/or delaving the onset of at least one sympton of Hustington’s disease relative to baseline in
the subject, wheren the chirally controlled HTT oligonucleotide composition 1s capable of mediating a decrease

in the level, expression and/or activity of a mHTT transcript.

{6601} In some cmbodiments, the intrathocal admmistration is a bolus.

[6662] In some erobodiments, the mcthod further comprises the step of administenng to the subject a
cotticosteroid.

{8603] In some embodiments, the corticosteroid 1s  Betamethasone, Budesomde, Cortisone,

Dexamethasone, Hydrocortisone, Methylprednisolone, Prednisolone, or Prednisone.

{6604] In some embodiments, the corticostercid is admumisicred prior fo, in conjunction with, or
subsequent to admuustration of a chirally controlled HTT oligonucleotide composition.

{(3605] In some embodiments, the method further comprises the step of confirming that the subject has a
mutation in the HTT gene that is amenable to an allele-specific decrease in the level, expression and/or activity
of a mHTT transcript.

{6606] In some embodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s disease who has a mutation of the HT T gene that 1s amenable to an allele-specific decrease n the
level, expression and/or activity of mHTT, comprising the step of administering to the subject WVE-(03 (or a
salt form thereof) at a dose of 10 to about 168 myg, such that discase progression in the subject 18 delayed,
therehy treating the subject.

{607} In some emboduments, the present disclosure pertains to: A method for treating a subject with
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Huuntingtons discase who bas a mutation of the HTT gene that 15 araenable to an allele-specific decrease in the
level, expression and/or activity of mHTT, comprising the step of adnunistering to the subject WVE-003 {ora
salt form thereof} at a dose of 10 to about 168 mg, such that disease progression in the subject is delayed,
thereby treating the subject.

{3608] In some embodiments, the present disclosure pertains 0 A method for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that 1s amenable 1o an allcle-specific decrease inthe
level, expression and/or activity of mHTT, comprising the step of administening to the subject WVE-003 {or a
salt form thereof} at a dose of 10 to 168 myg, such that discase progression in the subject i1s delayed, thereby
treating the subject.

{(3609] {o sorae embodiments, the present disclosure periains tor A method for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that is amenable to an allele-specific decrease iu the
level, expression and/or activity of mHTT, comprising the step of admuinistering to the subject WVE-003 {ora
salt form thereof) at a dose of 10 to about 168 mg, such that discase progression in the subject is delayed,
thereby treating the subject.

{6616] In some embodiments, the present disclosure pertamns to; A method for treating a subject with
Huntingtons disease who has a mutation of the HTT gene that is amenable to an allele-specific decrease 1n the
level, expression and/or activity of mHTT, comprising the step of administering {o the subject WVE-003 {(or a
salt form thereof) at a dose of about 30 mg, such that disease progression in the subject is delaved. thereby
treating the subject.

{B3611] In some cmbodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s discasc who has a mutation of the HTT gene that is amenable to an aliclc-specific decrcase in the
fevel, expression and/or activity of mHTT, comprising the step of admiustering o the subject WVE-003 {ora
salt form thereof) at a dose of about 60 mg, such that disease progression in the subject is delayved, thereby
treating the subject.

{0612} In some embodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s disease who has a mutation of the HT'T gene that is amenable to an allele-specific decreass in the
level, expression and/or activity of mHTT, comprising the step of adnunistering to the subject WVE-003 {ora
salt form thereof) at a dose of about 90 mg, such that disease progression in the subject is delayed. thereby
treating the subject.

{3613] In some embodiments. the present disclosure pertains to: A method for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that i1s amenable to an allele~-specific decrease in the
level, expression and/or activity of mHTT, comprising the step of admimstering to the subject WVE-003 (ora
salt form thereof} at a dose of about 120 mg, such that disease progression in the subject 1s delayed, therehy
treating the subject.

{6614] o some embodiments, the present disclosure pertains to: A method for treating a subject with

Fhntington’s disease who has a mutation of the HTT gene that is amenable to an allele-specific decrease in the
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level, expression and/or activity of mHTT, comprising the step of administering to the subject WVE-003 (or a
salt form thereof) at a dose of about 150 mg, such that disease progression in the subject is delaved, thereby
treating the sabject.

16615] In some embodiments, the present disclosure pertains o) A method for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that is amenable to an allele-specific decrease in the
level, expression and/or activity of mHTT, comprising the step of adminstering to the subjoct WVE-003 {ora
salt form thereof} at a dose of about 168 myg, such that disease progression n the subject s delaved, thereby
treating the subject.

{6616] {n some embodiments, the present disclosure pertains to: A method for treating a subject with
Huustington's disease who bas a muutation of the HTT gene that 1s araenable to an allcle-specific decrease in the
level, expression and/or activity of mHTT, compnsing intrathecally administering to the subject WVE-003 (or
a salt form thereot) af a dose of 10 to about 168 mg approximately monthly, such that disease progression in
the subject 1s delaved, thereby treating the sabiect.

{6617} In some erobodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s disease who has a mutation of the HT T gene that 1s amenable to an allele-specific decrease in the
level, expression and/or activity of mHTT, comprising intrathecally administering to the subject WVE-G(03 (or
a salt form thereof) at a dose of 10 to about 168 approximately monthiy. such that discase progression in the
subject is delaved. thereby treating the subject.

[3618] In some embodiments, the present disclosure pertaing to; A method for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that is amenable to an allele-specific decrease in the
fovel, expression and/or activity of mHTT, comprising ntrathecally adminisioring to the subjoct WVE-G03 {or
a salt form thereof) at a dose of 30, 60, 90, 120, 150, or 168 mg approximately moothly, such that discase
progression i the subject is delayed, thereby treating the subject.

{8619] In some embodiments, the present disclosure pertains to; A method for treating a subject with
Huaotington’s disease who has a mutation of the HT T gene that is amenable to an allele-specific decrease in the
level, expression and/or activity of mHTT, comprising intrathecally administering to the subject WVE-003 (or
a salt form thereof) at a dose of about 30 mg approximately muounthly, such that discasc progression in the subject
is delaved, thereby treating the subject.

{3620} In some embodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that is amenable to an allele-specific decrease in the
fevel, expression and/or activity of mHTT, comprising mtrathecally admnistering to the subject WVE-003 (or
a salt form thereof) at a dose of about 60 mg approximately monthly, such that disease progression in the subject
is delaved, thereby treating the subject.

{6621]) {n some embodiments, the prosent disclosure pertains to: A method for treating a subject with
Huontington's disease who has a mutation of the HTT geue that is amnenable to an allele-specific decrease 1u the

level, expression and/or activity of mHTT, comprising intrathecally admimstoring to the subject WVE-003 (or
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a salt form thereof) at a dose of about 90 mg approximately mounthly. such that discase progression in the subject
is delaved, thereby treating the subject.

{(3622] In some embodiments, the present disclosure pertains to: A method for treating a subject with
Huntimgton’s discasc who has a mutation of the HTT gene that is amenable to an allele-specific decrease in the
fevel, expression and/or activity of mHTT, comprising intrathecally administering to the subject WVE-G03 (or
a salt form thereof) at a dose of about 120 mg approximately monthlv, such that disease progression in the
subject 1s delaved, thereby treating the subject.

{8623] In some embodiments, the present disclosure pertaing to: A method for treating a subject with
Hustington’s discase who has a mutation of the HT'T gene that is amenable to an allele-specific decrease in the
tevel, expression and/or activity of mHTT, comprising intrathecally adounistering to the subject WVE-G03 (or
a salt form thereof) at a dose of about 150 mg approxuvately monthly, such that disease progression in the
subject 1s delayed, thereby treating the subject.

{6624] in some embodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that 1s amenable to an allele-specific decrease in the
level, expression and/or activity of mHTT, comprising intrathecally administering to the subject WVE-003 (or
a salt form thereof) al a dose of about 168 mg approximately monthly, such that disease progression i the

subject is delayed. thereby treating the subject.

{0625} {n some cmbodiments, the subject is admunstered a sterond prior o the furst dose of WV E-003.
[3626] In some embodiments, the subject is administered a steroid at least about one month prior to the

first dose of WVE-G03.

{6627} In some embodiments, the subjoct 1s on a sicroid rogimen for af east about onc month prior to the
first dose of WVE-003.

{0628] In some emnbodiments, the subject is adounistered ao otal corticosterowd for at least about 24 months
prior to the first dose of WVE-003.

{8629] In some embodiments. the subject 1s admintstered hvdrocortisone and/or acetaminophen within 24
hours of administration of WVE-003.

{3638] {n some embodiments, the subject 1s adounistered WVYE-003 approximately monthly for at least
about 2 months,

{3631} In some embodiments, the subject is administered WVE-003 approximately monthly for at least
about 4 months.

{6632] In some embodiments, the subject 1s administered WVE-003 approxuaately monthlv for at least
about 8 months.

{6633) In some embodiments, the sabject is adnunistered WVYE-G02 approximately monthly for at least
about 12 months.

{06634] In some embodiments, the subject 1s adounistered WVE-003 approximately monthly for at least

about 16 months.
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{B635] {n some embodiments, the subject is adounistered WVE-003 approximately monthly for at least
about 32 months.

{03636] In some embodiments, the subject is administered WVE-003 approximately monthly for at least
about 48 months,

{6637] In some embodiments, the subject is administered WVE-003 approximately monthly for at least
about 50 months.

{8638] In some embodiments, the sabject is admnistered WVE-003 approximately monthly for at least
about 60 months.

{6639] {n some embodiments, the subject is administered WYE-003 approximately monthly for at least
about 70 months.

{(640] In some embodiments, the subject 1s administered WVE-003 approximately monthly for at least
about 80 months.

{B641] in some embodiments, the subject is administered WVE-0(3 approximately monthly for at least
about 90 months.

{6642] In some embodiments, the sabject 13 administered WVE-003 approximately monthly for at least
about 100 months.

{0643} {n some crobodiments, the present disclosure pertaing to: A method for reducing the seventy of
and/or delaving the onset of at ieast one symptom of Himtington’s disease 1 a subject with Huntington’s discase
m need thereof who has a mutation of the HTT gene that is amenable to an allele-specific decrease in the level,
expression and/or activity of mHTT, comprising intrathecally administering to the sabject WVE-003 (or a salt
form thereof) at a dosc of 10 to about 168 mg approximately monthly, thereby roducing the severity of and/or
delaying the onsct of at least one symptom of Huntington's discase welative to baseling, in the subject.

{6644) In some emboduments, the Huntingtin protein production is maeasurcd by reverse transcription

polvmerase chain reaction (RT-PCR), Western blot analysis, or immunohistochemical detection.
poiy ;

{0645] In some embodiments, the method further comprises the step of administering to the subject a
corticosieroid.
{B646] fo somc cmbodunents, the corticosteroid 15 Betamethasone, Budesomide, Cortisone,

Dexamethasone, Hydrocortisone, Methylprednisolone, Prednisolone, or Prednisone.

{0647] In some embodiments, the corticosteroid 1s adnunistered prior to, in conpunction with, or
subsequent to administration of WYE-G03.

{0648] In some embodiments, the method further comprises the step of confirmung that the subject bas a
mutation in the HTT gene that 1s amenable to an allele-specific decrease in the level, expression and/or activity
of a mHTT transeript.

{6649) {n some embodiments, the prosent disclosure pertains to: A method for treating a subject with
Huotington's discase who has a outation of the HTT geue that 1s amenable to allcle-specific knockdown of a

mutant HTT transcript, compnsing the step of administering to the subject a chirallv controlled HTT
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oligonucleotide composition at a dose of 10 to about 168 mg, such that discase progression in the subject is
delaved, thereby treating the subject, wherein the chirally controlled HTT oligonucleotide composition i3
capable of mediating an allele-specific decrease in the level, expression and/or activity of a mHTT transcript.
16650] In some embodiments, the present disclosure pertains o) A method for treating a subject with
Huntington’s discase who has a mutation of the HTT gene that is amenable to allele-specific knockdown of a
mutant HTT transcript. comprnsing the step of admimstering to the subject a chirally controlled HTY
ohgonucleotide composition at a dose of 30, 60, 90, 120, 130, or 168 mg, such that disease progression in the
subject is delayed, thereby treating the sabject, wherein the chirally controlied HTT oligonucleotide
composition s capable of mediating an allele-specific decrease in the level, expression and/or activity of a
mHTT transcript.

{B651] In some embodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that is amenable to allele-specific knockdown of a
mutant HTT transcript, comprising the step of administering to the subject a clurally controlied HTT
ohigonucleotide composition at a dose of about 30 mg, such that discase progression in the subject 18 delayed,
thereby treating the subject, wherein the chirally controlled HTT ohigonucleotide composition is capable of
mediating an allele-specific decrease in the level, expression and/or activity of a mHTT transeript.

{0652} {n some embodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s discase who has a muiation of the HTT gene that 1s amenable to allele-specific knockdown of a
mutant HTT transcript, compnsing the step of administering to the subject a chirallv controlled HTT
sligonucieotide composition at a dose of about 60 mg, such that discase progression in the subject is delayed,
thereby treating the subject, wherein the chirally controlled HTT oligonucicotide composition is capable of
mediating an allele-specific decrease in the level, expression and/or activity of a mHTT transcript.

{6653} In some embodiments, the present disclosure pertains to; A nethod for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that is amenable to allele-specific knockdown of a
mutant HTT transeript, comprising the step of administering to the subject a chirally controfled HTT
oligonucleotide composition at a dose of about 90 myg, such that disease progression in the subject is delayed,
thereby treating the subject, wherein the chirally controlled HYT cligonucleotide composition is capable of
mediating an allele-specific decrease n the level, expression and/or activity of a mHTT transcript.

{3654] In some embodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s discase who has a mutation of the HTT gene that is amenable to allele-specific knockdown of a
mutant HTT transcript, comprsing the step of admimstering to the subject a clurally controlled HTT
ohigonucleotide composition at a dose of about 120 mg, such that disease progression 1o the subject is delayed,
thereby treating the sebject, wherein the churally controlled HTT ohgonucieotide composition is capable of
mediating an allcle-specific decrease in the lovel, expression and/or activity of a mHTT transeript.

{6655] In some embodiments, the present disclosure pertains to: A method for treating a subiect with

Huntington’s discase who has a mutation of the HTT gone that is amenable to allele~specific kuockdown of a
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mutant HTT transcript, comprising the step of admunistering to the subject a chirallv controlled HTT
oligonucleotide composition at a dose of about 150 mg, such that disease progression in the subject is delayed,
thereby treating the subject, wherein the chirally controlled HTT oligonucleotide composition s capable of
mediating an allele-specific decrease 1n the level, expression and/or activity of a mHTT transcript.

{3656] In some embodiments, the present disclosure pertains 0 A method for treating a subject with
Huntington’s discase who bas a mutation of the HT'T gene that is amenable 1o allele-specific knockdown of a
mutant HTT transeript, comprising the step of admimistering to the subject a chirally controfled HTT
ohigonucleotide composition at a dose of about 168 mg, such that disease progression in the subject is delayed,
therchy treating the subject, wherein the chirally controlled HT'T oligonucieotide composition is capable of
mediating an allele~specific decrease m the fovel, expression and/or activity of a mHTT transcript.

{B637] In some embodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that is amenable to allele-specific knockdown of a
mutant HTT transcript, comprnsing the step of admimstering to the subject a chirally controlled HTT
ohigonucleotide composition at a dose of about 30 mg, such that discase progression in the subject 18 delayed,
thereby treating the subject, wherein the chirally controlled HTT ohigonucleotide composition is capable of
mediating an allele-specific decrease in the level, expression and/or activity of a mHTT transeript.

{0658} {n some embodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s discase who has a muiation of the HTT gene that 1s amenable to allele-specific knockdown of a
mutant HTT transcript, compnsing the step of administering to the subject a chirallv controlled HTT
sligonucieotide composition at a dose of about 60 mg, such that discase progression in the subject is delayed,
thereby treating the subject, wherein the chirally controlled HTT oligonucicotide composition is capable of
mediating an allele-specific decrease in the level, expression and/or activity of a mHTT transcript.

{6659} In some embodiments, the present disclosure pertains to; A nethod for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that is amenable to allele-specific knockdown of a
mutant HTT transeript, comprising the step of administering to the subject a chirally controfled HTT
oligonucleotide composition at a dose of about 90 myg, such that disease progression in the subject is delayed,
thereby treating the subject, wherein the chirally controlled HYT cligonucleotide composition is capable of
mediating an allele-specific decrease n the level, expression and/or activity of a mHTT transcript.

{3660} In some embodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s discase who has a mutation of the HTT gene that is amenable to allele-specific knockdown of a
mutant HTT transcript, comprising intrathecally admimstering to the subject a chirally controlled HTT
ohigonucleotide composition at a dose of about 120 mg approximately monthly, such that disease progression
in the subject is delayed, thereby treating the subiect, wherein the chirally controlied HTT oligonucieotide
composition is capable of mediating an allele-specific decrease in the level. expression and/or activity of a
mHTT transcnpt.

{661} In some emboduments, the present disclosure pertains to: A method for treating a subject with
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Huuntington's discase who has a mutation of the HTT geoe that 1s amenable to allele-specific knockdown of a
mutant HTT transcript, comprising intrathecally admunistering to the subject a chirally controlled HTT
sligonuclectide composition at a dose of about 150 mg approximately monthly, such that disease progression
i the subject is delayed, thercby treating the subject, wherem the chirally controlied HTT oligonucicotide
composition is capable of mediating an allele-specific decrease in the level, expression and/or activity of a
nHTT franseript.

{8662] In some embodiments, the present disclosure pertamns to: A method for treating a subject with
Huntington’s disease who has a mudation of the HTT gene that is amenable to allele-apecific knockdown of a
suatant HTT transcript. comprsing intrathecally administering to the subject a chirally controlled HTT
oligonucicotide composition at a dose of about 168 mg approximately monthly, such that discase progression
in the subject is delaved, thereby treating the subject, wherein the chirally controlled HTT oligonucleotide
composition i3 capable of mediating an allele-specific decrease in the level, expression and/or activity of a
mHTT transcript.

{G663] In some erobodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s disease who has a mulation of the HTT gene that is amenable to allele-specific knockdown of a
mutant HTT transcnpt. compnsing itrathecally admimstering to the subject a chirally controlled HTT
oligonucleotide composition at a dose of about 30 mg approximately monthly, such that disease progression in
the subject is delaved. therebv treating the subject. wherein the churally controlied HTT ohgonucleotide
composition is capable of mediating an allele-specific decrease in the level, expression and/or activity of a
mHTT transcript.

{3664} In some crabodiments, the present disclosure pertains to: A mcthod for treating a subject with
Huntington’s discase who bas a rautation of the HTT gene that is amenable to allele-specific knockdown of a
mutant HTT transcript, comprising iotrathecally admimstering to the subject a chirally controlled HTT
ohgonucleotide composition at a dose of about 60 mg approxamately monthly, such that disease progression in
the subject 1s delayed, therchy treating the subject, wherein the chirally controlled HTT oligonucieotide
composition is capable of mediating an allefe-specific decrease in the level, expression and/or activity of a
HTT transcupt.

{(3665] In some embodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s discase who has a mutation of the HTT gene that is amenable to allele-specific knockdown of a
mutant HTT transcript, comprising intrathecally administering to the subject a chirally controlled HTT
oligonucleotide composition at a dose of about 90 mg approximately monthly. such that discase progression in
the subject 1s delayed, thereby treating the subject, wherein the chirallv controlled HTT oligonucieotide
composition s capable of mediating an allele-specific decrease in the level, expression and/or activity of a
mHTT transcript.

{(3666] o some embodiments, the present disclosure pertains to: A method for treating a subject with

Huntington’s discase who has a mutation of the HTT gone that is amenable to allele~specific kuockdown of a

137



WO 2025/030155 PCT/US2024/040849

mutant HTT transcrpt. compnsing intrathecally admimistering to the subject a chirally controlled HTT
oligonucleotide composition at a dose of about 120 mg approximately monthly, such that disease progression
i the subject is delaved, thereby treating the subject, wherein the chirally controlied HTT oligonucieotide
compaosition s capable of mediating an allele-specific decrease in the level, expression and/or activity of a
mHTT transcript.

{6667] In some embodiments. the present disclosure pertaims to; A method for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that is amenable to allele-specific knockdown of a
mutant HTT transeript, compnising intrathecally admimstering to the sabject a chiraliv controlled HTT
oligonucleotide composition at a dose of about 150 mg approximately monthly, such that discase progression
m the subject is delaved, thereby treating the subject, wherein the chirally controlied HTT ohgonucicotide
composition is capable of mediating an allele-specific decrease in the level, expression and/or activity of a
mHTT transcript.

{6668] in some embodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that 15 amenable to allele-specific knockdown of a
mutant HTT transenipt, comprising intrathecally admimstening to the subject a chirally controlled HTT
ohigonucieotide composition at a dose of about 168 mg approximately monthly, such that disease progression
in the subject is delayed, thereby treating the subject, wherein the chirally controlled HTT oligonucleotide
composition is capable of mediating an allele-specific decrease n the level. expression and/or activity of a
mHTT transcript.

3669] In some cmbodiments, the present disclosure pertains to: A method for treating a subject with
Huntington’s discase who has a mutation of the HTT gone that is amcnable to allele-specific knockdown of a
mutant HTT transcript. comprising iotrathecally adminstering to the subject a chirally controlled HTT
ohigonucleotide composition at a dose of about 30 mg approxumately monthly, such that disease progression in
the subject 15 delaved, therebv treating the subject, wherein the chirally controlled HTT oligonucieotide
composition 1s capable of mediating an allefe-specific decrease in the level, expression and/or activity of a
mHTT transcript.

{3678] {n some embodiments, the present disclosure pertaing to: A method for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that 1s amenable to allele~-specific knockdown of a
mutant HTT transcript, comprising intrathecally administering to the subject a chuirally controlled HTT
oligonucleotide composition at a dose of about 60 mg approximatelv monthly. such that discase progression in
the subject 15 delayed, thereby treating the subject, wherein the chirally controlled HTT obgonucieotide
composition 1 capable of mediating an allele-speaific decrease in the level, expression and/or activity of a
mHTT transeript.

{8671]) {n some embodiments, the prosent disclosure pertains to: A method for treating a subject with
Huotington's discase who has a outation of the HTT geue that 1s amenable to allcle-specific knockdown of a

mutant HTT transcript, comprsing intrathecally administering to the subject a churally controlled HTT
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oligonucleotide composition at a dose of about 90 mg approximately monthly, such that discase progression in
the subject is delaved, thereby treating the subject, wherein the clurally controlled HTT oligonucleotide
composttion 13 capable of mediating an allele-specific decrcase in the level, expression and/or activity of a
mHTT transcript.

{3672] In some embodiments, the present disclosure pertains 0 A method for treating a subject with
Huntington’s discase who bas a mutation of the HT'T gene that is amenable 1o allele-specific knockdown of a
mutant HTT transeript, comprising intrathecally admimstering to the subject a chirallv controlled HTT
ohigonucleotide composition at a dose of about 120 mg approximately monthly, such that disease progression
in the subject 18 delayed, thereby treating the subject, wherein the chirally controlied HTT oligonucicotide

composition is capable of mediating an allele-specific decrease in the level, expression and/or activity of a

mHTT transcrpt.
{3673] In some cmbodiments, the present disclosure pertains to: A method for treating a subject with

Huntington’s disease who has a mutation of the HTT gene that is amenable to allele-specific knockdown of a
nmutant HTT transeript, comprising intrathecally admimstering to the subject a chirallyv controlled HTT
oligonucleotide composition at a dose of about 150 mg approximately monthly, such that disease progression
i the subject is delayed, thereby treating the subject, wherein the chirally controlied HTT oligonucleotide
composition is capable of mediating an allele-specific decrease in the level. expression and/or activity of a
mHTT transcript.

[B674] In some embodiments, the present disclosure pertaing to; A method for treating a subject with
Huntington’s disease who has a mutation of the HTT gene that is amenable to allele-specific knockdown of a
mutant HTT transcript, comprising intrathecally admimstering to the subjoct a chirally controlled HTT
ohigonucleotide composition at a dose of about 168 mg approximately monthly, such that discase progression
in the subject 18 delaved, thereby treating the subject, wherein the churally controlied HY'T oligonucieotide
composition 18 capable of mediating an allele-specific decrease n the level, expression and/or activity of a
mHTT transenipt.

{6675] In some embodiments, the subject is admimistered a sterotd prior to the first dose of a chirally
controlled HTT oligonucleotide composition,

{(3676] In some embodiments, the subject is administered a steroid at feast about one month prior to the
first dose of a chirally controllied HTT cligonucleotide composition.

{63677) In some embodiments, the subject is on a sicroid regimen for at least about one month prior to the
first dose of a chirally controlled HYT oligonucleotide composition.

{6678} In sonie ernbodiments, the subject is administered an oral corticosteroid for at least about 24 months
prior to the first dose of a chirally controlled HTT oligonucleotide composition.

{8679] {n some cmbodiments, the subject is administered hvdrocortisone and/or acetaminophen within 24
bours of adnunisiration of a chirally controlied HY'T oligonucleotide composition.

{3680} In some embodunents, the subject s adounistered a churally controlled HTT ohgonucleotide
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coraposition approximately monthly for at least about 2 months,

{3681] In some embodiments, the subject is adomunistered a clurally controlled HTT oligonucleotide
composition approximately monthly for at least about 4 months.

16682] In some cmbodiments, the subject is administercd a chirally controlied HTT oligonucicotide
composition approxinately monthly for at least about 8 months.

{6683] In some embodiments. the subject is adminstered a chirallv countrolied HTT oligonucieotide
composition approximately monthly for at least about 12 months.

{8684] In some embodiments, the subject s administered a chirally conirolied HTT oligonuclectide
composition approximately monthly for at least about 16 months.

{B68S] {o some emboduuenis, the subjoct s adounistered a clurally controlled HTT oligonucicotide
composition approximately monthly for at least about 32 months.

{3686} In some embodiments, the subject 13 adnunistered a chirally controlled HTT ohigonucieotide
composition approximately monthly for at least about 48 months.

{6687} In some crabodiments, the subjoct is adminstered a chirallv controlled HTT oligonucieotide
composition approximately monthly for at least about 50 months.

{6688) In some embodiments, the subject 5 administerad a chirally controlied HTT oligonucleotide
composition approximately monthiy for at least about 60 months.

{0689} {n some embodunents, the subject s admumistered a churally controlied HTT oligonucleotide
composition approximately monthly for at least about 70 months.

{3698] In some embodiments, the subject 18 admnistered s

o]

chirally controlled HTT ohigonucleotide
composttion approximately monthiy for at least about 80 months,

[6691] In some crobodiments, the subject is admnustered a chirally controlled HTT oligonucicotide
compasition approximately monthly for at least about 90 oonths.

{6692] In some embodiments, the subject 15 admimstered a chirallv controlled HTT oligonucieotide
composition approximately monthly for at feast about 100 months.

{6693} {n some embodiments, the present disclosure pertains to: A method for reducing the seventy of
and/or delaying the onset of at least one symptom of Huntington’s disecase in a subject with Huntington’s discase
m need thereof who has a mutation of the HTT gene that 1s amenable to allele-specific knockdown of a mutant
HTT transcript, comprising intrathecaliy administenng to the subject a chirally controlled HTT ohgonucleotide
compaosition at a dose of 10 to about 168 mg approximately monthly, thereby reducing the severity of and/or
delaying the onsct of at least one symptom of Huntington’s discase relative to baseling, in the subject, wherein
the chirally controlled HTT ohgonucleotide composition is capable of mediating an allele-specific decrease
the level, expression and/or activity of 8 mHTT transcript.

{0694] in some embodiments, the Hontingtin protein production is measured by reverse transcripfion
polvmerase chain reaction (RT-PCR). Westem blot analvysis, or tumunohistochemical detection.

{3695} In some embodiments, the method further comprises the stop of administenng to the subject a
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corticosteroid.

{3696} v some emboduments, the corficosteroid s Betamethasone, Budesonide, Cortisone,
Dexamethasone, Hydrocortisone, Methylprednisolone, Prednisclone, or Frednisone.

16697] In some ecmbodiments, the corticosterotd is adomnistered prior to, i conpmction with, or
subsequent to administration of a chirally controlled HTT oligonuclectide composition.

{3698) In some embodiments. the raethod further comprises the step of confirnung that the subject has a
mutation o the HTT gene that is amenable to allele~specific knockdown of a mutant HTT transeript,

{8699] In some embodiments, the present disclosore provides methods of use of 3 composition comprising
any HTT oligonucleotide disclosed herein. In some embodiments, the present disclosure provides methods of
use of a composition comprsing auy chirally controlied HT'T oligonucleotide disclosed beren.

{3700] In some embodiments, the present disclosure provides methods of use of a composition comprising
a HTT oligonuacieotide diselosed herein which is capable of mediating allele-zpecitic knockdown of mutant
HTT. In some embodiments, the present disclosure provides methods of use of a composition comprising a
HTT oligonucleotide disclosed herein which is capable of mediating allele-specitic knockdown of a mutant
HTT transcript. In some embodiments, the present disclosure provides methods of use of a composition
comprising a HTT oligonueleotide disclosed herein which is capable of mediating allele-specific knockdown
of a mutant HTT transcript. I some embodiments, the present disclosure provides methods of use of a
composttion comprising a HT'T oligonucieotide(s) disclosed herein which is capable of mediating allele-specific
knockdown of mutant HTT transcript. In some embodiments, such a composition is a chirally controlled HTT

cligonucleotide composition.

6701} In some embodiments, the HTT oligonucicotide 1s WVE-003.
{6762) In some embodunents, the presend disclosure provides a pharmaceutical composition comprising a

HTT oligonucleotide or a HTT oligonucleotide composttion of the present disclosure {e.g.. WVE-003 Yand a
pharmaceutically acceptable camier (including but not limited to, a pharmaceutically acceptable salt).

{6703] In some embodiments, the present disclosure provides a method for allele-specific knockdown of
atarget HTT transcript, comprising the step of administering a HT'T oligonucleotide composition of the present
disclosure. In some embodiments, the present disclosure provides a method for reducing level of a HTT
transcript or a product thereof, comprising the step of admimstering a HTT oligonucleotide composition of the
present disclosure. A method for treating Humtington's disease, comprising the step of administering to a
subject susceptible thereto or suffering therefrom a composition described in the present disclosure.

{6704] In some embodiments, the present disclosure provides a method for treating Huntington's discase,
comprising the step of admimistering to a subject susceptible theroto or suffenng therefrom a composition
comprising any HTT oligonucieotide disclosed hercin.

{B705) {n some embodiments, the present disclosure provides a method for reating Huntington’s discase,
comaprising {a) admunistering o a subject susceptible thercio or suffering therefrom a composition comprising

any HTT oligonucieotide disclosed herein, and (b} administering to the subject additional treatment which is
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capable of preveunting, treating, ameliorating or slowing the progress of Huntington s discase.
{3706] Certain abbreviates are listed below:
al’SF: artificial cerebrospinal flaid

aPTT: activated partial thromboplastin time

ASO: antisense oligonucieotide

AUC: area under the plasma concentration-time curve
AYCO-24: area wmder the curve from time 0 o 24 hours
AUCast: area under the curve from O to time of the last quantifiable concentration
BLQ, BLOQ: below the himiut of quantification

BP: British Phanmacopeia

BUN: blood urea nitrogen

C variant: wild-tvpe vanant of SNP1

i extrapolated mitial concentration at time 0

CAG: eytosine-adenine-~-guaning

Croax: maximum observed concentration

CNS: central nervous system

CSF: cerebrospinal fluid

CYP: cytochrome P450

DNA: deoxyribonucleie acid

ECG: electrocardiogram

¥: Female

FORB: functional observational battery

GAPDH: elveeraldehvde 3-phosphate dehvdrogenase
GLP: Good Laboratory Practice

HD: Huntingtor’s disease

HED: human cquivalent dose

HLGT: high tevel group termm

HPBL: human penpheral blood lvmphocytes

HTT, HTT: huntingtin, Huntingtin

INN: Intemational Nonproprietary Name

ISH: in sttw hybridization

IT: Totrathecal

IV: Intravenous

KD knockdown

KO: knock out

LE-MS/MS: hguid chromatography-tandem mass spectrometry
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LFT liver function test

LLOQ: lower imit of quantification

M: male

MedDRA: Medical Dictionary for Regulatory Activities
mHTT, mHTT: mutant huntingtin protein, mant Huntingtin gene
nRNA: messenger nibonucieic acd

N number

NA: not applicable

NOAEL: no-observed-adverse-effoct level

NOEL: no-observed-adverse-effect level

NOEL: no-observed-effect level

NPSRI: Newropeptide S Receptor 1

NT, ot Nucleotide

OECD: Organisation for Economic Cooperation and Development
PBMC: peripheral blood mononuclear cell

PCR: polvmerase chain reaction

PD: pharmacodynamies

PK: pharmacokinetics

P& phosphorothnoate

PT: preferred term

gdw: adonunistered overy 4 wecks

gdw: overy 4 weeks

RNA: tbonucleic acud

RNase HC: Catalytic domain of human RNase H enzyme
SAE: serious adverse event

SNP: single nucleotide polymorphism

SNP1: single nucleotide polymorphism (e.g., 13362273)
£1/2: terminal climination half-life

TEAE: treatment-cmergent adverse event

TK: toxicokinetic

TLRO: toll-like receptor @

tmax: time of occurrence of Cmax

U variant: mutant variant of SNP2

USP: United States Pharmacopoeia

UV: yloaviolet

V. vehicle control
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wiHTT/ wtHTT, wild type huntingtin protein/ wild type Huntingtio gene

{6707 Among other things, the present disclosure provides the following Example Embodmnents:

1. A method for treating a subject who has a mutant HTT gene comprising a auation that is amenable to
an allele-specific knockdown of the mutant HT'T gene, wherein the method comprises the step of admimistering
to the subject WVE-0G3 {or a salt form thereof) at a dose of about 30 mg, about 60 mg, about 90 mg, about 120
nog. about 150 mg. about 160 1ag. or about 168 mg. such that progression of Huntington's disease ju the subject
is delaved, and/or the onset of Huntington’s discase is delaved, and/or the severity of a symptom of Huntington’s
disease 15 reduced.

2 A method for treating a sebject who has a mutant HT'T gene comprising a mutation that is amenable to
an allele-specific knockdown of the mutant HT'T gene, whercin the method comprises the step of adounistoring
to the subject WVE-003 (or a salt form thereof) at a dose of about 30 mg, such that progression of Huntington’s
disease in the subject is delaved, and/or the onset of Huntington™s disease 15 delaved. and/or the severity of a
symptom of Huntington's disease 1s reduced.

3. A method for treating a subject who has a vutang HTT gene comprising a mutation that is amaenable to
an allele-specific knockdown of the mutant HTT gene, wherein the method comprises the step of administering
i the subject WVE-003 {or a salt form thereof} at a dose of about 60 myg, such that progression of Huntington’s
disease in the subject s delayed, and/or the onset of Huntington’s discase is delayed, and/or the severity of a
symptom of Huntington's disease is reduced.

4. A method for treating a subject who has a mutant HTT gene comprising a mustation that is amenable to
an allele-specific knockdown of the mutant HTT gene, wherein the method comprises the step of adminisiering
to the subjoct WVE-002 {or a salt form thercof) at a dosc of about 90 mg, such that progression of Huntington’s
disease in the subject is delayed, and/or the onset of Huntington's discase 15 delayed. and/or the severity of a
symptom of Huntington's disease is reduced.

3. A method for treating a sabject who has amutant HTT gene comprising a mutation that is amenable to
an allele~-specific knockdown of the mutant HTT gene, wherein the method comprises the step of adnunistering
to the subject WVE-003 {or a salt form thereof) at a dose of about 120 mg, such that progression of Huntington’s
diseasc in the subject is delayed, and/or the onset of Huntington’s discase is delayed, and/or the severity of a
symptom of Huntington’s discase is reduced.

6. A method for treating a subject who has a mutant HTT gene comprising a nutation that is amenable to
an allele-specific knockdown of the mutant HT'T gene. wherein the method comprises the step of admimistering
to the subject WVE-003 {or a salt form thereof) at a dose of about 150 mg, such that progression of Huntington’s
disease in the subject is delayed, and/or the onset of Huntington’s disease is delayed, and/or the severnty of a
symptom of Huntington’s disease 1s reduced.

7. A method for treating a subject who has a mutant HT'T gene comprising a motation that is amenable to
an allele-specitic knockdown of the mutant HT'T gene, wherein the method comprises the step of adounistering

to the subject WVE-003 (or a salt form thereof) at a dose of about 160 mg, such that progression of Huntington’s
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disease 10 the subject is delayed, and/or the onset of Huntington’s discase is delaved, and/or the severitv of a
symptom of Huntington’s disease is reduced.

5. A method for treating a subject who has a mutant HTT gene comprising a auation that is amenable to
an allele-specific knockdown of the mutant HT'T gene, wherein the method comprises the step of administering
to the subject WVE-003 {or a salt form thereof) at a dose of about 168 mg. such that progression of Huntington’s
discase in the subject is delaved. and/or the onset of Huntington’s discase 1s delaved. and/or the severity of a
symptom of Huntington’s disease 1s reduced.

9. A method for treating Huntington’s disease in a subject who has a motant HTT gene comprising 3
suutation that is amenable to an allele-specific knockdown of the mutant HTT gene, wherein the method
comprises the step of adnunistering to the subject WVE-003 (or a salt form thereof) at a dose of about 30 nug,
such that disease progression in the subject s delayed, and/or the onset of Huntington’s disease 1s delayed,
and/or the severity of a symptom of Huntington™s disease 1s reduced.

1. A method for treating Huntington’s discase in a subject who has a mutant HT'T gene comprising a
mutation that is amenable to an allele-specific knockdown of the mutant HTT gene, wherein the method
comprises the step of administering to the subject WVE-003 {or a salt form thereof) at a dose of about 60 mg,
such that discase progression in the subject is delayved, and/or the onset of Huntington’s discase is delayed,
and/or the severity of a symptom of Huntington’s discase is reduced.

11 A method for treating Huntington’s disease m a subject who has a mutant HTT gene comprising a
mutation that is amenable to an allele-specific knockdown of the mutant HTT gene, wherein the method
comprises the step of administering to the subject WVE-003 {or a salt form thereof) at a dose of about 90 mg,
such that discasc progression in the subjoet is delayed, and/or the onsct of Huntington's discasc is delayed,
and/or the seventy of a svmptom of Huntington's disease is reduced.

12, A method for treating Huntingion’s disease in a subject who has a mutant HTT gene comprising a
rautation that is amenable to an allele-speaific knockdown of the mutant HTT gene, wherein the method
comprises the step of administering to the subject WVE-003 (or a salt form thereof} at a dose of about 120 mg,
such that disease progression in the subject is delaved, and/or the onset of Huntington’s discase is delayed,
and/or the seventy of a symptom of Huntington’s discase s reduced.

13 A method for treating Huntington’s disease wn a subject who has a mutant HTT gene comprising a
mutation that is amenable to an allele-specific knockdown of the mutant HTT gene, wherein the method
comprises the step of administering to the subjoct WVE-0032 {or a salt form thereof} at a dose of about 150 mg,
such that discase progression in the subject is delaved, and/or the onset of Huntington’s disease is delayed,
and/or the severity of a symptom of Huntington’s disease is reduced.

14, A method for treating Huntington’s disease in a subject who has a mutant HTT gene comprising a
mutation that is amenable to an allele-specific knockdown of the mutant HTT gene, wherein the method
comprises the step of adminstering 1o the subject WVE-0G03 (or a salt form thereof) at a dose of about 160 rug,

such that disease progression in the subject 1s delayed, and/or the onset of Huntington’s disease 1s delayed,
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and/or the severity of a syraptom of Huntington’s disease is reduced.

{5 A wmethod for treating Huntington’s disease 1o a subject who has a mutant HTT gene comprising a
mutation that is amenable to an allele-specific knockdown of the mutant HTT gene, wherein the method
comprises the step of administening to the subject WVE-003 {or a salt form thercof} at a dose of about 168 mg,
such that disease progression in the subject is delayed, and/or the onset of Huntington’s disease is delayed,
and/or the seventy of a sveptom of Huntington's discase is reduced.

16. A method of delaving the onset of and/or reducing the sevenity of a symptom of Huntington”s disease
in a subject with Humtington's disease who has a mutant HTT gene comprising a motation that is amenable to
an allele-specific knockdown of the mutant HT'T gene, wherein the method comprises the step of administering
to the subject WYE-003 {or a salt form thereof) at a dosc of about 30 myg.

17. A method of delaving the onset of and/or reducing the severity of a symptom of Huntington’s disease
i a subject with Hontington’s disease who has a matant HTT gene comprising a mutation that is amenable {o
an alfefe~specific knockdown of the mutant HT'T gene, wherein the method comprises the step of adminstering
1o the subject WVE-G03 (or a salt foum thereot) at a dose of about 60 mg.

18, A method of delaving the onset of and/or reducing the severity of a symptom of Huntington’s disease
in a subject with Humtington’s discase who has a mutant HTT gene comprising a mufation that 1s amenable to
an allele-specific koockdown of the mutant HTT gene, whercin the method comprises the step of administering
to the subject WY E-003 {or a salt form thereof) at a dose of about 90 mg.

19 A method of delayving the onset of and/or reducing the severity of a symptom of Huntington’s diseasce
i a subject with Hootington’s disease who has a matant HTT gene comprising a mutation that is amenable to
an aliclc-specific knockdown of the mutant HT'T genc, whercin the method compriscs the step of adminisicring
to the subject WVE-003 (or a salt form thereof) at a dose of about 120 mg.

20. A method of delaving the onset of and/or reducing the severity of a symptom of Huntington’s disease
m a subiect with Huntington’s discase who has a mutant HTT gene comprising a muotation that is amenable to
an allele~-specific knockdown of the mutant HTT gene, wherein the method comprises the step of administering
to the subject WVYE-003 {or a salt form thercof) at a dose of about 130 mg.

21 A ncthod of delaving the onsct of and/or reducing the severty of a symptorn of Huntington’s discase
i a subject with Hontington’s disease who has a mutant HTT gene comprising a mutation that is amenable 1o
an allele-specific knockdown of the mutant HTT gene, wherein the method compnises the step of admbusiering
to the subject WVE-0G03 (or a salt form thercof) at a dose of about 160 mg.

22. A method of delaving the onset of and/or reducing the severity of a sviaptom of Huntington’s discase
in a subject with Huntington’s disease who has a mutant HTT gene comprising a mutation that is amenable to
an allele-specific knockdown of the mutant HTT gone, wherein the method comprises the step of administering
to the subject WVYE-003 {or a salt form thercof) at a dose of about 168 mg.

23 A moethod for treating Huntington's disease, comprising administering to a subject suifering therefrom

WVE-003 (or a salt form thereof), wherem WVE-003 15 adnunistered at a dose of about 30 mg, about 60 mg,

146



WO 2025/030155 PCT/US2024/040849

about 90 mg. about 120 my. about 150 mg. about 160 rag, or about 168 mg, and wherein the subject hasa HTT
allele that comprises an expanded CAG repeat region and 1s fully complementary to the base sequence of WVE-
G603,

24. A method for treating Huntington’s disease, comprising administering to a subject suffering therefrom
a pharmaceutical composition that comprises or delivers WVE-Q03 (or a salt form thereot), wherein WVE-G03
is administered at a dose of about 30 mg, about 60 mg, about 90 mg, about 120 mg. about 130 rog. about 160
mg, or about 168 mg, and wherein the subject has a HTT allele that comprises an expanded CAG repeat region
and is fully complementary to the base sequence of WV E-003.

25 A method, comprising administering to a subject WVE-003 (or a salt form thereof), wherein the subject
is detennined to have a geoetic sequence that is the same or fully complementary to the base sequence of WVE-
(03,

26. A method, comprising administering (o a subject WVE-003 {or a salt form thercot), wherein the subject
is determined to have a genetic sequence that comprises a sequence that is the same or fully complementary to
the base sequence of WVE-003 and a sequence that is or encodes an expanded CAG repeats.

27. A method, comprising administering to a subject WVE-G03 (or a salt form thereof), wherein the subject
is determined to have a genelic sequence that encodes a transcript that comprises an expanded CAG repeat in
HTT and is fully complementary 1o the base sequence of WVE-003.

28, A method, conmprising admuustening to a subject WV E-003 {or a salt form thereof), wherein the subject
is determined 1o express a HTT wansenpt that comprises an expanded CAG repeat and 15 fully complementary
to the base sequence of WVE-G03.

29. The method of any one of Embodiments 25-28, wherein the subject is dotormined to have a genetic
sequence or transcript that 1s not the same or fully complementary to the base sequence of WVE-003 atrs362273.
30. The method of any one of Embodiments 25-29, wherein the subject is determined to bave a genetic
sequence or transeript that is not the same or fully complementary to the base sequence of WVE-003 at 15362273
and that does not contain expanded CAG repeats (or a sequence encoded thereby).
31 ‘The method of any one of Embodiments 25-30, wherein WVE-003 is administered at a dose of about
30 mg,

32 The method of any one of Embodiments 23-30, wherein WVE-003 is admnistered at a dose of about

33. The method of anv one of Embodiments 25-30, wherein WVE-003 is administered at a dose of about

34, The method of any one of Embodiments 25-30, wherein WVE-003 1 administered at a dose of about
120 mg.
35. The method of any one of Embodiments 25-30, wherein WVE-003 is administered at a dose of about
150 ma.

36, The method of any one of Embodiments 25-30, wherein WVE-003 is admnistered at a dose of about
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168 mg.

37, The method of any one of Embodiments 25-36, wherem two or more doses are adroinistered.
38, The method of any one of Embodiments 25-37, wherein a dose 1s administered about one week after

an immediate preceding dose.

39. The method of any one of Embodiments 23-38. whercin a dose is administered about two weeks after
an immediate preceding dose.

40 The method of anv one of Embodiments 23-39, wherein a dose 1s admmnistered about four weeks after
an immediate preceding dose.

41 The method of any one of Embodiments 25-40, whercin a dose is administered about cight weeks after
an immediate preceding dose.

42. The method of any one of Embodiments 25-41, wherein a dose is administered about twelve weeks
after an immediate preceding dose.

43, The method of any one of Embodiments 25-42, wherein a dose is administered about one month afier
an immediate preceding dose.

44, The method of any one of Embodiments 25-43, wherem a dose 1s administered about two months after
an immediate preceding dose.

45, The method of any one of Embodiments 23-44, wherein a dose is administered about 3, 4. 5, 6 or more

maonths after an immediate preceding dose.

46, The method of any one of Embodiments 23-37, comprising administering multiple doses weekly.

47. The method of anv one of Embodiments 25-37, comprising administering multiple doses every two
weeks.

43, The method of any one of Embodunenis 23-37, comprising adounistering multiple doses about every

four weeks.
.

49, The methods of any one of Embodiments 25-37, comprising administering multiple doses about every

cight weeks.

Ll

0. The methods of any one of Embodiments 25-37, comprising administering multiple doses about every

{2 weeks.

31 The method of any one of Embodiments 25-37, comprising administering multiple doses monthly.

52. The method of any one of Embodiments 25-37, comprising administering multiple doses every two
months.

53. The method of any one of Embodiments 25-37, comprising adnunistering multiple doses every 3, 4, 5,

& or more months.

34, The method of any one of Embodiments 25-533, wherein expression of smutant HTT is reduced.
35. The method of any one of Embodiments 25-54, wherein mutant HTT protein level 18 reduced.
36, ‘The method ot any one of Embodiments 54-35, wheremn the reduction is about 10% or more.
57. The method of any one of Embodiments 54-35, wherein the reduction is about 12% or more.
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38, The method of any one of Embodiments 54-35, wheremn the reduction 1s about 15% ot more.

59, The method of any one of Embodiments 54-55, wherein the reduction is about 20%, 25%, 30%, 409%,
50%, 60%, 70%, 80%, or 90% or more.

603, The method of any one of Embodiments 54-59, wherein the reduction is assessed for an individual
subject.

61 The methad ot any one of Embaodiments 34-39, wherein the reduction is assessed for a population of
subjects.

62 The method of Embodiment 61, wherein the reduction s assessed for a population of subjects, wherein

the population size is about 10, 20, 30, 40, 50, 60, 70, 80, 90, 100, 200, 500, 1000 or more subjects.

63, The method of Embodiment 60 or 61, wherein subjects i the population receive the same dosage
regimen.

64, The method of Embodiment 60 or 61, wherein subjects in the population receive different dosage
reginmens.

65, The method of any one of Embodiments 34-64, wherein one or more cercbrospinal fluid samples are
utihized for reduction assessment.

66. The method of any one of Embodiments 54-65, wherein wild type HTT transcript level is not

significantly reduced.

67. The method of any one of Embodiments 34-66, wheremn wild type HTT protein level 1s not significantly
reduced.
68, The method of anv one of Embodiments 54-67, wherein total HTT transcript level is not significantly
reduced.
69, The method of any one of Embodiments 54-68, wherein total HTT protein level 1s not significantly
reduced.
70. The method of any one of Embodinments 54-69, wherein neurofilament light cham (NfL} level in CSF

is not significantly increased.

71 The method of any one of Emvbodiments 54-70, whercin assessment is performed after about |, 2, 3, 4,
5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, or 20 davs, or about 3, 4, 5, 6, 7, or 8 weeks, orabout 3, 4, 5,
ot 6 or more months after administration of a dose and before a next dose, if any, 1s administered.

72. The method of any one of Embodiments 54-71, wherein assessment is performed after about 1, 2. 3. 4,
5.6,7.8.9, 10, 11,12, 13. 14, 15, 16,17, 18. 19, or 20 doses are administered.

73. The mctbod of any one of Emboduments 54-72, wherein onset of and/or severity of a symptom of
Huntington’s disease in a subject is delayed and/or reduced.

74. The method of any one of the previous Embodiments, wherein the subject is admnistered a steroid at
least about one month prior to the first dose of WVE-(03.

75, The method of any one of the previous Embodiments. wherein the subject is adnunistered two or more

doses of WVE-003, and the mterval between any two of the ncighboring doses is about a yoonth or about 4
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weeks.

76. The method of any one of the previous Embodiments, wherein the subject 1s admunistered two or more
doses of WVE-003, and the interval between any two of the neighboring doses 1s about two months or about 8
weeks.

77. The method of any one of the previous Embodiments, wherein the subject is administered two or more
doses of WVE-003, and the tnterval between any two of the neighboring doses 1s about three months or about
12 weeks.

78. The method of anv one of the previous Embodiments, wherein the subject is administered two or more
doses of WVE-003, approximately monthly or approximately once every 4 weceks.

79, The method of any one of the previous Embodiments, whereiu the subject is adnunistered two or more
doses of WVE-003, approxumately once every 2 months or approximately ouce every § weeks.

30, The method of any one of the previous Embodimenis, wherein the subject is administered two or more
doses of WVE-003, approximately once every 3 months or approxtmately once every 12 weeks.

81. The method of any one of the previous Embodiments, wherein the subject is administered WVE-0(3
approximately monthly for at least about 2 months.

82. The method of any one of the previous Embodiments, wherein the subject is administered WVE-003
approximately mounthly for at least about 4 months.

83, The method of any one of the previous Embodiments, wheremn the subject is adnunistered WVE-003
approximately monthlv for at least about § months.

34, The method of any one of the previous Embodiments, wherein the subject is administered WVE-003
approximately once every 4 woeks for at least about € wecks,

85. The method of any one of the previous Embodiments, wherein the subject is admimstered WVE-003
approximately onece every 4 weecks for at least about 12 weeks.

86. The method of any one of the previous Embodiments, wherein the subject is administered WVE-0G3
approximately onee every 4 weeks for at least about 16 weeks.
87. The method of any one of the previcus Embodiments, wherein the subject is adnunistered WVE-003
approximately once every § weeks for at least about 8§ weeks.

38, The method of any one of the previous Embodiments, wherein the subject 1s administered WVE-003
approximately once every 8 weeks for at least about 16 wecks.

89, The method of any one of the previous Embodiments, wherein the subject is administered WYE-003
approximately once every 12 weeks for at least about 12 weeks.

90, The method of any one of the previous Embodiments, wherein the subject is admimstered WVE-0(03
approxumately onee every 12 weeks for at feast about 24 weeks.

91 The method of any one of the previcus Embodiments, wherein the subject is adnunistered WVE-003
approximately monthiv for at least about 12 months,

92. The method of any one of the previous Embodunents, wherein the subject 1s admnistered WVYE-003
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approxunately monthlv for at least about 16 months,

93, The method of any one of the previous Embodiments, wheremn the subject is adnunistered WVE-003
approximately monthly for at least about 48 months.

G4. The method of any one of the previcus Embodiments, wherein WVE-003 is delivered intrathecally.
5. The method of any one of the previous Embodiments, wherem the method further comprises the step
of confirming that the subject has a mutation i the HTT gene that is amenable to an allele-specitic knockdown

of the mutant HTT gene or a gene product thereof transeript,

96, The method of any one of the previous Embodiments, wherein WVE-003 is administered in a salt form.
67, The method of any one of the previcus Embodiments, wherein WVE-003 15 administered in a sodinm

salt form.

98. The method of any one of the previous Embodiments, wherein WVE-003 15 formulated as a liquid
formulation.
99. The method of any one of the previous Embodiments, wherein WVE-003 1s formulated as a higuid

formulation. wherein the liquid formulation comprises WVE-003, sodium chloride, and water.

100.  The method of any one of the previous Embodiments, wherein WVE-003 15 formulated as a hquid
formulation, wherein the liquid formulation 1s reconstituted from a lyophilized preparation.

101, The method of any one of the previcus Embodiments, wherein the lovel, expression and/or activity of
a mHTT transcrpt or gene product thereof 1s reduced by at least about 5%,

102, The method of anv one of the previous Embodiments, wheren the level, expression and/or activity of
a mHTT transcript or gene product thereof 1s reduced by at least about 10%.

103, A composition comprising WVE-003 or a composition thercof, wherein WVE-003 or the composition
thereof is in a solid fonu.

104. A composition comprismg WVE-003 or a conposition thereof, wherein WVE-003 or the composition
thereof 1s lyophilized.

108, A composition comprising WVE-003 or a composition thereof, wherein WVE-003 or the composition
thereof is present in a vial inn an amount of about 20 mg.

106, A composition comprising WVE-003 or a composition thereot, wherein WVE-003 or the composition
thereof 1s present 1 a vial in an amount of aboot 20 mg, and the vial 1s backfilied with mitrogen.

107, A composition comprising WVE-003 or a composition thereof, wherein WVYE-003 or the composition
thereof is diluted with a solution of sodium chionde.

108, A composition comprismg WVE-003 or a composition thereof, wherein WVE-003 or the composition
thereof is diluted with 8.9% sodium chlonde.

109. A composition comprising WVE-G03 or a composition thereof, wherein the composition consists
cssentially of WV E-003 or a composition thereof, sodium chioride, and water.

119, A composition comprising WVE-G03 or a composition thereof, wherein the composiiion consists

essentially of WVE-003 or a composition thereof and aCSF.
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{1t The composition of any ove of Embodunents 103-110, wherein WVE-003 s in a pharmaceutically
acceptable salt form.
112, The method or composition of any one of the preceding Embodiments, wherein one or more
pharmaceutically acceptable salt forms of WVE-303 is adimuaistered or in the composition.
113, The method or composition of any one of the preceding Embodiments, wherein the amount of WVE-
003 1ncludes the amount of one or more pharmaceutically acceptable salt forms, cach of which is independentlv
converted to the amount of the acid form.
114, A method for treating Huatington’s disease, comprising administering or delivering to a subject
suffering therefrom WVE-G03 at a dose equivalent to about 10-200 mg {(¢.g., about 10-200 mg, about 10-180
mg, about 10-180 mg, about 10-176 mg, about 10 mg, about 20 mg, about 30 mg, 40 mg, about 50 mg, about
60 mg, about 70 mg, about 80 mg, 90 mg, about 100 mg, about 110 mg, about 120 mg, about 130 mg, about
144 mg, about 150 mg, about 160 mg, or abouot 168 mg) WVE-003 free acid form, wherein WVE-003 s

G * S mintIR mU mGni IR mA * ST*SC*ST*SG* ST*RAFRG*¥SC*SA*SG*R
mA3Cean(0 IR AcoGeond IR m3Ceo * STeo, wherein:

m represents a 27-OMe modification to a nucleoside;

*8 represents a Sp phosphorothicate linkage;

m3Ceo represents S-methyl 2'-C-methoxyethyl C;

/
N
[ >::N\ A
N Py,
\ o, néO
nO01R represents a Rp n001 linkage, wherein a n001 linkage has the stoucture of L

co represents a 2’ ~OCH2CHZOCHS modification to a nucleoside; and

*R represents a Rp phosphorothioate linkage.
115, A method for preventing Huntington’s disease, comprising administering or delivering to a subject
suffering therefrom WVE-G03 at a dose equivalent to about 10-200 mg (¢.g., about 10-200 mg, about 10-190
g, about 10-180 mg, about 10-170 mg, about 10 mge, about 20 mg, about 30 mg, 40 mg. about 50 myg, about
60 mg. about 70 mg, about 80 mg, 90 mg, about 100 mg, about 110 mg, about 120 mg, about 130 mg, about
140 mg, about 150 mg, about 60 mg, or about 168 mg) WVE-0(3 free acid form, wherein WVE-003 i

mG* S mUnOHR mU mGnidIR mA * ST*SC*ST*SG*STH*RA*SG ¥ SC*SA*SG*R
m3Ceon00iRAcoGeon0IR m3Ceo * STeo, wherein:

m represents a 2”~-OMe modification to a nucleoside:

*8 represents a Sp phosphorothicate linkage;

m3{eo represents S-methyl 2-C-methoxyethyl C;

/ .
N o
[ }_—_N\P/O
N Ry
5 0

n001R represents a Rp n001 linkage, wherein a n001 linkage has the stnicture of ®
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eo represents a 2 —OCH2CH2OCH3 modification to a nucleoside: and
*R represents a Rp phosphorothicate linkage.
116. A method, comprising administering or delivering to a subject WVE-003 at a dose equivalent to about

10-200 mg {c.g., about 18-200 myg, about 10-190 mg. about 10-180 mg

t=2]

about 10-170 mg, abowt 10 mg, about
2 mg, about 30 mg, 40 mg, about 50 mg, about 60 mg, about 70 mg, about 30 mg, 50 mg, about 100 mg, about
110 mg. about 120 mg, about 130 mg, about 140 mg. about 150 mg, about 160 mg. or about 168 mg) WVE-
GO3 free acid form, wherem WYE-003 is:

mG* S mUn00iR mU mGal0IR mA * STH*SC*ST*¥SG*F STH*RA*SG*SUFSAFSG*R
m5Ceonl01RAcoGeonl0IR m3Ceo * STeo, wherein:

m represents a 27-OMe modification to a nucleoside;

*S represents a Sp phosphorothnoate linkage;

m5Ceo represents S-methvl 2'-O-methoxyethyl C;
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n00iR represents a Rp n001 linkage, wherein a n001 linkage has the structare of o

eo represents a 2" -OCH2ZCH2OCH3 modification o a nucleoside; and

*R represents a Rp phosphorothioate linkage.
117 A wmethod for decreasing the activity, expression, and/or level of aroutant HTT gene or 1ts gene product
i a subject, comprising administering or delivering to the subject WVE-003 at a dose equivalent to abouat 10-
200 mg (e.g.. about 10-200 mg, about 10-190 mg, about 10-180 mg, about 10-170 mg, about 10 mg, about 20
mg, about 30 mg, 40 mg, about 50 mg, about 60 myg, about 70 myg, about 80 my, 90 mg, about 100 mg, about
110 mg, about 120 mg, about 130 mg, about 140 mg, asbout 150 mg, about 160 mg, or about 168 mg) WVE-
03 free acd form, wheremn WVE-003 15

mG * S mUn00IR mU mGnO00IR mA * STH*SC*ST*SG*F*ST*RAFSGHSC ¥ SA*SG*R
m5Ceon001RAcoGeonl0IR m3Ceo * STeo, wherein:

m represents a 27-OMe modification to a nucleoside;

*8 represents a Sp phosphorotheoate hnkage;

mSCeo represents 5-methyvi 2°-0-methoxyethyl C;

/
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nO01R represents a Rp n001 linkage, wherein a n601 linkage has the structare of o

co vepresents a 2’ - OCH2ZCH2OCH3 modification to a nucleoside; and
¥R represents a Rp phosphorothioate linkage,
1i8. A method for preferential knockdown of a repeat expansion-contaimng HTT RNA transcript relative

to a nop-repeat expansion-containing HTT RNA transcript in a subject, comprising administering or delivering
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to the subject WVE-003 at a dose equivalent to about 10-200 mg (c.g., about 10-200 mg, about 10-190 mg,
about 10-180 mog, about 10-170 mg, about 10 mg, about 20 mg, about 30 mg, 40 mg, about 50 mg, about 60
mg, about 70 mg, about 80 myg, 90 mg, about 100 mg, about 110 mg, about 120 mg, abowt 130 mg, about 140
mg, about 130 mg, about 160 mg, or about 168 me) WVE-~003 free acid form, wherein WVE-0G3 is:

mG* S mUnO0IR mU mGnOOIR mA * ST *SC* ST* SG*ST*RA*SG*SC*¥SA*SG*R
m3CeonlUiRAsoGeonlO IR m3Ceo * STeo, wherein:

m represents a 27~-OMe modification to a nucleoside;

*8 represents a Sp phosphorothicate linkage;

m3{eo represents S-methyl 2-O-methoxyethyl C;

N/\ gee
r /=N \P/O
N “\\0
A Q
nOCIR represents a Rp n001 linkage, wherein a n001 linkage has the stmcture of <

co represents a 2’ —OCH2CH20CH? madification to a nucleoside; and

*R represents a Rp phosphorothioate hnkage.
119. A method for reducing level of a HTT transcript comprising CAG repeat expansion in a subject,
comprising administering or delivering to the subject WYE-003 at a dose equivalent to about 106-200 mg (¢.g..
about 10-200 mg, about 10~-190 mg. about 10-180 mg, about 10-17¢ g, about 10 mg, about 20 mg, about 30
mg, 40 yug, about 30 mg, about 60 mg, about 70 mg, about 80 mg, 90 mg, about 100 mg, about 110 mg, about
120 mg, about 130 mg, about 140 mg, about 150 mg, about 160 mg, or about 168 mg) WVE-003 free acid form,
wherein WVE-003 {g:

mG* S mUn0IR mU oGnd0IR mA * ST *SC* ST*SG*STH*RA*SGH*SC*SA*SG*R
3CeonBUiRAcoGeond0 IR m3Ceo * STco, wherein:

m represents a 27 -OMe modification to a nucleoside;

*5 represents a Sp phosphorothicate linkage:

m3{eo represents S-methyl 2-O-methoxyethyt C;

N 3
r };N\P,O
~N g
A O,
nO0 IR represents a Rp n001 linkage, wherein a n001 linkage has the stncture of <

co represents a 2’ —OCH2CH20CH? madification to a nucleoside: and

*R represents a Rp phosphorothioate hinkage.
120, A method for reducing level of a product of 2 HTT transeript comprising CAG repeat expansion i a
subject, comprising administering or delivering to the subject WVE-003 at a dose equivalent to about 10-200
mg {¢.g., about 10-200 mg, about 10-190 g, about 10-180 mg. about 10-170 mg, about 10 mg, about 20 g,

about 30 mg, 40 mg, about 30 mg, about 60 mg, about 70 mg, about 80 mg, 90 mg, about 100 mg, about 110

mg, about 120 mg, about 130 mg, about 140 mg, about 150 my, about 160 mg, or about 168 mg) WVE-003
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fre acid form, wherein WVE-003 15

mG* S mUnb0IR mUmGnOCIR mA * ST*SC*ST*RG*ST*RA*SG*SC*BA*SG*HR
m3Ceonb0iRAcoGeonlG 1R m5Ceo * §Teo, wherein:

m represents a 2°~-OMe modification to a nucleoside;

*$ represents a Sp phosphorothioate linkage;

m3Ceo represents S-methyl 2-O-methoxyvethvl C:

/ ;
[N\ wan
SN0
N g
A
n001R represents a Rp n001 linkage, wherein a n001 linkage bas the structure of R
eo represents a 2’ —~OQCHZCH2ZGCHS3 modification to a nucleoside; and
*R represents a Rp phosphorothioate linkage.
121, The method of Embodiment 120, wherein the product is a polypeptide.
122, The method of Embadiment 120, wherein the product is a polvpeptide comprising expanded poly-Q.

123, The method of any one of the preceding Embodiments, wherein two or more doses, ¢.g., 2, 3, 4, 5, 6,
7.8.9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20 or more doses are administered.

124, The method of any one of the preceding Embodiments, wherein a dose of WVE-003 is administered in
one or more forms.

125, The method of any one of the preceding Embodiments, wherein a dose of WVE-003 is admunstered in
one or more pharmaceutically acceptable salt forma.

126, The method of any onc of Embodiments 124-123, wherein one form is WVE-003 pentadecasodium
salt.

127, The method of any one of Embodiments 124-126, wherein a dose of WVE-003 is administered it a
pharmaceutical composttion comprising WVYE-003 and a pharmaceutically acceptable camier,

128, The method of any one of Embodiments 124-126, wherein a dose of WVE-003 is admimstered m a
pharmaceutical composition comprising a WVE-002 pentadecasodium salt and a pharmaceutically acceptable
Cartier.

129, The method of any one of Embodiments 124-126, wherein a dose of WVE-003 13 admnistered in a
phammaceatical composition consisting of WVE-003 pentadecasodium salt and a phamaceutically acceptable
Carrier.

130, The method of any one of Embodiments 124-126, wherein a dose of WVE-003 s adounistered m a
pharmaceutical composition consisting of WVE-003 pentadecasodium salt dissolved in a pharmaceutically
acceptable carrier.

131, The method of any one of the preceding Embodiments. whercin each dose of WVE-0(3 is
independenily administered in one or more pharmaceutically acceptable salt forms.

132, The method of Embodiment 131, wheremn one form is WVE-003 pentadecasodium salt.
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{33, The method of anv one of the preceding Embodiments, wherein each dose of WVE-003 is
mdependently adminmistered 1n a phamaceutical composition corprising WVE-003 and a pharmaceutically
acceptable carrier.

134, The method of any one of the preceding Embodiments, wherein cach dose of WVE-003 is
independently administered in a phamaceutical composition comprising a WVE-003 pentadecasodium salt and
a pharmaccutically acceptable camer.

135, The method of anv one of the preceding Embodiments, wherein each dose of WVE-(03 15
mdependently administered in a pharmaceutical composition consisting of WVE-003 pentadecasodium salt and
a pharmaceutically acceptable camier.

136,  The method of any one of the preceding Embodiments. wherein cach dose of WVE-003 is
mndependently administered in a phavmaceutical composition consisting of WVE-003 pentadecasodium salt
dissolved in a phammaceutically acceptable carrier.

137. A method for treating Huntington’s discase, comprising adnunistering or delivering to a subject

suffering therefrom WVE-003 pentadecasodium salt:
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at a dose equivalent to about 10-200 mg (e.g., about 10-200 mg, about 10-190 mg, about 10-180 mg, about 10-

70 mg, about 10 mg, about 20 mg, about 30 mg, 40 mg, about 50 mg. about 60 mg, about 70 myg, about 80
mg, 90 mg, about 100 mg, about 110 mg, about 120 myg, about 130 mg, about 146 mg, about 150 mg, about 160
mg, or about 168 mg} WVE-003 free acid form.

138. A method for preventing Huntington's disease, comprising administering or delivering to a sobject

suffering therefrom WVE-003 pentadecasodium salt at a dose equivalent to about 10-200 mg {¢.g., about 10-
200 g, ahout 10-190 mg, about 10-180 mg, about 10-170 mg, about 10 mg, about 20 mg, about 30 mg, 40
mg, about 34 mg, about 60 mg, about 70 mg, about 80 mg, 90 mg, about 100 mg, about 110 mg, about 120 mg,
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about 130 mg, about 140 mg, about 150 myg, about 160 rog, or about 168 mg) WVE-003 free acid for.

1390 A method, compnsing adnunistering or delivering to a sabject WVE-003 pentadecasodium salt at a
dose equivalent to about 10-200 mg (e.g., about 10-200 mg, about 10-180 mg, about 10-180 mg, abouwt 10-170
mg, about 10 mg, about 20 mg, about 3¢ me, 40 mg, about 50 mg. about 60 mg, about 70 mg, about 80 mg, 90
mg, about 100 mg, about 110 mg. about 120 mg, about 130 mg, about 140 mg, about 150 myg, about 160 mg,
or about 168 mg) WVE-003 tree acid form.

140, A method for decreasing the activity, expression, and/or level of a mutant HTT gene or its gene produact
it a subject, comprising administering or delivering to the subject WVE-003 pentadecasodium salt at a dose
cquivalent to about 10-200 mg (c.g., about 10-200 mg, about 16-190 mg, about 10-180 mg, about 10-170 mg,
about 10 mg, about 20 mg, about 30 mg, 40 mg, about 50 mg, about 60 mg, about 76 mg, about 80 mg, 90 mg,
about 100 mg, about 110 mg, about 120 mg, about 130 mg, about 140 mg, about 150 mg. about 160 mg, or
about 168 mg} WVE-(03 free acid form.

141, A method for preferential knockdown of a repeat expansion-contaming HTT RNA transcript relative
10 a non-repeat cxpansion-contaimng HTT RNA transcript in a subjoct, comprising adovnistering or debivering
to the subject WVE-003 pentadecasodium salt at a dose equivalent to about 10-200 mg {¢.g., about 10-200 mg,
about 10-180 mg, about 10-180 mg, about 10-170 mg, about 10 mg, about 20 mg, about 30 mg, 40 mg, about
30 mg, about 60 mp. about 70 mg, about 80 mg, 90 mg, about 100 mg. about 110 mg, about 120 mg. about 131
mg, about 140 mag, about 150 mg, about 160 mg. or about 168 mg) WVE-003 free acid torm.

142 A method for reducing level of a HTT transenpt comprising CAG repeat expansion in a subject,
comprising administering or dehivering to the subject WVE-003 pentadecasodiom salt at a dose equivalent to
about 10-200 mg (c.g.. about 10-200 mg. about 10-190 mg, about 10-180 mg, about 10-170 mg, about 10 mg,
about 20 g, about 30 mg, 40 mg, about 30 myg, about 66 mg, about 70 mg, about 80 myg, 90 mg, about 100
mg, about 110 mg, about 120 mg, about 130 mg. about {40 mg, about 150 mg. about 160 mug, or about 168 mg}
WVE-003 free acid form.

143, A method for redacing level of a product of a HTT transcript comprising CAG repeat expansion in a
subject, comprising administering or delivering to the subject WVE-003 pentadecasodium salt at a dose
equivalent to about 10-200 mg (¢.g.. about 10-200 mg, about 10-190 mg, about 10-180 mg, about 10-170 mg,
about 10 mg, about 20 mg, about 30 mg, 40 mg, about 50 mg, about 60 mg, about 70 mg, about 80 mg, 90 mg,
about 100 mg, about 110 mg, about 120 mg, about 130 mg, about 140 mg, about 150 mg, about 160 mg. or
about 168 mg) WVE-003 free acid form.

144, The method of Embodiment 143, wherein the product is a polvpeptide.

145, The method of Embodiment 143, wherein the product is a polypeptide comprising expanded poly-Q.
146.  The method of any one of Embodiments 137-145 wherein two or more doses, ¢.¢., 2, 3, 4, 3,6, 7. 8,
9 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20 or more doses are administered.

147 The method of anv one of Embodiments 137-146, wherein a dose of WVE-Q03 pentadecasodium salt

1s admimstered m a phammaceutical composition comprising WVE-003 pentadecasodiom salt and a
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pharmaceutically acceptable camier.
148, The method of anv one of Embodiments 137-146, wherein a dose of WVE-003 pentadecasodium salt
s administered 10 3 pharmaceutical composition consisting of WVE-003 pentadecasodium salt and a
pharmaccutically acceptable carrier.

149, The method of any one of Embodiments 137-146, wherein a dose of WVE-003 pentadecasodium salt
is administered in a phammaceutical composition consisting of WVE-003 pentadecasodium saklt dissolved i a
pharmaceutically acceptable camier,

150.  The method of any one of the preceding Embodiments, wherein ecach dose of WVE-003
pentadecasodium salt is independently administered in a phammaceutical composition comprising WVE-003
and a pharmaceutically acceptable carrier.

150, The method of any one of the preceding Embodiments, wherein each dose of WVE-003
pentadecasodium salt 1s independently administered in a pharmaceutical composition consisting of WVE-003
pentadecasodium salt and a pharmacentically acceptable carrier.

152, The wmethod of any one of the preceding Embodiments, wherain cach dose of WVE-003
pentadecasodium salt is independently administered 1n a pharmaceutical composifion consisting of WVE-003
pentadecasodium salt dissolved in a pharmaceutically acceptable carrier.

153, The method of any one of the preceding Embodiments, wherein the phamaceutically acceptable carrier
ts aCSF.

154, The method of anv one of the preceding Embodiments, wherein a dose is equivalent to about 10 mg
WVE-003 free acid form.

155, The method of any one of the proceding Embodiments, wherein a dose &

WYVE-(G03 free acid fomm.

wn

cquivalent to about 20 mg

156.  The method of avy one of the preceding Embodunents, wherein a dose 1s equivalent to about 30 g
WVE-003 free acid form.

157, The method of any one of the preceding Embodiments. wherein a dose 1s equivalent to about 40 mg
WYE-003 free acid form.

158, The metbod of any one of the preceding Embodiments, wherein a dose is cquivalent to about 50 mg
WVE-003 free acid form.

159, The method of any one of the preceding Embodiments, wherein a dose |

WVE-003 free acid form.

—
&

equivalent to about 60 mg

9

160.  The method of any one of the preceding Embodiments, wherein a dose

WVE-GO3 free acid form.

s
wn

equivalent to about 70 myg

161, The method of any one of the preceding Embodiments, wherein a dose 1s equivalent to about 80 mg
WVE-003 free acid form.
162, The method of any one of the preceding Embodiments, wherein a dose 1
WVE-003 free acid form.

st
[72]

cquivalent to about 99 mg
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163,
WVE-003 free acid form.
164
WVE-003 frec acid form.
163.
WVE-003 free acid form.
166.
WYE-003 free acid form.
167.
WVE-003 free acid form.
168.
WVE-003 free acid form.
169,
WVE-003 free acid forn.
170.
WVE-003 free acid form.
171
about 10 rag WVE-003 free acid form.
172.

The method of any one of Embodiments 114-153, wherein cach dose

The method of any one of Embodiments 114-153, wherein each dose
about 20 mg WVE-003 free acid form.
173, The method of any onc of Embodmments 114-153, whaercin cach dosc
about 30 mg WVE-003 free acud foon.
174.

The method of any one of Embodiments 114-1533, whercin each dose

about 40 mg WVE-003 free acid form.

175, The method of any one of Embodiments 114-133, wherein each dose
about 50 mg WVE-003 free acid form.
176, The method of any onc of Embodiments 114-153, whewin cach dose

about 60 mg WVE-003 free acid form.

177, The method of any one of Embodiments 114-133, wherein cach dose
about 70 mg WVE-003 free acid form.
178, The method of any one of Embodiments 114-133, wherein cach dose

about 80 mg WVE-003 free aad form.
179, The method of any one of Embodiments 114-133, wherein each dose
about 90 mg WVE-003 frce acid form.

180, The method of any one of Embodiments 114-133, wherein cach dose

about 100 mg WVE-003 free acid form.

160

The method of any one of the preceding Embodiments, wherein a dose

The method of any one of the preceding Embodiments, whercin a dose
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The method of anv one of the preceding Embodiments, wherein a dose is equivalent to about 100 mg

The method of any one of the preceding Embodiments, wherein a dose is equivalent to about 110 mg

is equivalent to about 120 mg

The method of any one of the preceding Embodiments, wherein a dose is equivalent to about 130 mg

‘The method of any one of the preceding Embodiments, wherein a dose is equivalent to about 140 mg

The method of any one of the preceding Embodiments, wherein a dose is equivalent fo abowt 130 mg

ts equivalent to about 160 mg

The method of any one of the preceding Embodiments, wherein a dose 1s equivalent to about 170 mg

is independently equivalent to

is independently equivalent to
is indopendently cquivalent to
is 1ndependently equivalent to
is independently equivalent to
1s independently cquivalent to
is independently equivalent to
1s independently equivalent to
is independently

equivalent to

1s independently cqmivalent to
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181 The method of any one of Embodiments 114-153, wherein each dose 1s independently equivalent to
about 110 mg WVE-003 frec acid form.

182, The method of any one of Embodiments 114-153, wherein each dose 1s independently equivalent to
about 120 mg WVE-G03 free acid form.

183.  The method of any one of Embodiments 114-133, wherein each dose is independently equivalent to
about 130 mg WVE-003 free acid form.

184.  The method of any one of Embodiments 114-133, wherein each dose is independently equivalent to
about 140 mg WVE-003 free acid form.

185,  'The method of any one of Embodiments 114-1353, wherein each dose is independently cquivalent to
about 150 mg WVE-003 free acid form.

186.  The method of any one of Embodiments 114-153, wherein cach dose s independently eguivalent to
about 160 mg WVE-003 free acid form.

187, The method of any one of Embodiments 114-153, wherein each dose is independently equivalent to
about 170 mg WVE-003 free acid form.

1838, The method of any one of the preceding Embodiments, wherein two or more consecutive doses are
adminisiered independently about every 1, 2,3, 4,5,6,7, 8,9, 10, 11, 12 weeks, oraboutevery 3,4, 5,6, 7,8,
9, 10, 11, 12 or more mounths.

189, The method of any one of the preceding Embodiments, wherein 10 or more consecutive doses are
administered independently about every 1, 2. 3,4, 5,6, 7, 8,9, 10, 11, 12 weeks, oraboutevery 3,4, 3,6, 7, &,
G, 10, 11, 12 or more months,

190,  The method of any onc of the procoding Embodiments, wherein all doses arc administored
independently about every 1, 2, 3,4, 3,6, 7,8, 9, 10, 11, 12 wecks, orabout every 3,4, 5, 6,7, 8,9, 10, 11, 12
or more months,

191, The method of any one of the preceding Embodiments, wherein fwo or more consecutive doses are
adminisiered about every two weeks.

192, 'The method of any one of the preceding Embodimennts, wherein fwvo or more consecutive doses arg
admtnistered about every four weeks.

193, The method of any one of the preceding Embodiments, wherein two or more consecutive doses are
admunistered about every six weeks.

194, The method of anv one of the preceding Embodiments, wherein two or more consecutive doses are
administered about every cight wecks.

195, The method of any one of the preceding Embodiments, wherein two or more consecutive doses, each
independently equivalent to about 30 mg WVE-003 free acid form, are administered about every eight weeks.
196.  The method of any one of the preceding Embodiments, wherein two or more consecutive doses are
administered about every twelve weeks.

197, The method of any one of the preceding Embodiments, wherein two or more consecutive doses, each
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mdependently equivalent to about 30 ug WVE-003 free acid form, are administered about every twelve weeks,
198, The method of any one of the preceding Embodiments, wherein two or more consecutive doses are
administered about monthly.

199, The method of any one of the preceding Embodiments, wherein two or more consgcutive doses are
aduunistered about every two months,

200.  The method of anv oune of the preceding Embodiments, wherein two or more consecutive doses are
admimstered about every two months or less frequently.

201, The method of any one of the preceding Embodiments, wherein two or more consecutive doses are
administered about every three months.

202, The method of anv one of the preceding Embodiments, wherein two or more cousecutive doses are
administered about every four months.

203, The method of any one of the preceding Embodiments, wherein two or more consecutive doses are
administered about quarterly or less frequently.

204, The method of anv one of the preceding Embodiments, wherein two or more consecutive doses are
admimistered about quarterly.

205, The method of any one of Embodimenis 114-189, wherein all doses are administered about every 8
weeks or less frequently.

206, The method of any one of Embodunenis 114-189, wherein all doses are administered about every 8
weeks.

207, The method of any one of Embodiments 114-189, wherein all doses are each independently equivalent
to about 30 mg WVE-003 frce acid form and arc administercd about every 8 wecks.

208, The method of any ovne of Embadimenis 114-189, wherein all doses are admumstered about every 12
weeks or fess frequently.

209, The method of any one of Embodiments 114-189, wheren all doses are adminstered about every 12
weeks.

210, The method of anv one of Embodimenis 114-189, wherein all doses are each independently equivalent
to about 30 g WVE-002 free acid form and arc administered about every 12 weeks.

211 The method of any one of Embodiments 114-189, wherein all doses are administered about every two
months or less frequently.

212, The method of any one of Embodiments 114-189, wherein all doses are administered about every two
mouths.

213, The method of any one of Embodiments [14-189, wheremn all doses are administered about quarterly
or less frequently.

214 The method of any one of Embodiments 114-189, wherein all doses are administered about quarterty.

2153, The method of any one of Embodiments 114-189, wherein all doses are adounistered about monthly.

216, The method of any one of the preceding Embodunents, wherein the subject has expanded CAG repeat
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region in a HTT gene.
217, The method of any one of the preceding Embodiments, wherein the subject expresses a HT T transeript
comprising an expanded CAG repeat region.

21%. The method of any one of the preceding Embodiments, wherein the A variant of 1s362273 is on the
sarme allele as the expanded CAG repeat region in a HTT gene.

219, The method of any one of the preceding Ernbodiments. wherein the expanded CAG wepeat region
comprises 36 or more {AG repeats.

220.  The method of any one of the preceding Embodiments, wherein the expanded CAG repeat region
comprises 40 or more CAG repeats.

228 The method of any one of the preceding Embodiments, wherein level of mHTT transcupt
cerebrospinal fluid is reduced by about 10%, 20%, 30%, 409, 50% or more about or afterabout 1, 2,3, 4, 5. 6,
7.84.9 10, 1E 1213 14, 15, 16, 17, 18, 19, 20 or more weeks after a first dose.

222, 'The method of any onc of the preceding Embodiments, wherein level of mHTT polypeptide i
cerebrospinal thuid ts reduced by about 10%, 209, 30%, 40%, 50% or more about oraticrabout 1, 2,3, 4, 5. 6,
7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20 or more weeks after a first dose.

23, The method of any one of the preceding Embodiments, wherein the level is reduced by about 10% or
«

224, The method of any one of the preceding Embodunents, wherein the level is reduced by about 20% or

225, The method of anv one of the preceding Embodiments. wherein the level 15 reduced by about 30% or

mote.
226, The method of any one of the preceding Embodiments, wherein the level is reduced by about 40% or
mote.

27, The method of any one of the preceding Embodiments, wherein the level 1s reduced by about 50% or
more.
228 The method of any one of the preceding Embodiments, wherein level of wtHTT transcript or
polypeptide 1s reduced by no more than about 10%, 20%, 30%, 40% or 50%.
229, The method of anv one of the preceding Embodiments, wherein level of witHTT transcript or
polypeptide is reduced by no more than about 10%.
239, The method of anv one of the preceding Embodiments. wherein level of wiHTT transeript or
polvpeptide is reduced by no more than about 20%.
231, The method of any one of the preceding Embodiments, wherein level of witHTT transcnpt or
polvpeptide 1s redaced by no more than about 30%.
232, The method of any one of the preceding Embodiments, wherein level of wtHTT transcript or
polvpeptide is reduced by no more than about 40%.

233 The method of anv one of the preceding Embodiments, wherein level of wiHTT transcript or
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polvpeptide is reduced by no more than about 56%.

234, The method of any one of the precedimg Embodiments, wherein about is +1%.

235, The method of any one of the preceding Embodiments, wherein about is 2%,

236.  The method of any one of the preceding Embodiments, wherein about is +3%,

237.  The method of any one of the preceding Embodiments, wherein about is +4%,.

23%.  The method of any ove of the preceding Embodiments, wherein about 1s 5%,

239, The method of anv one of the preceding Fmbodiments, wherein about 18 6%,

240.  The method of any one of the preceding Embodiments, wherein about 15 7%,

241, The method of any one of the preceding Embodiments, wherein about 15 £8%,

242, The method of any one of the preceding Emboduments, wherein about 15 £9%.

243 The method of any one of the preceding Embodiments, wherein about is +10%.

244 The method of any one of the preceding Embodiments, wherein a pharmaceutical composition has a
pH of abowut 6-8.

245, The method of any one of the preceding Embodunents, wherein a pharmaceutical composition has a
pH of about 6.4-7.2.

246, The method of Embodiment 244, wherein a pharmaceutical composition has a pH of about 7.3,

247, The method of Embodiment 244, wherein a pharmaceutical composition has a pH of about 7.4

248, The method of any one of the preceding Embodiments, wherein the composition has a putty of about
3096-00%.

249, The method of any one of the preceding Embodiments, wherein the composition has a purity of about
82% or morc.

250, The method of any one of the preceding Embodiuments, wheremn the composition has a purity of about
84% or more.

251, The method of any one of the preceding Embodiments, wherein the composition has a purity of about
85% or more.

252, 'The method of any one of the preceding Embodiments, wherein the composition has a purity of about
86% or more.

253, The method of any one of the preceding Embodiments, wherein the composition has a purity of about
87% or more.

254, The method of any one of the preceding Embodiments, wherein the composition has a purity of about
&8% or more.

255, The method of any one of the preceding Embodiments, wheremn the composition has a punty of about
89% or more.

256.  The method of any one of the preceding Embodiments, wherein the composition has a purity of about
40% or more.

257 The method of any oune of Embodiments 248-256, wherein the punty 1s measured by IP-RP-UPLC
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using area % at 260 am.
258
using area % at 260 nm and the Set A parameters.
259.
method for purity as deseribed herein.
260.
more than about 1096-20%.
261,

more than about or about 20%.

262, The raethod of any one of the preceding Embodiments.
more than about or about 19%,.
263.  The method of any one of the preceding Embodiments,

more than about or about 18%.
264,
more than about or about 17%.
265.
more than about or about 16%.
266
more than about or about 153%.
267.
morc than about or about 14%.
268, The method of any one
more than about or about 13%.

269, The method of any one
more than about or about 12%.

270, 'The method of any one
maore than about or about 11%.

271, The method of any one
more than about or about 10%.

272,
using area % at 260 nm.
273.
asing area % at 260 mm and the Set A parameters.
274,
UPLC method for purity as described herein.

275

165

The method of any one of the preceding Embodiments,

The method of any one of the preceding Embodiments,

The method of any one of the preceding Embodiments,

The method of any one of the preceding Embodiments,

The method of any one of the preceding Embodiments.

The method of any one of the preceding Embodiments,

of the preceding Embodiments,

of the preceding Embodiments,

of the preceding Embodiments,

of the preceding Embodiments,
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The method of any one of Embodiments 248-237, wherein the punity 1s measured by IP-RP-UPLC

The method of any one of Embodiments 248-238, wherein the purity s measured by an IP-RP-UPLC

wherein impuritics in the composiion are 8o

wherein imparities in the composition are no

wherein impurities in the composition are no

wherein impurities in the composition are no

wherein impuritics in the composition are vo

wherein impuarities in the composition are no

wherein impurttics in the composition are no

wherein impurities in the composition are no

wherein impuritics jn the composition are 6o

wherein impurities in the composition are no

=

wherein impurities in the composition are no

wherein impurities in the composition are no

The method of any one of Embodiments 260-271, wherein the impuritics are measured by 1P-RP-UPLC

The method of any one of Embodiments 260-272, wherein the impurities are measured by IP-RP-UPLC

The method of any one of Embodiments 260-273, wherein the impurities are measured by an IP-RP-

The method of any one of the preceding Embodiments, wherein stercochenucal purity of WVE-003 i3
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about 80% or more.

276, The method of any one of the preceding Embodiments, wherein stereochenucal purity of WVE-003 18
about 83% or more.

277.  The method of any one of the precedimg Embodiments, wherein stereochemical purity of WVE-003 s
about 80%-83%.

278, The method of any one of the preceding Embodiments, wherein stercochemical puaty is assessed by
dimer modeling.

279.  The method of any one of the preceding Embodiments, wherein the amount of WVE-003 13 measared
by UV at 260 nm and 25.0 OD/mg.

280 The method of any one of the preceding Embodiments, wherein a WVE-003 drug substance is
manufactured by a process described herein,

281, The method of any one of the preceding Embodiments, wherein a WVE-03 drug substance is
characterized by one or more methods described heremn.

282, The method of any one of the preceding Erebodiments, wherein stercochemical identity of WVE-0G03
is confirmed by [P-RP-UPLC.

83.  The method of any one of the preceding Embodiments, wherein stereochemical identity of WVE-Q03

~o

is confirmed by IP-RP-UPLC according to Set B parameters.

284, The method of any one of the preceding Emboduuents, wherein stercochenucal identity of WVE-003
is confirmed by an IP-RP-UPLC method for stereochemical identity as described herein.

285, The method of any one of the preceding Embodiments, wherein a WVE-003 drug substance is released
by on¢ or more methods doscrbed herein.

286, The method of any one of the proceding Embodiments, wherein a WVE-003 drug substance 1s stored
by one or more methods described berein.

287.  The method of anv one of Hbodments 280-286, wherein the WVE-003 drug substance is
pentadecasodium salt.

288,  The method of any one of the preceding Embodiments, wherein a WVE-003 drug product is
mavnufactured by a process described heren.

289, The method of any oune of the preceding Embodiments, wherein a WVE-003 drug product is
characterized by one or more methods described herein.

299, The method of any one of the preceding Embodiments, wherein a WVE-003 drug product is released
hv one or more methods described berein.

291, The method of anv one of the preceding Embodiments, wherein a WVE-003 drug product is stored by
one or more methods desertbed hergin.

292, The method of any one of the preceding Embodiments. whereln a phanmaceutical composition is
manufactured by a process described herein

293 The method of any one of the preceding Embodiments, wherein a phanvaceuatical composition is
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characterized by one or more methods described herein,

294, The method of any one of the preceding Hmbodiments, wheremn a pharmacentical composition is
released by one or more methods described herein.

295, The method of any one of the preceding Embodiments, wheretn a pharmaceutical composition is stored
by one or more methods described berein.

296,  The method ot any ove of the preceding Emboduments, wherein WVE-003 1s administered
mitrathecally.

297, The method of any one of the preceding Embodiments, wherein WVE-003 is administered by direct
humbar injection.

298, The method of any oune of the preceding Embodiments, wherein the method provides reduction of level
of the repeat expansion~contaning HTT tranacript as measured by percentage that is atleast 1.1, 1.2, 1.3, 1.4,
15,16, 1.7. 18, 1.9 2,2.5.3, 4,5, 6,7, 8,9, or 10 fold of the reduction of level of the non-repeat-expansion-
contaiming HT'T transcript as measured by percentage.

299, The method of any one of the preceding Embodiments, wherein the subject improves n functional
assessments.

300.  The method of any one of the preceding Embodiments, wherein an improvement is compared to
baseline.

301 The method of anv one of the preceding Emboduments, wherein an mmprovement is compared to
absence of WVE-003 admimistration.

302, The method of any one of the preceding Embodiments, wherein an improvement is compared {o
administration of a reference composition.

303, The method of any one of the preceding Emboduments, wherem a reference composition is comparable
to an admumnistered WYE-~003 composition but dogs not contain WVE-Q03,

304,  The method of anv one of the preceding Hmbodiments, wherein a dose 15 adnunistered as WVE-003
pentadecasodivm salt dissolved in alSF.

305, The method of any one of the preceding Embodiments. wherein a dose is administered tn a 20 mL aCSF
solution.

306, The method of any one of the preceding Embodiments, wherein 20 i CSF is taken out from a subject
before administration of a dose.

307, The method of any one of the preceding Embodiments, wherein the subject s about 235 years old or
older.

308.  The method of any one of the preceding Embodiments, wherein the subject 1s about 60 years old or
YOunger.

309, The method of any one of the preceding Embodiments, wherein the subject is with early manifest
Huotington's disease.

310, The method of any one of the previous Emboduuents, wheren the sabject receives or is exposed to an
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additional therapeutic agent.

31i. A composition comprising WVE-003.

312, The composition of Embodiment 311, wherein a form of WVE-003 in the composition is a
phammaccutically acceptable salt form.

313, The composition of any one of Embodiments 311-312, wherein each form of WVE-003 I the
compaosition is independently a salt form.

314, The composttion of any one of Embodiments 311313, wherein cach form of WVE-003 in the
composition s independently a pharmaceutically acceptable salt form.

315, The composition of any one of Embodiments 311-314, wherein a form of WVE-003 i the composition
is WVE-003 pentadecasodium salt,

316, The composition of any one of Embodiments 311-314, wherein WVE-003 exists as WVE-003
pentadecasodium salt in the composition.

317.  The composition of any one of the Embodiments 311-316. wherein the composition is a preparation of
WVE-G03.

318, The composition of any one of the Embodiments 311-316, wherein the composition is a preparation of
WVE-003 pentadecasodivm salt.

319, The composition of any one of the Embodiments 311-316, wherein the compaosition is a drug substance.

320, The composition of any one of Embodiments 311-316, wherem the composition is a drug product.

'vd

328 The compound of any one of the preceding Embodiments, wherein the composition is a liquid
composition wherein WVE-003 is dissolved.

322,  The composition of any onc of the preceding Embodiments, wherein the composition is a
pharmaccutical composttion further comprising a pharmaceutically acceptable carrier.

323, The composition of Embodiment 322, wherein a phammaceutically acceptable carrier s or comprises
artificial cercbrospinal fhind (aC8F).

324, The composition of any one of the preceding Embodiments, wherein the composition is isotonic.

328, The composition of any one of the precedimg Embodiments, wherein the composition has a pH of about
6-8.

326, The composition of any one of the preceding Embodiments, wherein the composition has a pH of about

327. The composition of Embodiment 325, wherein the composition has a pH of about 7.3,

328, The composition of Embodiment 325, wherein a pharmaceutical composition has a pH of about 7.4
329, The composition of any one of Embodiments 311-320, wherein the composition 1s lvophilized WVE-

003 powder.
330,  'The composition of any one of the preceding Embodiments, wherein WVE-(03 in the composition is
cquivalent to about 5 mg WVE-003 free acid form.

331 The composition of any one of the preceding Embodiments, wherein WVE-003 in the composition is
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equivalent to about 10 mg WVE-003 free acid form.
332, The composttion of any one of the preceding Embodiments, wherein WVE-003
equivalent to about 20 mg WVE-003 free acid form.

333.

The composition of any one of the preceding Embodiments, wherein WVE-G03

-

equivalent to about 30 mg WVE-003 free acid form.
334, The composition of any one of the preceding Embodiments, wheremn WVE-(03
equivalent to about 40 mg WVE-003 free acid form.
335, The composition of any one of the preceding Embodiments, wherein WVE-(03
equivalent to about 50 mg WVE-003 free acid form.
336, The composition of any one of the preceding Embodiments, wherein WVE-003
equivalent to about 60 mg WVE-003 free acid form.

337.

The composition of any one of the preceding Embodiments, wherein WVE-003

-+

equivalent to about 70 mg WV E-003 free acid form.
338, The composition of any one of the preceding Embodiments, wherein WVE-003
equivalent to about §0 mg WVE-003 free acid form.

339, The composition of any one of the preceding Embodiments, wherein WVE-((03
cquivalent to about 90 mg WVE-003 free acid form.

340, The composition of any one of the preceding Emboediments, whercin WVE-G03
equivalent to about 100 mg WVE-003 free acid form.

341.

-

The composition of any one of the preceding Embodiments, wherein WVE-003
cquivalont to about 110 mg WVE-003 froe acid form.
342, The composition of any one of the preceding Emboduments, wherein WVE-(G03
cquivalent to about 120 mg WVE-003 free acid form.
343,  The composition of any one of the preceding Emboduments, wherein WVE-((03
equivalent to about 130 mg WVE-003 free acid form.
344, The composition of any one of the preceding Embodiments, wherein WVE-(03
equivalent to about 140 rag WYE-003 free acid form.
345, The composition of any one of the preceding Embodiments, wherein WVE-003
squivalent to about 150 mg WVE-003 free acid form.
346,  The composition of any one of the preceding Embodiments, wherein WYE-003
equivalent to about 160 mg WVE-003 free acid form.
347, The composition of any one of the preceding Embodiments, wherein WVE-0(03

equavalent to about 170 mg WVYE-003 free acid forn.

PCT/US2024/040849

in the composition is

in the composition is

10 the composition is

in the composition is

n the composition is

i the composition s

o the composition is

m the composition is

mn the composition is

in the composition is

10 the coraposttion is

1o the composttion is

in the composition is

in the composition is

in the composition is

1o the composition is

348.  The compostiion of any one of the preceding Embodiments, wherein the composttion is packaged into
a vial.
349 The composition of any one of the preceding Embodiments, wherein the composition is reconstifuted
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and diluted m artificial corebrospinal fluid (aCSF).

350,

PCT/US2024/040849

A composttion, which composition 1 WVE-G03 dissolved in a pharmaceunticallv acceptable carter,

wherein the amount of WVE-0(3 1n the composition is equivalent to about 30 mg WVE-003 free acid form.

351.

A compuosition, consisting of WV E-003 and a pharmaceutically acceptable carrier. wherein the amount

of WVE-003 in the composition is equivalent to about 30 mg WVE-003 free acid form.

352.

A composttion, consisting of WVYE-003 pentadecasoditm salt and a phammaceutically acceptable

carrier, wherein the amount of WVE-003 pentadecasodium in the composition is equivalent to about 30 mg

WVE-003 free acid form.
353
is aCSF.
354,
20 mi.
355. The compostiton of any
about 70%-90%,

356.  The composition of any
about 80%-90%.

357, The composition of any
about 80% or more.

358, The composition of any
about 81% or more.

359, The composition of any

about 82% or more.

360.  The coraposition of anv
about §3% or more.
361, The composition of any

about $4% or more.
362, The composition of any
about 85% or more.
363, The composition of any
about 86% or more.
364,  The composttion of any
about 87% or more.
365, The composition of any
about 88% or more.
366, 'The composition of any

about 89% or more.
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one
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one
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one

one

One

one

of the preceding Embodiments,

of the preceding Embodiments,

of the preceding Embodiments,

of the preceding Embodiments,

of the preceding Embodimoents,

of the preceding Embodiments,

of the preceding Embodiments,

of the preceding Embodiments,

of the preceding Embodiments,

of the preceding Embodiments,

of the preceding Embodiments,

of the preceding Emboduments,
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The composition of any one of Embodiments 350-352, wherein the pharmaccutically acceptable carrier

The composition of any one of Ernbodiments 350-352, wherein the volume of the composition is about

wherein the composition has a purity of

wherein the composition has a purnity
wherein the composition has a purity ¢
wherein the composition has a purity of
wherein the composition has a purity
wherein the composition bas a purity
wherein the composition has a purity ¢
wherein the composition has a purly
of

wherein the composition has a purity

wheren the composition has a purity of
wherein the composition has

a purity of

wherein the composition has a purity of
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367 The composition of any one of the preceding Embodiments, wherein the composition has a purity of
about 0% or more.
368.  The composition of any one of Embodiments 349-367, wherein the purtty is measured by IP-RP-UPLC
using arca % at 260 nm.
369.  The composition of any one of Embodiments 349-368, wherein the purity is measured by IP-RP-UPLLC
using area % at 260 nm and the Set A parameters.
370.  The composition of any one of Embodiments 349-369, wherein the purity 1s measured by an TP-RP-
UPLC method for punty as described herein.
371, The composition of any one of the preceding Embodiments, wherein impuyrities in the composition are
no more than about 10%-30G%.
372, The composttion of any one of the preceding Embodiments, wherein impurities in the composition are
no more than about 10%-20%.
373.  The composition of any one of the preceding Embodiments, wherein mpuritics i the compostiton are
no more than about or about 20%.

74.  The composition of any one of the preceding Embodiments, wherein impurities in the composition are
0o more than about or about 19%.
375, The composition of any one of the preceding Embodiments. wherein impurities in the composition are
vo more than about or about 18%.
376, The composition of any one of the preceding Embodiments, wherein impurities in the composition are
no more than about or about 17%.
377.  The composition of any onc of the preceding Embodiments, whercin impurities in the composition are
no more thas about or about 16%.
37%.  The composition of any one of the preceding Embodiments, wherein impurities i the compostiion are
no more than about or about 13%.
379, The composition of any one of the preceding Embodiments, wherein impurities in the composition are
no more than about or about 14%.
380, The composttion of any one of the preceding Embodiments, wherein impuritics in the composition are
no more than about or about 13%.
381, The composition of any one of the preceding Embodiments, wherein impurities in the composition are
no more than about or about 12%.
382, The compasition of any one of the preceding Embodiments, wherein mpuritics in the composition are
no more than about or about 11%.
383.  The composition of any one of the preceding Embodiments, wherein impurities in the composition arg
1o more than about or about 10%.
384, The composttion of any one of Embodiments 371-383, wherein the tapuritics are measured by [P-RP-

UPLC using arca % at 260 nm.
g
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385 The composttion of any one of Embodiments 371-384, whercm the tmpurities are measured bv [P-RP-
UPLC using arca % at 260 nm and the Set A parameters.

386,  The composition of any one of Embodiments 371-385, wherein the impurities are measured by an P-
RP-UPLC composition for purtty as described herein.

387.  The composition of any one of the preceding Embodiments, wherein stereochemical punty of WVE-
003 1s about 0% or more.

388.  The composition of any one of the preceding Embodiments, wherein stercochemical purity of WVE-
003 is about 83% or more.

389, The composition of any one of the preceding Embodiments, wherein stercochemical purity of WVE-
003 15 about 80%0-85%.

390, The composttion of any one of the preceding Embodiments, wherein stereochemical purity 1s assessed
by dimer modeling.

391, The composition of any one of the preceding Embodiments, wherein the amount of WYE-003 is
ncasured by UV at 260 yun.

392, The composition of any one of the preceding Embodiments, wherein the amount of WVE-(03 is
measured by UV at 260 nm and 23.0 OD/mg.

393, The composition of any onc of the preceding Embodiments, wherein the WVE-003 drug substance in
the composition 1s manufactured by a process desceribed herein.,

394, The composition of any one of the preceding Embodiments, wherein the WVE-003 drug substance in
the composition is characterized by one or more methods described herein.

395, The composition of any onc of the preceding Embodiments, whercin the WVE-003 drug substance in
the composition is released by one or more methods described herein,

396, The composition of any oue of the preceding Embodiments, wherein the WVE-003 drug substance is
stored by one or more methods desenibed herein.

397, The composition of any one of Embodiments 393-396, wherein the WVE-003 drug substance i
pentadecasodium salt.

398, The composition of any one of the proceding Embodiments, wherein the composition 15 a WVE-003
drug product.

399, The composition of any one of the preceding Embodiments, wherein the composition is a WYE-003
drug product which is tvophilized WVE-003 pentadecasodium salt.

400.  The composition of any one of the preceding Embodiments, wherein WVE-003 drug product is
manufactured by a process deseribed herein.

401, The composition of any one of the preceding Embodiments, wherein WVE-003 drag product is
characterized by one or more methods described herein.

402, 'The composition of any one of the preceding Embodiments, wherein WV E-003 drug product is released

by one or more methods deseribed herein.
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403 The composition of any one of the preceding Embodiments, wherem WVE-003 drug product is stored
by one or more methods described herem.

404, The composition of any one of the preceding Embodiments, wherein the composition is manufactured
by a process described herein.

405, The composition of any one of the preceding Embodiments, wherein a phanmaceutical composition is
characterized by one or more methods described herein,

406, The composition of any one of the preceding Embodiments, wherein a pharmaceutical composition 1s
released by one or more methods described herein.

407.  The composition of any one of the preceding Embodiments, wherein a pharmaceutical composition is
stored by one or more methods described herein

408.  The composition of any one of the preceding Embodiments, wherein abouts +1%.

409, The composition of any one of the preceding Embodiments, wherein about is £2%.

4149, The composition of any one of the preceding Embadiments. wherein about is +3%.

411, The composition of any one of the preceding Embodiments, wherein about is +4%,

412, The composition of any one of the preceding Embodiments, wherein about 15 £5%,

413, The composition of any one of the preceding Embodiments. wherein about is £6%,

414.  The composition of any one of the preceding Embodiments, wherein about is £7%.

415 The composition of any one of the preceding Embodiments, wherein about is £8%.

416, The composition of any one of the preceding Embodiments, wherein about is +9%.

417.  The composition of any one of the preceding Embodiments, wherein about 1s +10%.

418. A vial comprising a composition of any one of the preccding Embodiments.

419, The vial of Erabodiment 418, wherein the vial 15 flled with an inert gas.

420, The vial of Erabodiment 418, wherein the vial 15 filled with mirogen.

421, A contaimer containing WVE-003 as described in any one of the preceding Embodiments, wherein the
amount of WYE-003 in the contain is equivalent to about 30 mg WVE-002 free acid form.

422 A container containing WVE-003 pentadecasodium salt as described inn any one of the preceding
FErmbodiments, wherein the amount of WYE-003 pentadecasodium salt in the contamer is about 31 myg.

423, The container of Embodiment 422, wherein there is substantially no other substance i the container.
424 The container of any one of Embodiments 421-423. wherein the container s filled with an inert gas.
425, The contamer of any one of Embodiments 421-423, wherein the container is filled with nitrogen.

426, The container of anv onc of Embodiments 421-425, wherein the container is a vial.

427, A device comprising a composition of any one of the preceding Embodiments,

428 A syringe comprising a compostition of any one of the preceding Embodiments.

429.  The device or syringe of any one of Embodiments 427-428, wherein the composition is a liquid
composition wherein WVE-003 15 dissolved in aCSF,

430, The device or syringe of anv one of Embodiments 427-428, wherein the composition is a liquid
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comaposttion wherein WVE-003 pentadecasodium salt is dissolved m aCSF.

431, The device or syringe of any one of Embodiments 427-430, wherein the volume of the liqud
composition is 20 mL.

432, The device or syringe of any one of Embodiments 427-431, wherein the device or syringe contains a
WVE-003 dose of described in any one of the preceding Embodiments.

433, The device or syringe of any one of Emboduuents 427-432 for intrathecal administration ot deliverv of
WVE-003.

434, A method for mamufactaring a WVE-003 composition according to a method described in the
specification.

435, The method of Embodunent 434, conprising utthizing 1P-RP-UPLC to assess purity and/or impuritics
i the manufactured WVE-003 composition and release the preparation if the punty and/or impurities meet
certain critena.

434, The method of any oue of Embodiments 434-435, wherein the composition 15 a drug substance.

437, The method of any ove of Embodiments 434-433, wherein the composition is a drug product.

438, A method for releasing a WVE-003 preparation, comprising utilizing IP-RP-UPLC 1o assess purity
and/or impurities in the WVE-003 preparation and release the preparation if the purity and/or impuritics mect
certain criteria.

439 A method for assessing punty of WVE-003 utilizing P-RP-UPLC.

440, The method of any one of Embodiments 435-439, wherein the IP-RP-UPLC utilized one or more
parameters described in the specification.

441, The mcthod of any onc of Embodiments 435-439, wherein the IP-RP-UPLC utilized onc or more
parameters of Set A.

442, The method of any one of Embodiments 435-439. wherein the IP-RP-UPLC utlized the Set A
pararpeters.

443, The method of any one of Embodiments 435-442 wherein stereochemical identity of WVE-003 is
confirmed by IP-RP-UPLC.

444, A method for confirming stereochemical identity of WVE-003 utilizing IP-RP-UPLC.

445, The method of any one of Embodiments 435-444, wherein stereochemical identity of WVE-003 is
confirmed by IP-RP-UPLC according to Set B parameters.

446, The method of any one of Embodiments 435-444, wherein stereochemical identity of WVE-003 is
confirmed by an IP-RP-UPLC method for stereochemical identity as described herein.

447, The method of any one of Embodiments 435-446, wherein the composition is any one of the preceding
Embodiments.

448, A compound, oligonucleotide. composition, method, process, use. dose or dosage regimen described in
the specification.

449 A method for treating a subject who has a mutant HTT gene comprising a mutation that is amenable to
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an allele-specific knockdown of the mutant HT'T gene, wherein the method comprises the step of adnumistering
to the subject WVE-003 {or a salt form thereof) at a dose of about 30 mg, about 60 mg, about 80 mg, about 120
mg, about 150 mg, about 160 mg, or about 168 mg, such that progression of Huntington’s disease in the subject
1s delayed, and/or the onset of Huntington’s disease is delayed, and/or the severnity of a symptom of Hundingion’s
disease is reduced.

450, A method tor treating Huuntingion’s discase in a subiect who bhas a vurtant HT'T gene comprising a
mutation that is amenable to an allele-speaific knockdown of the mutant HTT gene, wherein the method
comprises the step of administering o the subject WVE-003 {or a salt form thereof) at a dose of about 30 mg,
about 60 mg, about 90 mg, about 120 mg. about 150 mg, about 160 mg, or abouwt 168 mg, such that discase
progression it the subject is delaved, and/or the onset of Huntington’s discase is delayed, and/or the severy of
a symptom of Huntington’s disease is reduced.

451 A method of delaving the onset of and/or reducing the severity of a sviptom of Huntington’s disgase
i a subject with Hontington’s disease who has a mutant HTT gene comprsing a nntation that is amenable to
an allele-specific knockdown ot the mutant HTT gene, wherein the method comprises the step of admmistering
to the subject WVE-0G3 {or a salt form thereof) at a dose of about 30 mg, about 60 mg, about 90 mg, about 120
myg, about 130 mg, about 160 mg, or about 168 mg,.

452, A method for treating Huntington's disease, comprising administering to a subject suffering therefrom
WVE-003 {or a salt form thereof), wherein WVYE-003 1s aduunistered at a dose of about 30 mg, about 60 mg,
about 90 mg, about 120 mg, about 150 mg, about 160 mg, or about 168 mg, and wherein the subjecthasa HTT
allele that comprises an expanded CAG repeat region and 1s fully complementary to the base sequence of WVE-
003,

453, A method for treating Huntingtons disease, comprising administering to a subject suffering therefrom
a pharmaceutical composition that comprises or delivers WVE-003 (or a salt form thereof), wherein WVE-0G03
is administered at a dose of about 30 mg, about 60 mg, about 90 mg, about 120 mg, about 150 mg, about 160
mg, or about 168 mg, and wherein the subject has a HTT allele that comprises an expanded CAG repeat region
and is fullv complementary to the base sequence of WVE-003.

454, A method, comprising administering to a subject WVE-003 {or a salt form thercof), wherem the subject
1s determined to have a genetic sequence that is the same or fully complementary to the base sequence of WVE-
003, optionally wherein the subject is determined to have a genetic sequence that is or encodes an expanded
CAG repeat.

455, A method, comprising administening to a subject WVE-G03 {or a salt forma thereof), wherein the subject
is determined to have a genetic sequence that encodes a transcript that comprises an expanded CAG repeat n
HTT and 1s fully complementary to the base sequence of WVE-(03.

456. A method, comprising administening to a subject WVE-G03 {or a salt form thereof), wherem the subject
is detemmined 10 express a HTT transcript that comprises an expanded CAG repeat and is fully complementary

to the base sequence of WVE-G03.
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457 The method of any one of Ernbodiments 453-433, wherein the subject 15 deterained 1o have a genetic
sequence ot transcript that is not the same or fully complementary to the base sequence of WVE-003 at 1e362273,
spitonally wherein the genetic sequence or transcript does not contain expanded CAG repeats (or a sequence
encoded thereby).
458, The method of anv one of Embodiments 433-457, wherein WVE-0(3 is administered at a dose of about
30 mg, about 60 mg, about 90 mg. about 120 mg, about 150 mg, about 160 mg, or about 168 1ag.
459, The method of any one of the previous Embodiments, wherem the method further comprises the step
of confirming that the subject has a mutation in the HTT gene that is amenable to an allele-specific knockdown
of the mutant HT'T gene or a gene product thercof transcript,
460, The method of any one of the previous Embodunents, wherein WVE-003 is adounistered 1o a salt form,
optionally a sodium salt form.
461, The method of any one of the previous Embodiments. wherein WVE-(03 iz formulated as a higuid
formulation, optionally wherein the liguid formulation comprises WVE-003, sodium chloride and water and/or
wherein the liquid formulation is reconstituted from a tvophilized preparation.
462, The method of any one of the preceding Embodiments, wherein one or more pharmaceutically
acceptable salt forms of WVE-003 are admimsiered and/or wherein the amount of WVE-003 mcludes the
amount of one or more pharmaceutically acceptable salt forms, each of which is independently converted to the
amount of the acid form.
463 A method for treating Huntinglon’s disease, compnsing administering or delivering to a subject
suffering therefrom WVE-G03 at a dose equivalent to about 10-200 mg (e.g., about 10-200 mg, about 10-190
mg, about 16-180 mg, about 10-170 mg. about 10 mg, about 20 mg, about 30 mg, 40 mg, about 30 mg, about
60 mg, about 70 mg, about 80 mz, 90 myg, about 100 mg. about 110 mg, about 120 g, about 130 mg. about
140 mg. about 130 mg, about 160 mg. or about 168 mg) WVE-003 free acid fonm; or

a method for preventing Huntington’s disease, compnising admimstering or delivering to a subject
suffering therefrom WVE-G03 at a dose equivalent to about 10-200 mg (¢ g, about 10-200 mg, about 10-190
myg, about 10-180 mg. about 10-17C mg, about 10 me, about 20 mg, about 30 mg, 40 mg. about 50 mg, about
50 mg, about 70 mg, about 80 mg, 90 mg, about 100 mg, about 110 mg, about 120 mg, about 130 mg, about
140 mg, about 150 mg, about 160 mg, or about 168 mg) WVE-003 free acid form; or

a method. comprising administering or delivering to a sabject WVE-003 at a dose equivalent to about
10-200 mg {c.g., about 13-200 myg, about 10-190 mg, about 10-180 mg, about 10-170 mg, about 10 mg, about
20 mg, about 30 mg, 40 mg, about 50 mg, about 60 mg, about 70 mg, about 80 mg, 20 mg, about 100 mg, about
110 mg, about 120 mg, about 130 mg, about 140 mg, about 150 mg, about 160 mg, or about 168 mg) WVE-
003 fice acid forny, or

amethod for decreasing the activity, expression. and/or level of a mutant HT'T gene or its gene product
in a subject, comprising adounisiering or delivering to the subject WVE-003 at a dose equivalent to about 10-

200 mg (e.g., about 10-200 mg, about 10-190 mg, about 10-180 mg, about 10-170 mg, about 10 mg, about 20
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mg, about 30 mg, 40 mg, about 50 mg, about 60 mg, about 70 mg, about 80 mg, 90 mg, about 100 mg, about
110 mg, about 120 mg, about 130 mg, about 140 mg, about 150 mg, about 160 mg, or about 168 mg) WVE-
003 free acid form; or
a method for preferential knockdown of a repeat expansion-containing HE'T RNA transcript relative to
a non-repeat expansion-containing HT'T RNA transcript in a subject. comprising administering or delivering to
the subject WVE-(03 at a dose equivalent to about 10-200 mg {(c.g.. about 10-200 mg, about 10-190 mg, about
10-180 mg, about 10-170 mg, about 10 mg, about 20 mg, about 30 mg, 40 mg, about 50 mg, about 60 mg, about
70 mg, about 80 mg, 50 mg, about 100 mg, about 110 mg, about 120 mg, aboui 130 mg, about 140 mg, about
150 mg, about 160 mg. or about 168 mg) WVE-003 free acid form; or
a method for reducing level of a HTT transcript comprising CAG repeat expansion i a subject,
comprising administering or delivering to the subject WVE-003 at a dose equivalent to about 10-200 mg (e.2.,
about 10-200 mg, about 10-190 mg, about 10-180 mg, about 10-170 mg, about 10 mg, about 20 mg, about 30
mg, 40 mg, about 30 mg, about 60 mg, about 70 mg, about 80 mg. 90 mg, about 100 mg, about 110 me, about
120 g, about 130 mg, about 140 mg, about 150 mg, about 160 mg, or about 168 mg) WVE-003 free acid foru;
or
a method for reducing level of a product of a HTT transcript comprising CAG repeat expansion in a
subject, comprising administering or delivering to the subject WYE-003 at a dose cquivalent to about 10-200
mg {e.g., about 10-200 mg, about 10-190 my. about 10-180 mg. about 10-170 mg, about 10 mg, about 20 mg,
about 30 mg, 40 mg, about 30 mg, about 60 mg, about 70 mg, about 80 mg, 90 mg, about 100 mg, about 110
mg, about 120 mg, about 130 mg, about 140 mg, aboui 150 myg, about 160 mg, or about 168 mg) WVE-003
free acid form;
wherein WVE-003 15
mG * SmUn00IR mU mGnOCIR mA * ST* SC*ST*8G* ST*RA*SGHSC*8A *
SG* R miSCeon0 1R AcoCGeonB0IR miCeo * STeo, wherein:
m represents a 27-OMe modification to a nucleoside;
*8 represents a Sp phosphorothioate linkage;
m3Ceo represents S-methyl 2'-O-methoxyethyl C;

n001R represents a Rp n00l linkage, wherein a n001 linkage has the structure of

‘/ i
r"N> Py
i =N g
SN X

N G\ &

{
zo represents a 2 -OCH2CH20CH3 modification to a nucleoside; and
*R represents a Rp phosphorothioate linkage.

464, The method of any one of the preceding Embodiments, wherein a dose of WVE-003 is admuustered in

one or more forms, optionally wherein a dose of WVE-003 13 administered in one or more pharmaceutically
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acceptable salt forms, optionally wherein one form 1s WVE-003 pentadecasodium salt,

465, The method of any one of the preceding Embodments, wherein a dose of WVE-003 is admimstered in
a pharmaceutical composition comprising WYE-003 and a pharmaceutically acceptable carnier.

466.  The method of any one of the preceding Embodiments, wherein a dose of WYE-003 is administered in
a pharmaceutical composition comprising or consisting of a WVYE-003 pentadecasodivm salt and a
phammaceutically acceptable camier.

467 The method of anv one of the preceding Embodiments, wherein each dose of WVE-(03 1s
independently adounistered in one or more pharmaceutically acceptable salt forms, optionally wherein one form
is WVYE-003 pentadecasodium salt.

468.  The method of any one of the preceding Embodiments. whercin cach dose of WVE-003 is
independently administered in a phammaceutical composition comprising WVE-003 and a pharmaceutically
acceptable carrier.

469, The method of any one of the preceding Embodiments, wherein cach dose of WVE-(03 is
mdependently adnunistered in a pharmaceutical composition comprising or cousisting of a WVE-003
pentadecasodium salt and a pharmaceutically acceplable carrier.

470. A method for treating Huatington’s disease, comprising administering or delivening to a subject

suffering therefrom WVE-003 pentadecasodium salt:

178



WO 2025/030155 PCT/US2024/040849

HH

O [ e o
P 0", TR0, j s —— o, g “Fageo~", F
§ o e é\o e § \‘o e $ r“ § o
NeE [—— NES | \ Na§ / NS | "NaH j \
o\' N / [} ‘ o, ' 0\5{ &~
Qay, o AN Oy > Bx
N W, = i _— b “
'\\ i e /,y \\ ﬁ >
Hh\Y Novyo, HN\“, ¢ h\\( ~
“ ik 3
‘m ;‘.'Hz o \\ \c‘>

NS

E ° .
P, P: o=
AN e < [N,

at a dose equivalent to about 10-200 mg (e.g., about 10-200 mg, about 10-190 mg, about 10-180 mg, about 10-
70 mg, about 10 mg, about 20 mg, about 30 mg, 40 mg, about 50 mg. about 60 mg, about 70 myg, about 80

mg, 90 mg, about 100 mg, about 110 mg, about 120 mg, about 130 mg, about 140 myg, about 150 mg, about 160

mg, or about 168 mg} WVE-003 free acid form.

471, A method for preventing Humtington's disease, comprising administering or delivering to a sabject

suffering therefrom WVE-003 pentadecasodium salt at a dose equivalent to about 10-200 mg {¢.g., about 10-

200 g, ahout 10-190 mg, about 10-180 mg, about 10-170 mg, about 10 mg, about 20 mg, about 30 mg, 40

mg, about 34 mg, about 60 mg, about 70 mg, about 80 mg, 90 mg, about 100 mg, about 110 mg, about 120 mg,

179



WO 2025/030155 PCT/US2024/040849

about 130 mg, about 140 mg, about 150 myg, about 160 rog, or about 168 mg) WVE-003 free acid foru.
472, A method, comprising adnunistering or delivering to a sabject WVE-003 pentadecasodium salt at a
dose equivalent to about 10-200 mg (e.g., about 10-200 mg, about 10-180 mg, about 10-180 mg, about 10-170
mg, about 10 mg, about 20 mg, about 3¢ me, 40 mg, about 50 mg. about 60 mg, about 70 mg, about 80 mg, 90
mg, about 100 mg, about 110 mg. about 120 mg, about 130 mg, about 140 mg, about 150 myg, about 160 mg,
or about 168 mg) WV E-003 free acid form; or

a method for decreasing the activity, expression, and/or level of a mutant HTT gene or its gene produact
it a subject, comprising administering or delivering to the subject WVE-003 pentadecasodium salt at a dose
equivalent to about 10-200 mg (¢.g.. about 10-200 mg, about 10-190 mg, about 10-180 mg, about 10-170 mg,
about 10 mg, about 20 mg, about 30 mg, 40 mg, about 50 mg, about 60 mg, about 76 mg, about 80 mg, 90 mg,
about 100 mg, about 110 mg, about 120 mg, about 130 mg, about 140 mg, about 130 mg. about 160 mg, or
about 168 mg) WVE-003 free acid form; or

a method for preferential knockdown of a repeat expansion-containing HTT RNA transcript relative to
a non-repeat expansion~-containing HTT RNA transcript in a subject, comprising adonunistering or delivering to
the sabject WVE-003 pentadecasodium salt at a dose equivalent to about 10-200 mg (e.g., about 13-200 mg,
about 10-180 mg, about 10-180 mg, about 10-170 mg, about 10 mg, about 20 mg, about 30 mg, 40 mg, about
30 mg, about 60 mp. about 70 mg, about 80 mg, 90 mg, about 100 mg. about 110 mg. about 120 mg. about 130
mg, about 140 mag, about 150 mg, about 160 mg, or about 168 mg) WVE-003 fiee acid torm: or

a method for reducing level of a HTT wansenpt comprising CAG repeat expansion in a subject,
comprising administering or delivering to the subject WVE-003 pentadecascdiam salt at a dose equivalent to
about 10-200 mg (c.g.. about 10-200 mg. about 10-190 mg, about 10-180 mg, about 10-170 mg, about 10 mg,
about 20 g, about 30 mg, 40 mg, about 30 myg, about 66 mg, about 70 mg, about 80 myg, 90 mg, about 100
mg, about 110 mg, about 120 mg, about 130 mg. about {40 mg, about 150 mg. about 160 mug, or about 168 mg}
WVE-003 free acid form; or

a method for reducing level of a product of a HTT transenpt comprising CAG repeat expansion i a
subject, comprising administering or delivering to the subject WVE-003 pentadecasodium salt at a dose
equivalent to about 10-200 mg (¢.g.. about 10-200 mg, about 10-190 mg, about 10-180 mg, about 10-170 mg,
about 10 mg, about 20 mg, about 30 mg, 40 mg, about 50 mg, about 60 mg, about 70 mg, about 80 mg, 90 mg,
about 100 mg, about 110 mg, about 120 mg, about 130 mg, about 140 mg, about 150 mg, about 160 mg. or
about 168 mg) WVE-003 free acid form.
473, The method of any one of the preceding Embodiments. wherein the product is a polypeptide, optionally
a polvpeptide comprising expanded polv-(3.
474 The method of any one of the preceding Embodiments, wherein two or more doses, ¢.g., 2, 3, 4, 5, 6,
7.8.9, 10, 11,12, 13, 14, 153, 16, 17, 18, 19, 20 or more doses are adnunistered.
475 'The method of any one of the preceding Erobodiments, wherein a dose of WVE-003 pentadecasodium

salt is adrmmistered i a pharmaceutical composition comprising or consisting of WVE-003 pentadecasodivm
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salt and a pharmaceutically acceptable carrier.

476,  The method of anv one of the preceding Embodiments, wherein ecach dose of WVE-003
pentadecasodium salt is independently admimistered in a pharmaceutical composition comprising or consisting
of WVE-003 and a phaonaceutically acceptable carrier.

477.  The method of any one of Embodiments 470-476, wherein the pharmaceutically acceptable carner is
aUSF.

478 The method of anv one of the preceding Embodiments, wherein the pharmaceutical composition has a
p of about 6-8. optionally wherein the pharmaceutical composition has a pH of about 6.4-7.2 orabout 7.3 or
about 7.4.

479, The method of any one of Embodunents 470-153, whereiv a dose is equivalent to about 10, 20, 30, 40,
54,60, 70, 80, 90, 100, 110, 120, 130, 140, 156, 160, or 170 mg WVE-003 free acid form.

430, The method of any one of Embodiments 470-153, wherein cach dose is independently equivalent (o
about 10, 20, 30, 40, 50, 60, 70, 80, 90, 100, 110, 120, 130. 140, 150, 160, or 170 mg WVE-003 free acid form.
481, The method of anv ovne of the preceding Embodiments, wherein two ormore {e.g., 2, 3, 4.5, 6,7, 8. 9,
10, 11, 12,13, 14,15, 16, 17, 18, 19, 20 or more) consecutive doses are administered independently about every
1,2,3,4,5,6,7, 8,9, 10, 11, 12 weeks, or about every 3,4, 5, 6,7, 8,9, 10, 11, 12 or more months, or about

-

ry 1, 2. 3, or 4 quarters.

0

Ve

o
s

482 The method of any one of the preceding Embodiments. wherein all doses are adounistered

mdependently about every 1, 2,3,4, 5,6, 7,8 9, 10, 11, 12 weeks, oraboutevery 3. 4,5, 6,7, 8,9, 10, 11, 12

or more months, or about every 1, 2. 3, or 4 quarters.

483.  The method of any onc of the provious Embodiments, wherein the subjoct is administered WVE-003

approximately raonthly for at least about 2, 4, 8, 12, 16, 24, or 48 months, the subject is administered WVE-

003 approximately once overy 4 weeks for at feast about 8, 12, or 16 weeks, or the subject s admuustered

WVE-003 approximately once every § weeks for at least about 8 or 16 weeks.

484, The method of anv one of the preceding Embodiments, wherein two ormore {e.g., 2, 3.4, 5.6, 7, & 9,

10,11, 12,13, 14,15, 16,17, 18, 19, 20 ormore) consecutive doses of WVE-003, cach independently equivalent

to about 30 mag free acid form, are adomimstered about every 8 weeks,

485,  The method of anv one of the preceding Embodiments, wherein the subject has expanded CAG repeat

region in a HTT gene and/or expresses a HTT transeript comprising an expanded CAG repeat region; and/or
wherein the expanded CAG repeat region comprises 36 or more CAG repeats. optionally 40 or more

CAG repeats.

486.  The method of any one of the preceding Embodiments, wherein the A variant of 13362273 is on the

same allele as the expanded CAG repeat region ina HTT gene.

487.  The method of any one of the preceding Embodiments, wherein expression of mutant HI'T is reduced

and/or mutant HT'T protein level 1s reduced. and/or wherein the fevel, expression and/or activity of a mutant

HTT transcript or gene product thereof is reduced by at least about 5% or {0%.
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488.  The method of any one of the preceding Embodiments, wherein level of mutant HTT transcrpt in
cerebrospinal fluid is redueced by about 10%, 20%, 30%, 409, 50% ormore about or afterabout 1, 2,3, 4, 5, 6,
7.8,0, 10, 11, 12, 13, 14, 15, 16, 17, 1€, 19, 20 or more weeks after a first dose.

489, The method of any one of the preceding Embodiments, wherein fevel of mutant HTT polypeptide in
cerebrospinal fluid is reduced by about 10%, 20%. 30%. 40%, 50% or more about or afterabout 1,2, 3,4, 5.6,
7.8.09, 10,11, 12,13, 14, 15, 16, 17, 18, 19, 20 or more weeks afier a first dose.

490.  The method of any one of the preceding Embodiments, wheremn level of witHTT transcript or
polypeptide is redaced by no more than about 10%, 20%, 30%, 40% or 50%.

491, The method of any one of the preceding Embodiments, wherein the method provides reduction of level
of the repeat expansion~-coutaning HTT transcript as measured by percentage that is atleast 11, 1.2, 1.3, 1.4,

1.5,16,1.7, 18,1.9,2,25 3 4,5 6,7 8,9, or 10 fold of the reduction of level of the non-repeat-expansion-

contaimng HTT transcript as measured by percentage.
492 The method of any ane of the preceding Embodiments, wherein the reduction is about 10%, 12%, 15%,
20%, 255, 30%, 40%, 50%. 60%, 70%, 80%., or 90% or more; and/or

wherein the reduction is assessed for an individual subject; and/or

wherein the reduction is asseased for a population of subjects, optionally wherein the population size is
about 10, 20, 30, 40, 30, 60, 70, 80, 90, 100, 200, 300, 1000 or more subjects and/or wherein subjects in the
population reccive the same or different dosage regimen; and/or

wherein one or more cerebrospinal fluid samples are utilized for reduction asscssment.
493, The method of any one of the preceding Embodiments, wherein wild tvpe HTT transenipt level is not
significantly roduced; and/or wherein wild type HTT protein lovel is not significantly reduced; and/or wherein
total HT T transcript level 18 not sigmificantly reduced; and/or wherein total HT'T protein fevel is not significantly

reduced: and/or wheretnn neurofilament Hight cham (NfL) level in CSF 1s not significantty increased.

494, The method of any one of the preceding Embodiments, wherein assessment is performed after about 1,
23,456,789 10,11, 12,13, 14, 13, 16, 17, 18, 19, or 20 davs, or about 3, 4, 5, 6, 7, or 8 weeks, or about
3. 4, 3, or 6 or more months after administration of a dose and before a next dose. if any, is administered; and/or
wherein assessment is performed after about 1, 2,3, 4, 5,6, 7,8, 9, 10, 11, 12, 13, 14,15, 15, 17, 18,
19, or 20 doses are adnunistered.
493 The method of any one of the preceding Embodiments, wherein onsct of and/or severity of a symptom
of Huntington's disease in a subject is delayved and/or reduced, and/or wherein the subject improves in one or
mote functional assessments.
496, The method of any one of the preceding Embodiments, wherein an mmprovement 15 compared to
baseline, absence of WVE-003 administration or administration of a reforence composition, optionally wherein
the reference composition is comparabie to an administered WVE-003 composition but does not contain WVE-
003,

497 The nethod of any one of the preceding Ernbodiments, wherein WVE-003 15 adminstered intrathecally
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and/or bv direct lumbar njection.

498, The method of any one of the preceding Embodiments, wherein a dose 1s administered as WVE-003
pentadecasodiom salt dissolved i aCSF, optionally wherein a dose is administered in a 20 mL aCSF solution,
optionally wherein 20 mU CSF is taken out from a subject betore administration of a dose.

499, The method of any one of the preceding Embodiments, wherein the subject s about 23 years old or
older and/or the subject 1s about 60 years old or younger: and/or wheremn the subject is with carly manifest
Huntington’s disease.

500.  The method of any of the previcus Embodiments, wherein the subject receives or is exposed {o an
additional therapeutic agent.

301 The method of any of the previous Emboduuents, wheremn the subject is admunistered a steroid at least
about one month prior to the first dose of WVE-003.

502, A composition comprising WVE-003.

503, A composttion comprising WYE-003 or a composition thereof, wherein WVE-003 or the composition
thereof is in a solid forw and/or Ivophilized.

504. A composition comprising WVE-003 or a composition thereof, wherein WVE-003 or the composition
thereof is present i a vial in an amount of about 20 mg, optionally wherein the vial 1s backfilled with mitrogen,
optionally wherein the amount of WVE-003 includes the amount of one or more pharmaceutically acceptable
salt forms. each of which 1s independently converted 1o the amount of the acid form.

505, A composition comprising WVE-003 or a composition thereof, wherein WVE-003 or the composition
thereof is diluted with a solution of sodiam chlonde, optionally wherein the solution 13 6.9% sodium chlornide.
506, A composition comprising WVE-G03 or a composition thercof, whercin the composttion consists
essentially of WVE-003 or g composition thereof, sedium chlonde, and water,

507. A composition comprising WYE-003 or a composition thereof, wherein the composition consists
essentially of WVE-003 or a composition thereof and aCSF.

508.  The composition of anv one of the preceding Embodiments, wherein a form of WVE-003 in the
composition is a pharmaceutically acceptable salt form and/or WVE-003 pentadecasodium salt, or each form
of WVE-003 in the composition s independently a salt form, optionally a pharmaceutically acceptable salt form
and/or WVE-003 pentadecasodium salt.

509, The composition of any one of the preceding Embodiments, wherein the composition is a drug
substance and/or drug product.

510, The composition of any onc of the preceding Embodiments, wherein the composition is a liguid
composition wherein WVE-003 is dissolved or wherein the composition is a phamaceutical composition
further comprising a pharmaceutically acceptable carrter, optionally wherein the pharmaceutically acceptable
carrier is or compunses artificial cerebrospinal flutd @CSF).

51F. The composttion of any one of the preceding Embodiments, wherein the composition is isotonic and/or

wherein the composition has a pH of about 6-8, optionallv wherein the composition has a pH of about 6.4-7.2
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or about 7.3 or about 7.4,
512, The composition of any one of the preceding Embodiments, wherein the composition 15 Ivophilized
WVE-003 powder.
513, The composition of any one of the preceding Embodiments, wherein WVE-(03 in the composition s
equivalent to about 5, 10, 20, 30, 40, 30, 60, 70, 80, 90, 100, 110, 120, 130, 140, 150, 160, or 170 mg WVE-
003 free acid form.
514, The composition of any one of the preceding Embodiments, wherein the composition is packaged into
a vial.
315 The composition of any one of the preceding Embodiments, wherein the composition 18 reconstituted
and diluted mn artificial corebrospinal fliud (aCSF).
516, The composition of any one of the preceding Embodiments, wherein the composition is a WVE-003
drug prodact, optionally wherein WVE-003 drug product 1s lvophilized WVE-003 pentadecasodium salt.
517 A vial comprising a composition of any one of the preceding Embodiments, optionally wherein the vial
is filled with an inert gas, optionally wherein the mert gas 1s nitrogen.
518, A syringe comprising a composition of any one of the preceding Embodiments, optionally wherein the
composition is a liquid composition whereln WVE-003 or WVE-003 pentadecasodium salt s dissolved in
aCSF.
519, The synnge of Embodiment 428, wherein the voelume of the biquid composition is 20 mL.
520, The synnge of any one of Embodiments 428-431, wherein the syringe contains a WVE-003 dose
described in any one of the preceding Embodiments.
521, A mcthod for manufacturing a WVYE-G03 compesition according to a method described in the
specification.
522, The method of Erabodiment 434, comprising utilizing IP-RP-UPLC to assess puritv and/or impurities
i the manutactured WVE-003 composition and refease the preparation if the purity and/or impuntties meet
certain criteria.
323 The method of any one of Embodiments 434-435, wherein the composition is a drug substance or drug
product,
5324, A method for releasing a WVE-003 preparation, compnsing utilizing IP-RP-UPLC to assess purnity
and/cr impurities e the WVE-003 preparation and release the preparation if the purity and/or impurities meet
certain criteria; or

a raethod for assessing purity of WVE-003 utilizing IP-RP-UPLC.
525, The method of any one of Embodiments 435-524, wherein the IP-RP-UPLC utilized one or more
parameters described in the specification and/or one or more parameters of Set A,
5326. A method for confirming stereochemical identity of WYE-003 utilizing IP-RP-UPLL.
327, The method or composition of any one of the preceding Embodiments, wherein a WVE-003 drug

substance is yoanufactured by a process described herein, characterized by one or more methods described
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berein, released by one or more methods described herein, and/or stored by one or more methods described
herein.
528. The method or composition of any one of the preceding Embodiments, wherein the WVE-003 drog
substance is pentadecasodiam sakt.
529, The method or compostiion of any one of the preceding Embodiments, wherein a WVE-003 drug
product is manufactured by a process desenibed herein, characterized by one or more method described berein,
refeased by one or more method described herein, stored by one or more method described herein, or

wherein a pharmaceutical composition is manafactured by a process described herein, characterized by
one or more method descnbed herein, released by one or more method described herein, stored by one or more
method described berein,
530, The method or composttion of anv one of the preceding Embodiments, wherein the composition has a
purity of about 80%, 81%, 82%, 83%, 84%. 85%. 86%. 87%. ¥8%. 89%, 90% or more: wherein Impuritics in
the composition are no more than about or about 20%. 19%, 18%. 17%, 16%. 15%, 14%. 13%, 12%. 11%, or
10%; and/or wherem stereochenucal punty of WVE-003 15 about 80%, 83%, or more.
531, The method or composition of any one of the preceding Embodiments, wherein the purnity and/or
inpuriiies are measured by IF-RP-UPLC using area % at 260 nm, optionally using % at 260 nm and the Set A
parameters; and/or wherein the amount of WVE-003 is measured by UV at 260 nm and 25.0 OD/mg.
332, The method oy composition of any one of the preceding Embodiments. wherein stereochemical ideuntity
of WVE-003 is confirmed by IP-RP-UPLC, optionally by TP-RP-UPLC according to Set B parameters, or an
IP-RP-UPL{ method for stereochemical identity as described hereia.
533.  The method or composition of any one of the proceding Embodiments, wherein stercochemical purty
is assessed by dimer modeling and/or wherein stercochenucal purity of WVE-003 15 about 80%, 81%, 82%,
83%, 84%, or 85% or more.
334, The method or composition of any one of the preceding Embodiments, wherem about is £1%, £2%,

+3%, 4%, 3%, £6%, £7%, £8%, %%, or £10%.

535, A method. comprising administering or delivering to a subject WVE-003, wherein:

a set of two or more doses are adminisiered or delivered about every 8 weeks or less frequently, wherein
each dose of the set 1s independently equivalent to about 30 mg WVE-003 free acid form;

the subject has a mutant HTT gene comprising a muoetation that is amenable to an allele-specific
knockdown of the mutant HTT gene;

WVE-003 15 mG * SmUn0 IR ol olGnO0IR mA ¥ ST*SC* ST*SG*ST* RA*8G* SC* SA
* 5G * Rm3Ceon001RAcoGeonl0 IR mSCeo * §Teo, wherein:

m represents a 27-Ome modification o a nucleoside;

*S represents a Sp phosphorothioate linkage;

mSCen represents S~-methyl 27-O-~methoxvethyvl C;
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nO0IR ropresents a Rp n001 linkage, wherein a n601 linkage has the structure of

eco represents a 2°-OCH CH:OCH; modification to a nucleoside; and

*R represcots a Rp phosphorothioate linkage.
536, A method for selectively reducing level of mutant HTT protein over wild-type HTT protein in a subject,
comprising administering or delivering to the subject WYVE-003, wherein:

a set of two or more doses are administered or delivered about every 8 weeks or less frequently, wherein
cach dosc of the set is independently equivalent to about 30 mg WVE-003 free acid form,

the subject has a mutant HTT gene encoding mutant HIT protein and comprising a mutation that is
amenable to an allele-specific knockdown of the nustant HTT gene;

WVE-003 is mG * SmUnOOIR o) mGnOSIR mA * ST * SCH* ST *8G* ST* RA* 8G* 8C * 5A
* 8G * R m3Ceon001RAcoGeon0 IR mSCen * STen, wheremn:

m represents a 27-OMe modification to a nucleoside;

*S represents a Sp phosphorothioate linkage;

m3Ce0 represents S-methyl 2-O~-methoxyethvl C:
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n0O0IR represents a Rp n001 linkage, wherein a n001 linkage has the structure of S

co represents a 27 -OCH, CH:QCH;: modification to a nuclcoside; and

*R yepresents a Rp phosphorothioate linkage.
537. A method for selectively reducing level of mutant HTT protein over wild-tvpe HTT protein in
cercbrospinal flaid (CSF) of a subject. comprising admimstering or delivering to the subject WVE-003,
wherein:

a set of two or more doses are administered or delivered about every 8 weeks or less frequently, wherein
cach dose of the set 1s independently cquivalent fo about 30 mg WVE-003 free acid form;

the subjeet has a mutant HTT gene encoding mutant HTT protein and comprising a mutation that is
amenable to an allele-specific knockdown of the nustant HTT gene;

WYE-003 is mG * SnolUn0IR mU oGnOOIR mA * ST*SC*ST*SG* ST*RA*FSG* SC* 8A
*5G * R m3Ceon001RAcoGeonHO IR mSCeo * STeo, wherein:

m represents a 27-0OMe modification to a mucleoside;

*8 represents a Sp phosphorothioate linkage;

mSCeo represents S-maethyl 2'-O-methoxyethyl C:
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nO0IR ropresents a Rp n001 linkage, wherein a n601 linkage has the structure of

eco represents a 2°-OCH CH:OCH; modification to a nucleoside; and

*R represcots a Rp phosphorothioate linkage.
538, A method for slowing caudate atrophy, comprising administering or delivering to a subject WVE-Q03,
wherein:

a set of two or more doses are administered or delivered about every 8 weeks or less frequently, wherein
cach dosc of the set is independently equivalent to about 30 mg WVE-003 free acid forny,

the subject has a mutant HTT gene encoding mutant HIT protein and comprising a mutation that is
amenable to an allele-specific knockdown of the nustant HTT gene;

WYE-003 is mG * SmUnCOIR ol mGniSIR mA * ST* SC*S§T* SG* ST*RA* 8G* SC* SA
* 8G * R m3Ceon001RAcoGeon0 IR mSCen * STen, wheremn:

m represents a 27-OMe modification to a nucleoside;

*S represents a Sp phosphorothioate linkage;

m3Ce0 represents S-methyl 2-O~-methoxyethvl C:
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n0O0IR represents a Rp n001 linkage, wherein a n001 linkage has the structure of S

co represents a 27 -OCH, CH:QCH;: modification to a nuclcoside; and

*R yepresents a Rp phosphorothioate linkage.
539, A method for reducing Total Motor Score (TMS) of a subject suffenng from Huntington’s disease,
comprising admimstering or delivering o the subject WVE-003, wherein:

a set of two or more doses arc administered or delivered about every & weeks or less frequently, wherein
cach dose of the set is independently equivalent to about 30 mg WVE-003 free acid formy

the subject has a mutant HTT gence encoding mutant HIT protein and comprising a mutation that is
amenable to an allele-specific knockdown of the mugant HTT gene;

WVE-003 is mG * S mUnOO0IR mU mGnOOIR mA * STH*SC*ST*SG* ST*RA*8G* SC* SA
* 8G * R m3Ceon001RAcoGeonl0IR mSCen * STeo, wheremn:

m represents a 2”-OMe modification to a nucleoside;

*8 represents a Sp phosphorothicate linkage;

m3eo represents S-methylt 2-C-methoxyethyl C;
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nO0IR ropresents a Rp n001 linkage, whercin a n601 linkage has the structurc of

eco represents a 2°-OCH CH:OCH; modification to a nucleoside; and

*R represcots a Rp phosphorothioate linkage.
540. A method, comprising administering or delivering to a subject WVE-003, wherein;

each dose of WVE-003 iz mdependently equivalent to about 30 mg WVE-G03 free acid form;

a set of two or more doses are admunistered or delivered about every § weeks or less frequently;

the subject has a mutant HTT gene comprising a mutation that is amenable to an allele-specific
knockdown of the mutant HTT gene;

WVE-003 is mG * S mUnO0 IR b mOni0IR mA* ST*SC*STH*SG* ST*RAFSG* SC* SA
* SG * R mS3Ceon001RAcoGeon00I R m3Cesn * STeo, wheremn

m represents a 27 -Ome modification to a nucleoside;

*8 represents a Sp phosphorothicate linkage;

m3Ceo represents S-methyl 27-C-methoxyethnyl
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nQ01R represents a Rp nO01 Hinkage. wherein a n001 linkage has the structure of R

eo represents a 27 -OQCHCHOCH;: modification to a nucleoside; and

*R reprosents a Rp phosphorsthicate Imkage.
541 A mecthod for selectively reducing fevel of mutant HTT protein over wild-type HTT protein ina subject,
comprising admimstering or delivening to the subject WVE-003, wherein:

each dose of WVE-003 s mdependently equivalent to about 30 mg WVE-003 free acid form;

a set of two or more doses are administered or delivered about every 8 weeks or less frequentty;

the subject has a mutant HTT gene encoding mutant HTT protein and comprising a mutation that is
amenable to an allele-specific knockdown of the mutant HTT gene;

WVE-003 is mG * S mUnC0IR U mGni0IR mA* STH*SCH*ST*SG* ST*RA*SG*SC* SA
* 8G * R m3CeonC01RAcoGeon00I R m3Ceo * STeo, wherein:

m represents a 27 ~-OMe modification to a nucleoside:

*8 represents a Sp phosphorothicate Tinkage;

m3Ceo represents S-methyl 2-O-methoxyethyl C;
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n001R represents a Rp n001 linkage, wherein 3 n001 linkage has the structuwre of L
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eo represents a 2 —OCHCH,OCH: modification to a nucieoside; and

*R represents a Rp phosphorothioate linkage.
5342, A method for selectively reducing level of mutant HTT protein over wild-tvpe HTT protein in
cerebrospinal fhad (CSF) of a subject, comprising administering or delivering to the subject WVE-Q03,
wherein:

cach dose of WVE-003 is independently equivalent to about 30 mg WVE-003 free acid formy

a set of two or more doses are administered or delivered about every 8 weceks or less frequently;

the sabject has a mutant HT'T gene encoding mutant HTT protein and comprising 3 mufation that is
amenable to an allele-spectfic knockdown of the mutant HTT gene:

WVE-003 s mG * S mUnGO1R o mGuO0 IR mA * ST*SC* STH*SG*FST*RA*5G* SC* SA
* 8G* R m3Ceon001RAeoGeonl0 IR m3Ceo * STeo, whereln:

m represents a 27-OMe modification to a nucleoside;

*$ represenis a Sp phosphorothtoate linkage;

m3Ceo represents S-methyl 2-O-methoxyethyl C;
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n001R represents a Rp n0OG! linkage, wherein a n001 linkage has the structure of o

eo represents a 2" —OCHCH,OCH: modification to a nucleoside; and

*R represents a Rp phosphorothicate linkage.
543, A method for slowing caudate atrophy, comprising administering or delivering to a subject WVE-003,
wherein:

cach dosc of WVE-003 is independently equivalent to about 30 mg WVYE-003 free acid fomu:

a st of two or more doses are adnunistered oy delivered about every 8 weeks or less frequently;

the subject has a mutant HTT gene encoding mutant HTT protein and comprising a mutation that is
amenable to an allele~-specific knockdown of the mutant HT'T gene:

WVE-003 s mG * S mUnO0IR voU mGoO0IRmA * STHFEC* ST*SG*STH*RA*SG* SC* SA
* §G ¥ R mSCeon001RAcoGeonl01 R m3Ceo * STeo, wherein:

m represents a 27 -OMe modification to a nucleoside;

*8 represents a Sp phosphorothioate linkage;

m3Ceo represents S-methyl 2-O-methoxyethyl C;
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n0CIR represents a Rp 1001 linkage, wherein a n001 linkage has the structure of fr“*

eo represents a 2 —0CHCHOCH: modification to a nucleoside; and

*R reprosents a Rp phosphorothicate linkage.
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544, A wethod for reducing Total Motor Score (TMS) of a subject suffering fromn Huuntington’s disease,
comprising administering or delivermg to the sabject WVE-003, wherein:

each dose of WVE-003 is independently equivalent to about 30 mg WVE-003 free acid form;

a set of two or more doses are administered or delivered abowut every 8 weeks or less frequently:

the subject has a mutant HTT gene encoding mutant HT'T protein and comprising a mutation that is
amenable to an allele-specitic knockdown of the vurant HTT gene:

WVE-003 s mG* SmUnO0 IR mU mGnB0IR mA *ST*SC*STH*RGFSTHRA*SG*SC ¥ SA
* SG * Rm5Ceon001RAcoGeon{ IR mSCeo * 8Teo, wherein:

m represents a 27 -OMe modification to a nucleoside;

*S reprosents a Sp phosphorotinoate hnkage;

mSCeo represents S-methyl 2-0-methoxyethvl C;

I/ '
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n001R represents a Rp n001 linkage, wherein a n601 linkage has the stracture of o
eo represents a 27-0CHCH,OCH: modification to a nucleoside; and
*R represents a Rp phosphorothioate linkage.
343, The method of any one of Embodiments 333-544, wherein the subjoct has an A variant of 15362273,

and wherein the A vanant is on the same chromosome as an expanded CAG repeat region in the HTT gene.

(4

46, The method of any one of Embodiments 335-544, wherein the subject has the A variant of 1362273
on the same allele as an expanded CAG repeat region in a HTT gene and does not manifest Hundington's
disease.
547.  The method of any one of Erabodiments 335-344, wheremn the subjoct suffers from Humtington's
disease and has the A vanant of rs362273 on the same allele as an expanded CAG repeat region in a HT T gene.
348,  The method of any one of Embodiments 335-544, wherein the subject has the A variant of 13362273
on the same allele as an expanded CAG repeat region in a HTT gence and 1s HD-ISS Stage 3.
349, A method for delaying onset of one or more syraptoms of Huntington's disease in a subject, comprising
administering or delivering to the subject WVE-003, wherein:

a set of two or more doses are adminisiered or delivered about every 8 weeks or less frequently. wherein
gach dose of the set 15 independently equivalent to about 30 mg WVE-003 free acid form:

the subject has a muatant HT'T gene encoding mutant HTT protein and comprising a mutation that is
amenable to an allele-specific knockdown of the mutant HTT gene;

WVE-003 is mG * S mUnO0IR mU mGaO0IRmA * STH*SC* ST*SG*ST*RA*SG¥ SC* SA
* 8G ¥ Rm3Ceon001RAcoGeonO01R mSCeo * STeo. wherein:
*S represents a Sp phosphorotinoate linkage;

mS3Ceo represents S-methyvl 2'-O-methoxyethyl €
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nO0IR ropresents a Rp n001 linkage, wherein a n601 linkage has the structure of L

eco represents a 2°-OCH CH:OCH; modification to a nucleoside; and

*R represcots a Rp phosphorothioate linkage.
550, A method for delaying onset of one or more svmptoras of Huntington’s disease in a subject, comprising
administering or delivering to the subject WVE-003, wherein:

each dose of WVE-003 is independently equivalent to about 30 mg WVE-003 free acid form;

a set of two or more doses are admimstered or delivered about every 8 weeks or less frequently:

the subject has a mutant HTT gene encoding mutant HTT protein and comprising a mutation that s
amenable to an allele-specific knockdown of the nustant HTT gene;

WVE-003 is mG * SmUnOOIR o) mGnOSIR mA * ST * SCH* ST *8G* ST* RA* 8G* 8C * 5A
* 8G * R m3Ceon001RAcoGeon0 IR mSCen * STen, wheremn:

*8 represents a Sp phosphorothicate linkage;

m3Ceo represents S-methyl 2-C-methoxyethyl C;
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nQ01R represents a Rp nO01 Hinkage, wherein a n001 linkage has the structure of RN
eo represents a 27 -OQCHCHOCH;: modification to a nucleoside; and
*R reprosents a Rp phosphorsthicate Imkage.
551 The method of any one of Embodiments 549-350, wherein the subject has the A varant of 18362273

on the same allele as an expanded CAG repeat region in a HTT gene and does not manifest Huntington’s
disease.

552, 'The methed of any one of Embodiments 349-350, wherein the subject has the A variant of 1362273
on the same allele as an expanded CAG repeat rogion in a HTT gene and 1s HD-ISS Stage 0, 1, or 2.

553, The method of any onc of Embodiments 349-550, whercin the subject has the A vanant of 1362273
on the same allele as an expanded CAG repeat region 1 a HTT gene and is HD-ISS Stage 1 or 2.

554, The method of any one of Embodiments 333-533, wherein two or more doses are administered or
delivered about every 8 weeks.

3555, The method of any one of Embodiments 535-353, wheremn two or more doses are administered or
delivered about guarterly or less frequently.

356,  The method of any one of Embodiments 535-333, wherein two or more doscs are administered or
delivered about quarterly.

557, A method, compnising admimstering or delivering 1o a subject WVE-003, wherein:

a set of three or more doses are administered or delivered about every 8 weeks or less frequently,
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wheren each dose of the set is independentlv equivalent to about 30 mg WVE-003 free acid fomm:

the subject suffers from Huntington’s discase and has the A variant of 13362273 on the same allele as
an expanded CAG repeat region in a HTT gene;

WVYE-003 is mG * SmUnO0IR U mGnd0IR mA ¥ ST* SC* ST*SG*ST*RA*S8G* SC* 8A
* 8G * R mS3Ceoon001RAcoGeonl0 IR my3e0 * STeo, wherein:

m represents a 27~-OMe modification to a nucleoside:

*8§ represents a Sp phosphorothicate Hinkage;

m3eo represents S-methyl 2-C-methoxyethyl C;

3
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n001R represents a Rp n0O01 linkage, wherein a n001 linkage has the stnucture of <

co represents a 2°~OCHCHQCH: modification to a nucicoside; and

*R represents a Rp phosphorothioate hinkage.
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A method, comprising administering or delivering to a subject WVE-003, wheran:
cach dose of WVE-003 is mdependently equivalent to about 30 mg WVE-003 free acid form;
a set of three or more doses are administered or delivered about every 8 wecks or less frequently;

.
7
/

the subject suffers from Huntington's discase and bas the A variant of 15362273 on the same allele as
an expanded CAG repeat region 1n a HTT gene;

WVE-003 is ;G * S mUnCO0IR mU mGui0IR mA*STH*SC*ST*SG*ST*RA*SG*SC* SA
* 8G * R m53CeonC01RAcoGeonl0 IR m3Cen * STeo, wherein:

m represents a 2°-OMe modification to a nucleoside;

*8 represents a Sp phosphorothioate Hnkage;

m3Ceo represents S-methyl 2-0Q-methoxyethyt C:

/
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n00IR roprescnts a Rp n001 linkage, whercin a n001 linkage has the structure of B
eo represents a 27 -OQCHCHQCH; modification to a nucleoside; and
*R represents a Rp phosphorathioate linkage.
559, The method of any one of Embodiments 557-338, wherein the subject has the A variant of 15362273

on the same allele as an expanded CAG repeat region in a HTT gene and 1s HB-ISS Stage 3.
560. A method, comprising administering or delivering to a subject WVE-003, wheremn:

a sct of three or more doses are adminisicred or delivered about every 8 weeks or less frequently,
wherein each dose of the set is independently equivalent to about 3¢ mg WVE-003 free acid fomm;

the subject has the A vanant of 1$362273 on the same allele as an expanded CAG repeat region in a
HTT gene;
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WVE-003 15 mG * S mUnG01R raU mGuO0 IR mA ¥ STH* SC* ST*SG* ST* RA* G * SC* SA
* 8G ¥ Rm3Ceon001RAcoGeonl0 IR m5Ceo * $Teo, wherein:

m represents a 27-0Me modification to a nucleoside;

*§ represents a Sp phosphorotinoate linkage;

m3Ceo represents 3-methvl 2-O-methoxyethyl C:
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n001R represents a Rp n001 linkage, wherein a n001 linkage has the stracture of S

eo represents a 2 —OCHCHLOCH: modification to a nucleoside; and

*R represents a Rp phosphorothioate linkage.
561, A method, comprnising adminisicring or delivering to a subject WVE-003, wherein:

cach dose of WVE-~003 is independently equivalent to about 30 mg WVE-003 free acid formy;

a sct of three or more doses are admmistered or delivered about every 8 weeks or less frequently;

the subject has the A vartant of 13362273 on the same allele as an expanded CAG repeat region in a
HTT gene!

WVE-003 s mG * S mUnCGOIR U mGuO0IRmA * ST*SCH*ST*SG*ST*RA* SG*SC* SA
* 8G * R mSCeonO01RAcoGeont0 R m5Ceo * STeo, wherein

m represents a 27 -O0Me modification to a nucleoside;

*S represents a Sp phosphorothioate linkage;

mSCeo represents S-methvl 2'-O-methoxyethyl C;
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nOGIR represents a Rp n001 linkage, wherein a n001 linkage has the stractare of o

eo represents a 2"~ OCHCH,OCH: modification to a nucleoside; and

*R represents a Rp phosphorothioate linkage.
362, The method of any onc of Embodiments 360-561, whercin the subjoect has the A vanant of 1362273
on the same allele as an expanded CAG repeat region 1 a HTT gene and is HD-ISS Stage 0, 1, 2 or 3.
563. The method of any onc of Embodiments 360-361, wherein the subject has the A variant of 18362273
on the same allele as an expanded CAG repeat region in a HT'T gene and s HD-ISS Stage 0, 1 or 2.
564,  The method of any one of Embodiments 560-561, wherein the subject has the A variant of 13362273
on the same allele as an expanded CAG repeat region in a HT'T gene and 1s HD-ISS Stage 1 or 2.
365, The method of any one of Embodiments 533-564, wherein three or more doses are administered or
delivered about every 8 weeks.
566,  The method of any one of Embodiments 533-363, wherein two or more doses are admimstered or

debivered about quarteriy or less frequently.
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367  The method of any one of Embodiments 535-563, whercin two or more doses are adnumistered or
delivered about guarterly.

368.  The method of any one of Embodiments 535-367, wherein the expanded CAG repeat region comprises
36 or mae {e.g., 36, 37, 38, 39, 40, 41, 42 or more) CAG repeats.

569, The method of any one of Embodiments 535-368. wherein the subject has the T vartant of rs362273 on
the same allele as a nov-expanded CAG repeat region n a HTT gene.

570.  The method of any one of Embodiments 533-569, wherein level of mHTT protein 1 cerebrospinal fluid
{CSF) of the subject is reduced by 30% or more compared to a reference mHTT protein level in CSF.

37t The method of Embodiment 370, wherem the level of mHTT protein is assessed about 28 days after
the last dose of the set.

572, The method of Embodiment 570, wherein the level of mHTT protein is assessed about 36 days after
the Jast dose of the set.

573, The method of Embodiment 570, whercin the fevel of mHTT protein is assessed about 84 davs afier
the last dose of the set.

574.  The method of any one of Embodiments $70-373, wherein the reference mHTT protemn level is or
comprises basehne level.

375, The methed of any one of Embodiments 370-574, wherein the last dose is the third dose.

5376, The method of any one of Embodiments 535-375, wherein level of mHTT protein in cerebrospinal fluid
{CSF) of the subject is selectively reduced compared to level of wiHTT protein in CSF.

577.  The method of any one of Embodiments 533-376, wherein level of mHTT protein in cercbrospinal fluid
{CSF} of the subject is sclectively reduced compared to evel of wtHTT protein in CSF if asscssed abowt 28, 56
and/or 84 days after the last dose of the set.

578, Themethod of any one of Erobodiments 333-577, wherein level of wiHTT protein in CSF 18 not reduced
compared to a reference level of wtHTT protem.

579, Themethod of any one of Embodiments 535-577, wherein level of wiHT T protein in CSF is not reduced
compared to a reference level of wtHTT protein in CSF if assessed about 28, 56 and/or 84 davs after the last
dose of the set.

580,  The mothod of any one of Embodiments 335-379, wherein level of wiHTT protoin in CSF is increased
sompared to a reference level of wtHTT protein in CSF if assessed about 28, 56 and/or 84 days after the last
dose of the set.

581, The method of any one of Embodiments 576-380, wherein the reference wtHTT protemn level is or
comprises baseline level.

382,  The method of any one of Embodiments 576-381, wherein the last dose is the third dose.

583,  The method of any one of Embodiments 535-382, wherein ventricular volume after one or more WVE-
(03 doses is comparable o a refercnce ventrnicular volume,

584, The method of Embodiment 383, wherein the ventricular volume s assessed by MRI about 56 davs
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afier the last dose of the set.

585, The method of any one of Embodiments 583-384, wherein the reference ventricular volume is the
baseline volame.

586,  The method of any one of Embodiments 583-385, wherein the last dose is the third dose.

587.  The method of any one of Embodiments 533-386, wherein TMS is reduced after one or more WVE-
003 doses compared to a reference TMS.

588.  The method of Embodiment 587, wherein TMS 1s reduced after the last dose of the set.

589.  The method of any one of Embodiments 587-388, wherein the reference TMS is the basehne TMS.
5390, The method of any one of Embodiments 587-389, wherein the last dose is the third dose.

391, The method of any one of Embodiments 533-590, wherein one or more doses of WVE-(03 are

administered or delivered to the subject before the three doses.

A

92, The method of anv one of Embodiments 535-591, whercin one or more doses of WVE-003 are
administered or delivered to the subject after the three doses.
593, A method, comprising administering or delivering WVE-003 to a subject according to a regimen,
wherein:

the subject has the A vartant of 13362273 on the same allele as an expanded CAG repeat segion in a
HTT gene!

WVE-003 s mG * S mUnO01R ol e GoO0 IR mA ¥ ST* SC* ST* SG* ST* RA* SG * 8C* SA
* 80 ¥ R mSCeon00iRAeoGeonl0 IR m5{eo * §Teo, wherein:
m represents a 27-OMe modification to a nucleoside;
*8 represents a Sp phosphorothioate Hnkage;

m3Ceo represents S-methyl 2-O-methoxyethyl C;
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n001R represents a Rp n001 linkage, wherein a nG01 linkage has the stracture of

eo represents a 2 —0CH,CH,OCH: modification to a nucleoside; and

*R represents a Rp phosphorothioate linkage;

the regimen comprises a set of two or more doses of WVE-0U3, wherein cach dose of the set is
mdependently equivalent to about 30 mg WVYE-003 free acid form and the set of doses are adnunistered or
delivered about every 8 weeks or less frequently.
564, The method of Embodiment 393, wherein the subject has the A vartant of rs362273 on the same allele
as an expanded CAG repeat region m a HTT gene and s HB-ISS Stage 0, 1, 2 or 3.
395, The method of Embodiment 393, wherein the subject has the A variant of 15362273 on the same allele
as an expanded CAG repeat region in a HT'T gene and s HD-ISS Stage 0, L or 2.

596, The method of Embodiment 593, wherein the subject has the A vanant of 13362273 oun the same allele
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as an expanded CAG repeat region 1o a HTT gene and 1s HD-ISS Stage L or 2.

597, The method of any one of Embodiments 393-596, wherein three or more doses are administered or
dehvered about every 8 weeks.

598, The method of any one of Embodiments 593-597, whersin two or more doses are administered or
delivered about quarterly or less frequenily.

599, The method of any ouve of Embodiments 593-398, wherein two or more doses are admnistered or
delivered about guarterly.

600.  The method of any one of Embodiments 593-399, wherein the expanded CAG repeat region comprises
36 ormore {e.g.. 36, 37, 38, 39, 40, 41, 42 or more) CAG repeats.

601, The method of anv one of Ermnbodiments 393-600, wherein the subject has the T vartant of rs362273 on
the same allele as a non-expanded CAG repeat region in a HTT gene.

602, The method of any one of Embodiments 593-601, wherein the regimen is demonstrated to achieve in a
popelation of subjects about 30% or more mHTT protein reduction in cerebrospinal fluid (CSF) compared toa
reference mHTT proten level in CSF f assessed about 28, 36, and/or 84 days after the last dose of the set,
wherein the reference mHTT protein level i1s or comprises the baseline mHTT protein Jevel in CSF of the
population.

603, The method of any one of Embodiments 593-602. wherein the regimen is demonstrated to achigve in a
population of subjects about 30% or more mHTT protemn reduction m cerebrospmal fluid (CSF) compared to a
reference mHTT protein level in CSF if assessed about 28, 36, and/or 84 days afier the last dose of the set,
wherein the reference mHTT protein level s or comprises the mHTT protein level in CSF of a reference
population, wherein subjects of the refercnee population cach tndependently reccive a doso of placebo for cach
dose of WVE-~003.

604,  The method of any one of Embodiments 593-603, wherein the regimen is demonstrated to achieve
about 46% raHTT protemn reduction in cerebrospinal thad (CSF) 56 davs after the last dose of the set corapared
to a placebo, wherein the nember of doses in the set is three, and the three doses are administered about every
8 weeks.

505, The method of any one of Embodiments 593-604, wherein the regimen is demonstrated to achieve
about 44% mHTT protein reduction 1n cerebrospinal fluid (CSF) 84 days after the last dose of the set compared
to a placebe, wherein the mumber of doses in the set is three, and the three doses are administered about every
8 weeks.

606, The method of any one of Embodiments 593-605, wherein the regimen is demonstrated to achieve in a
population of subjects level of wiHTT protein in CSF that 15 not reduced compared to a reference level of
WiHTT protein 1 CSF if assessed about 28, 56, and/or 84 days after the last dose of the set, wherein the
reference wtHTT protein level is or comprises the baseline wiHTT protein level in CSF of the population.
607, The method of any one of Embodiments 393-606, wherein the regimen is demonstrated 1o achieve no

wit{TT protemn seduction in corebrospinal thud (CSF) 28 days after the last dose of the set compared to a

196



WO 2025/030155 PCT/US2024/040849

placebo, wherein the number of doses in the set s three, and the three doses are administered about every 8
weeks,

608,  The method of any one of Embodiments 5393-607, wherein the regimen is demonstrated to achieve no
witHTT protein reduction in cercbrospinal fhad (CSF) 56 days after the last dose of the set compared to a
placebo, wherein the mumber of doses 1 the set is three, and the three doses are admimistered about every 8
weeks.

609, The method of any one of Embodiments $93-608, wherein the regimen is demonstrated to achicve no
wiHTT protein reduction in cerebrospinal fluid (CSF} 84 days after the last dose of the set compared to a
placebo, wherein the number of doses i the st is three, and the three doses are administered about every &
weeks,

610, The method of any one of Embodiments 593-609, wherein the regimen 15 demonstrated to achieve ina
population of subjects no significant ventricular volume change compared to baseline ventricular volume ofthe
population.

611, The method of any one of Embodiments 593-610, wherein the regimen is demonstrated to achieve in a
population of subjects ventricular volume change that is comparable o a reference ventricular volume change
if assessed about 36 days after the last dose of the set, wherein the reference ventnicular volume change 1s the
ventricelar volume change of a reference population. wherein subjects of the reference population each
mdependently receive a dose of placebo for each dose of WVE-003. and wherein the number of doses in the set
ts three, and the three doses are admunistered about every 8 weeks.

612, The method of any one of Embodiments 583-611, wherein the regimen is demonstrated to achieve in a
population of subjects ventricular volume change that is not larger than a refercnce ventricular volume change
if assessed about 36 days afier the last dose of the set, wherein the reference ventricular volume change is the
veutricular volume change of a reference population, wherein subjects of the reference population cach
mdependently receive a dose of placebo for each dose of WVE-003, and wherein the number of doses in the set
is three, and the three doses are administered about every § weeks.

613 The method of any one of Embodiments 610-612, wherein ventricular volume is assessed by MRL
6514, The method of any one of Embodiments 593-613, wherein the regimen is demonstrated to achieve ina
population of subjects slowing of caudate atrophy compared to a placebo in a reference population of subjects,
wheren subjects of the reference population each independently receive a dose of placebe for cach dose of
WVE-003.

615, The method of Embodument 614, wherein candate atrophy is assessed using MRI 56 davs after the last
dose of the set, wherein the number of doses in the setis three, and the three doses are administered about every
8 weeks.

616.  The method of any one of Embodiments 593-615, wherein the regimen is demonstrated to achieve in a
population of subjects TMS reduction compared o a placebo in a reference population of subjects, wherein

subjects of the reference population each mdependently veceive a dose of placebo for each dose of WVE-003.
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617 The method of any one of Embodiments 593-615, wherein the regimen is demonstrated to achieve ina
population of subjects TMS reduction compared to a placebo in a reference population of subjects 1f assessed
about 56 days after the last dose of the set, wherein subjects of the reference population each mdependently
receive a dose of placebo for each dose of WVE-003, and wherein the munber of doses in the set is three, and
the three doses are administered about every § weeks.

618, The method of any one of Embodiments 593-617. wherein one or more doses of WVE-003 are
adminstered or delivered 1o one or more subjects of the population before the set of doses.

619.  The method of any one of Embodiments 593-618, wherein one or more doses of WVE-003 are
administered or delivered to one or more subjects of the population after the set of doses.

620, The method of any one of Embodiments 393-619, wherein the regimen comprises a dose of WVE-003
before the set of doses.

621, The method of any one of Embodiments 393-620, wherein the regimen comprises a dose of WVE-(03

after the sct of doses.

622, The method of any one of Embodiments 602-62 1, wherein cach subject of the population independently
suffers from Huntington’s disease and has the A variant of 13362273 on the same allele as an expanded CAG

repeat region in a HTT gene.
623, The method of any one of Embodiments 602-62 1, whercin cach subicct of the population independently
has the T variant of rs362273 on the same allele as a non-expanded CAG repeat region m a HTT gene.
624, A method, comprising admimstering or delivering WVE-003 1o a population of subjects, wherein:

a set of two or more doses are adminisiered or delivered about every 8 weeks or less frequently, wherein
cach dosc of the sct is mdependently cquivalent to about 30 mg WVE-003 froe acid form;

cach subject of the population independeutly has the A variant of 18362273 on the same allele as an
cxpanded CAG repeat region i a HT'T gene; and

WYE-003 15 mG * S maUnO0 IR ;U mGnO0IR mA * ST*SCH ST ¥ SG ¥ STH* RA ¥ 8G ¥ SC* SA
* 5G * Rm3Ceon001RAcoGeonlGIR mSCeo * STeo, wherein:

m represents a 27 -0OMe modification to a nucleoside;

*S represents a Sp phosphorotivoate hinkage;

mSCeo represents S-methyl 2-0~methoxyethyl C:

nO01R represents a Rp n001 linkage, wherein a n001 linkage has the stracture of .
eo represents a 27 - OCHCHLOCH: modification to a nucleoside; and
*R represents a Rp phosphorothicate linkage.
623, A raethod for sclectively reducing level of nmutant HTT protein over wild-type HTT protein in a

population of subjects. comprising adounistering or delivering WVE-003 to the population of subjects, wherein:
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a set of two or more doses are administered or delivered about everv & weeks or less frequently, wherein
each dose of the set is independently equivalent fo about 30 mg WVE-003 free acid form;

each subject of the population independently has the A variant of 1362273 on the same allele as an
expanded CAG repeat region in a HI'T gene; and

WVE-003 is mG * S mUnO0IR U mGnOOIR mA * ST *SC* ST *SG*ST* RA* 8G* SC* SA
* 8G ¥ Rm3Ceon00iRAcoGeonlO IR mSCen * STen, wheremn:

m represents a 27~-OMe modification to a nucleoside;

*8 represents a Sp phosphorothicate linkage;

m3{eo represents S-methyl 2-O-methoxyethyl C;

nOCIR represents a Rp n001 linkage, wherein a n001 linkage has the stmcture of <

eo represents a 2'—OCH.CH.0CH; modification to a nucleoside; and

*R represents a Rp phosphorothioate hnkage.
626. A method for selectively reducing level of mutant HTT protein over wild-type HIT protemn in
cercbrospinal fluid (CSF) in a population of subjects, comprising administering or delivering WVE-(03 to the
population of subjects. wherein:

a set of two or more doses are admimstered or delivered about every 8 weeks or less frequently, wherein
each dose of the set is independently equivalent to about 30 mg WVE-003 free acid form;

cach subject of the population independently has the A variant of rs362273 on the same allele as an
expanded CAG repeat region in a HI'T gene; and

WVE-003 is mG * S mUn00IR U mGnOOIR mA * ST* SC* ST* 8G* ST* RA*8G* SC* 8A
*SG ¥ R m3Ceon00iRAcoGeonO0 IR mSCeo * STeo, wheren:

m represents a 27-OMe modification to a mucleoside;

S represents a Sp phosphorothuoate linkage:

~

mSCeo represents S-methvl 2-O-~methoxyethyl C

s
[N}_ ane
—N..__.0
N P
N o,
nO0IR represents a Rp n001 hinkage, wherein a n001 linkage has the structure of P

co represents a 2" - OCHCHOCH; modification to a nucleoside; and

*R represents a Rp phosphorothicate hinkage.
627, A method for delaying onset of one or more symptoms of Huntington’s discase in a population of
subjects. comprising administering or delivering WVE-003 to the population of subjects, wherein:

a set of two or more doses are admimstered or delivered about everv 8 weeks or less frequently, wherein

each dose of the set is independently equivalent (o about 30 mg WVE-003 free acid form;
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each subject of the population mdependently has the A variant of rs362273 on the same allele as an
expanded CAG repeat region in a HTT gene; and

WVE-003 is ;G * S mUnO0IR mU mGni0IR mA* STH*SCH*ST*SG* ST¥*RA*SG* 8C* SA
* 8G * R m3CeonCG01RAcoGeon00 IR mSCen * §Teo, wherein:

m represents a 2"-OMe modification to a nucleoside:

*8 represents a Sp phosphorothioate linkage;

m3Ceo represents S-methyl 2-O-methoxyethvl C;

/
/N\ M
):,N\p,o
N X
Y
n001R represents a Rp n001 linkage, wherein a n001 linkage has the stiucture of B
eo represents a 27 -QUHCHOQCH: modification to a nucleoside; and
*R represents a Rp phosphorothioate linkage.
628 A method for slowing caudate atrophv in a population of subjects, comprising adnunistering or

delivering WVE-003 1o the population of subjects, wheren:

a set of two or more doses are administered or delivered about every 8 weeks or less frequently, wherein
cach dose of the set is independently equivalent to about 30 mg WVE-003 free acid form,

each subject of the population independently has the A variant of 15362273 on the same allele as an
expanded CAG repeat region in a HTT gene: and

WVE-G03 is mG * SmUnGOIR mU mGui0IR mA* ST*SC*ST*SG* ST*RA*SG* SC* SA
* 8G * R m53CeonC01RAcoGeonl0 IR m3Cen * STeo, wherein:

m represents a 27-OMe modification to a nucleoside,

*8 represents a Sp phosphorothioate Hnkage;

m3Ceo represents S-methyl 2-0Q-methoxyethyt C:

/
/N\ s
=N O
N g
\ Q
n00IR roprescnts a Rp n001 linkage, whercin a n001 linkage has the structure of B

eo represents a 27 -OQCHCHQCH; modification to a nucleoside; and

*R represents a Rp phosphorathioate linkage.
629, A method for reducing Total Motor Score (TMS) in a population of subjects, comprising admnistering
or delivering WVE-003 to the population of subjects, wheremn:

a set of two or more doses are administered or delivered about every 8 weeks or less frequently, wherein
cach dose of the sct is mdependently equivalent to about 30 mg WVE-003 free acid form;

each subject of the population independently bas the A variant of 18362273 on the same allele as an
expanded CAG repeat region in a HTT gene: and

WVE-003 is mG * S mUnGOIR s mGuiCIR mA * ST*SC*ST*SG* ST*RA*SG*5C* 8A
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* 8G ¥ RmSCeonf01RAcoGeonl0IR maCeo * STeo. wherein:

m represents a 27-OMe modification to a nucleoside;
*$ represents a Sp phosphorotinoate hinkage;

mSCeo represents S-methyl 2'-C-methoxyethyl .

/ ,
N o
N )
oo
nO01R represents a Rp n001 linkage, wherein a n601 linkage has the stractare of o

eo represents a 27 OCHCH,OCH: modification to a nucleoside; and

*R represents a Rp phosphorothioate linkage.

A method, compnsing admimsiening or delivering WVE-003 1o a population of subjects, wherein:
each dose of WVE-003 1s independently equivalent to about 30 mg WVE-003 free acid form:

a set of two or more doscs are admimistered or delivered about every 8 weeks or less freguently:

cach subject of the population independently has the A variant of 18362273 on the same allele as an

expanded CAG repeat region in a HT'T gene; and

WVE-003 s mG * SmUnO0IR mU mGnO00IRmA * ST*BC*ST*SG*ST*RA*SG* SC* SA

* 8G * Rm3Ceon00iRAcoGeonO0IR m3Cao * STeo, wherein:

631

m represents a 27 -OMe modification to a nucleoside;
*$ represents a Sp phosphorothnoate hinkage;

mSCeo represents S-methvl 2'-C-methoxyethyl C;

I/ '
Y .n;;uz
[ DN 2
N\ é 5\{}
nO0IR represents a Rp n001 linkage, wherein a n0G1 linkage has the structure of L

eo represents a 27 -0CHCH0CH: modification to a nucleoside; and
*R represents a Rp phosphorothicate linkage.

A method for sclectively reducing level of mutant HTT protein over wild-tvpe HTT protein in a

population of subjects, comprising administering or delivering WVE-003 to the population of subjects, wherein:

each dose of WVE-003 is independently equivalent to about 30 mg WVE-003 free acid form;
a set of two or more doses are administered or delivered about every 8 weeks or less frequently:

cach subject of the population independently has the A variant of 18362273 on the same allele as an

expanded CAG repeat region in a HT'T gene; and

WVE-003 is mG * S mUnO0IR mU mGnO0IRmA * ST*SC* ST*SG*ST*RA*SG* SC* 5A

* 8G * Rm3Ceon001RAcoGeonl 1R m&Ceo * 8Teo, wherein:

m represents a 27 -OMe modification to a nucleoside;
*S represents a Sp phosphorothnoate hinkage;

mSCeo represents S-methyvl 2-Cumethoxyethyl C;
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n0O0IR ropresents a Rp n0C1 linkage, wherein a n601 linkage has the structure of L

eco represents a 2°-OCH CH:OCH; modification to a nucleoside; and

*R represcots a Rp phosphorothioate linkage.
632, A method for selectively reducing level of mutant HTT protein over wild-type HTT proten in
cerebrospinal fluid (CSF} in a population of subjects, compnsing admimstering or delivering WVE-G03 to the
population of subjects. wherein:

cach dose of WVE-003 is mdependently equivalent to about 30 mg WVE-003 free acid form;

a set of two or more doses are admimstered or delivered about every 8 weeks or less frequently:

each sabject of the population independently has the A vanant of rs362273 on the same allele as an
expanded CAG repeat region in a HT'T gene: and

WYE-0031s mG ¥ SmUnBIR ol mGni0IR mA * ST SC* ST SG* ST*H*RA*SG* SC ¥ SA
*5G * Rm3Ceon001RAcoGeonOO IR mSCeo * STeo, wheren:

m represents a 27-0OMe modification to a nucleoside;

*S represents a Sp phosphorothicate linkage;

m3Cen represents S-methyl 2-O-methoxyethyvl C:

/
"_,N ey
L #N\P ,O
N g
\ o,
nO0iR ropresenis a Rp n001 hinkage, wherein a n001 linkage has the structure of s

co represents a 2’ —OCHCHOCH; modification to a nucleoside; and

*R represents a Rp phosphorothicate hinkage.
633, A method for delaying onset of one or more symptoms of Huntington’s disease 1n a population of
subjects. comprising administering or delivering WVE-003 to the population of subjects, wherein:

cach dose of WVE-003 is independently equivalent to about 30 mg WVE-003 free acid form;

a sot of two or more doses are admimstered or delivered about every 8 weeks or less frequently:

each subject of the population wndependently has the A vanant of rs362273 on the same aliele as an
expanded CAG repeat region in a HT'T gene; and

WYE-003 is mG * SnolUn0IR mU oGnOOIR mA * ST*SC*ST*SG* ST*RA*FSG* SC* 8A
*5G * R m3Ceon001RAcoGeonHO IR mSCeo * STeo, wherein:

m represents a 27-OMe modification 1o a nucleoside;

*8 represents a Sp phosphorothioate linkage;

mSCeo represents S-maethyl 2'-O-methoxyethyl C:
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n0O0IR ropresents a Rp n0C1 linkage, wherein a n601 linkage has the structure of L

eco represents a 2°-OCH CH:OCH; modification to a nucleoside; and

*R represcots a Rp phosphorothioate linkage.
634, A method for slowing caudate atrophy in a population of subjects, comprsing adounistering or
delivering WVE-003 to the population of subjects, wherein:

each dose of WVE-003 is independently equivalent to about 30 mg WVE-003 free acid form;

a set of two or more doses are admimstered or delivered about every 8 weeks or less frequently:

each subject of the population independently has the A variant of 1s362273 on the same allele as an
expanded CAG repeat region ina HTT gene; and

WVE-003 is mG * SmUnOOIR o) mGnOSIR mA * ST * SCH* ST *8G* ST* RA* 8G* 8C * 5A
* 8G * R m3Ceon001RAcoGeon0 IR mSCen * STen, wheremn:

m represents a 27-OMe modification to a nucleoside;

*S represents a Sp phosphorothicate Hinkage;

m3Ce0 represents S-methyl 2-O~-methoxyethvl C:

/ ;
N b
[ J=N.__.O
N Yy
o
n0O0IR represents a Rp n001 linkage, wherein a n001 linkage has the structure of S ;

co represents a 27 -OCH, CH:QCH;: modification to a nuclcoside; and

*R yepresents a Rp phosphorothicate linkage.
635, A method for reducing Total Motor Score (TMS) in a population of subjects, comprising adrinistering
or delivering WVE-003 to the population of subjects. wherein:

cach dose of WVE-003 is independently cquivalent to about 30 mg WVE-003 free acid form;

a set of two or more doses are admimstered or delivered about every 8§ weeks or less frequently:

cach subject of the population independently has the A variant of 1s362273 on the same allele as an
expanded CAG repeat region in a HTT gene; and

WVE-003 is mG * S mUnG0IR ol mGnOOIR mA * STHSC* ST*SG* ST*RA*8G* 8C* SA
* 8G * R m3Ceon001RAcoGeonl0IR mSCen * STeo, wheremn:

m represents a 2”-OMe modification to a nucleoside;

*8 represents a Sp phosphorothicate linkage;

m3Ceo represents S-methyl 2°-O-methoxyethyl C;
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oo,
nO0IR ropresents a Rp n001 linkage, wherein a n601 linkage has the structure of L

eco represents a 2°-OCH CH:OCH; modification to a nucleoside; and

*R represcots a Rp phosphorothioate linkage.
636, The method of any one of Embodiments 624-633, wherein one or more or all subjects are HD-ISS
Stage 0.

P
7
/

637, The method of any one of Embodiments 624-636, wherein one or more or ali subjects are HD-ISS
Stage 1.

638, The method of any one of Embodiments 624-637, wheremn one or more or all subjects are HD-ISS
Stage 2.

639, The method of any one of Embodiments 624-638, wherein one or more or all subjects are HD-ISS
Stage 3

640.  The method of anv one of Embodiments 624-635, wherein all subjects are HD-ISS Stage €, 1 or 2.
641, The method of any one of Embodiments 624-635, wherein all sebjects are HD-ISS Stage 1 or 2.

642, The method of any one of Embodiments 624-633, wherein all sebjects are HD-188 Stage 3.

643, The method of anv one of Embodiments 624-633, wherein one or more or all subjects of the population
do not manifest Huntington’s discase.

644, The method of any one of Embodiments 624-635, wherein one or more or all subjects of the population
mdependently suffer from Huntington’s disease.

643, The method of any one of Embodiments 624-644, wherein the expanded CAG repeat region comprises
36 ormore (8.2, 36, 37, 38,39, 40, 41, 42 or more) CAG repeats.

646, The method of any one of Embodiments 624-645, wherein one or more subjects independently bave
the T variant of 1362273 on the same allele as a non-expanded CAG repeat region in a HTT gene.

647 'The method of any one of Envbodiments 624-645, wherein each subject independently has the T varant
of 18362273 on the same allcle as a non-expanded CAG repeat rogion tna HTT gene.

648, The method of any one of Embodiments 624-647, wherein the number of doses in the set 18 two or
more.

649, The method of any one of Embodiments 624-647. wherein the munber of doses in the set is three or
nore.

650.  The method of any one of Embodiments 624-647, wherein the nurober of doses i the set 1s three.
651.  The method of any one of Embodiments 624-650, wherein two or more doses in the set are administered
about every 8 weoeks.

632, The method of anvy one of Embodiments 624-63 1, wherein two or more doses in the sct are adminisicred

about quarterly or less frequently.
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633 The method of any one of Embodiments 624-632, wherein two or more doses in the set are adminisiered
about guarterly.

654, The method of any one of Embodiments 624-653, wherein three or more doses in the set are
adounistered about every 8 weeks.

653, The method of any one of Embodiments 624-634. wherein three or more doses i the set are
adounistered about quarterly or less frequently.

656, The method of any one of Embodiments 624-655 wherein three or more doses i the set are
adminisiered about quarterly.

657, 'The method of any one of Embodiments 624-656, wherein level of mutant HT'T protein in cerebrospinal
fluid (CSF} 15 reduced by 30% or more 1o the population compared to a reference mutant HYT protem level in
CSF if assessed about 28, 36, and/or 84 days after the last dose of the set, wherein the reference mHTT protein
tevel 1z or comprises the baseline mHTT protein level m CSF of the population.

658, The method of any one of Embodiments 624-657_ wherein level of mutant HT'T protein in cerebrospinal
fluid (CSF) is reduced by 30% or more in the population compared to a reference mutant HTT protein level in
CSF if assessed about 28, 56, and/or 84 days afier the last dose of the set, wherein the reference mHTT protein
level is or comprises the mHTT proiein level in CSF of a reference population, wherein subjects of the reference
population cach independently receive a dose of placebo for cach dose of WVE-003.

639, The method of any one of Embodiments 624-658, wherein mHTT protein level is reduced by about
46% in cerebrospinal fhud (C8F) 36 days after the last dose of the set compared to a placebo, wherein the
number of doses in the set s three. and the three doses are administered about every 8 weeks.

660, The method of any one of Embodiments 624-659, wherein mHTT protein lovel is reduced by about
44% m cerebrospinal fluid (CSF) 84 days after the last dose of the set compared to a placebo, wherein the
nuraber of doses in the set is three, and the three doses are administered about every 8 weeks.

661, The method of anv one of Embodiments 624-660, wherein level of wiHTT protein in CSF 1s notreduced
compared to a reference level of wiHTT protein in CSF if assessed about 28, 36, and/or 84 days after the last
dose of the set, wherein the reference witHTT protein level is or comprises the baseline witHTT protein level in
CSF of the population.

662.  The method of any one of Embodiments 624-661, wherein witHTT protein is not reduced in
serebrospinal fhud (CSFY 28 days after the last dose of the set compared to a placebo, wherein the mumber of
doses in the set is three, and the three doses are administered about every 8 weeks

663, The method of any one of Embodiments 624-662, wherein wtHTT protein is not reduced in
cerebrospinal fluid {C5F} 56 davs after the last dose of the set compared to a placebo, wherein the number of
doses in the set is three, and the three doses are admimstered about every 8 weeks

664.  The method of any one of Embodiments 624-663, wherein wiHTT protein is not reduced in
cerchrospinal fluid (CSF) 84 days after the last dose of the st compared 1o a placebo, wherein the number of

doses 1o the set is three, and the three doses are administered about every § weeks
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665 The method of any one of Embodiments 624-664, wherein there is no significant ventricular volume
change compared to baseline ventricular volume of the population.

666.  The method of any one of Embodiments 624-665, wherein ventricular volume change is comparable to
a reference ventricular volume change if assessed about 36 days after the last dose of the set, wherein the
reference ventricular volume change is the ventricular volome change of a reference population, wherein
subjects of the reference population cach ndependently reccive a dose of placebo for cach dose of WV E-003,
and wherein the number of doses n the set 1s three, and the three doses are administered about every § weeks.
667.  The method of any one of Embodiments 624-666, wherein ventricalar volume change is not farger than
a reference ventricelar volume change if assessed about 56 days after the last dose of the set, whercin the
reference vendricular volume change is the vendricular volme change of a reference population, wherein
subjects of the reference population each independently receive a dose of placebo for each dose of WVE-003,
and wherein the number of doses in the set is three, and the three doses are admimstered about every 8 weeks.
668, The method of anv one of Embodiments 663-667. wherein ventricular volume is assessed by MR
669, The method of any one of Embodiments 624-668, wherein caudate atrophy 1o the population is slowed
compared to a placebo in a reference population of subjects, whersin subjects of the reference population each
independently reccive a dose of placebo for each dose of WVE-(03.

670.  The method of Embodiment 669, wherein caudate atrophy is assessed using MRI 36 days after the last
dose of the set, wherein the number of doses in the set is three, and the three doses are adminisiered about every
% weeks.

671, The method of any one of Embodiments 624-670, wherein TMS s reduced compared to a placebo tn a
reforence population of subjeets, wherein subjocts of the referonce population cach indepondently reccive a
daose of placebo for cach dose of WVE-003,

672, The method of Embodiment 671, wherein TMS is reduced compared to a placebo m a reference
population of subjects if assessed about 36 days after the last dose of the set, wherein subjects of the reference
population cach independently receive a dose of placebo for each dose of WVE-003, and wherein the mumber
of doses in the set is three, and the three doses are administered about every 8 weeks

673, The method of any one of Embodiments 624-672, wherein one or more doses of WVE-003 are
administered or delivered to one or more subjects of the population before the set of doses.

674, The method of any one of Embodiments 624-673, whercin one or more doses of WVE-G03 are
administered or delivered to one or more subjects of the population after the set of doses.

675, The method of any one of Embodiments 535-674, wherein cach dose is independently equivalent to
about 30 mg WVE-003 free aad form.

676, The method of any one of Embodiments 333-673, wherein cach dose is administered about every &
weeks or less frequently.

677, The method of any onc of Embodiments $33-676, whercin WVE-003 1s administered or delivered

mirathecally.

206



WO 2025/030155 PCT/US2024/040849

678, The method of anv one of Embodiments 535-677, wherein a salt form of WVE-G03 is adnunistered or
delivered.

679.  The method of any one of Embodiments 535-678, wherein a pharmaceutically acceptable salt form of
WVE-003 ig administered or delivered.

680, The method of any one of Embodiments 533-679. wherein a sodium salt form of WVE-003 is
adounistered or delivered.

681, The method of any one of Embodiments 533680, wherein multiple forms of WVE-003 1 administered
or delivered.

682,  The method of any one of Embodiments 533-681, wherein WVE-003 is administered or deftvered in a
pharmaceutical composition comprising WYE-003 and pharmaceutically acceptable carder,

683, The method of Embodiment 682, wherein the pharmaceutical composttion 1s a liquid composition.
684, The method of any one of Embodiments 535-683, wherein WVE-003 is administered or delivered in a
hauid composition reconstituted from a lvophilized preparation with a pharmaccutically acceptable carrier.
685, The method of any one of Embodiments 682-684, wherein the pharmaceutically acceptable carier is
or comprises a sodium chloride solation.

686.  The method of any one of Embodiments 682-684, wherein the pharmaceutically acceptable carrier is
or comprises 0.9% sodium chiloride.

687 The method of any one of Embodiments 682-684, wherein the pharmaceutically acceptable carnier 18
or comprises alSF.

688, The method of any one of Embodiments 682-687, wherein the pharmaceutical composition comprises
a salt form of WVE-003.

689, The method of any one of Embodiments 682-687, wherein the pharmaccutical composition comprises
a pharmaceutically acceptable salt form of WVE-003,

690, The method of anv one of Embodiments 682-687, wherein the pharmaceutical composition comprises
a sodsum salt form of WVE-(03.

691 The method of any one of Embodiments 682-690, wherein the pharmaceutical composition comprises
nultiple forms of WVE-003.

692, The method of any one of Embodiments 678-691, wherein a salt form of WVE-003 is WVE-003
pentadecasodiam salt.

693, The method of any one of Embodiments 535-692, wherein WVE-003 is administered or delivered as
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dissolved in a pharmaceutically acceptable carrier.

694, The method of Embodiment 693, wherein the phamaceutically acceptable carrier is aCSF.

695, The raethod of anv one of Embodiments 533-692, wherein a dose of WVE-003 is administered or
delivered i a pharmaceutical composition consisting of WVE-003  pentadecasodium  salt and a
pharmaceutically acceptable carrier,

696, The method of any one of Embodiments 535-692, wherein each dose of WVE-003 is independently
adminisiered or delivered in a pharmaceutical composition counsisting of WVE-003 pentadecasodun salt and

a pharmaceutically acceptable carrier.
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697 The method of any one of Embodiments 535-692, wherein a dose of WVE-003 is administered or
delivered i a pharmaceutical composition consisting of WVE-003 pentadecasodium salt dissolved in a
sharmaceuatically acceptable carrter.

698, The method of any one of Embodiments 535-692, wherein cach dose of WVE-003 is independently
aduunistered or delivered in a pharmacentical composition consisting of WVE-003 pentadecasodiom salt
dissalved in a phammaceutically acceptable carrier,

699, The method of any one of Embodiments 695-698, wherein the pharmaceutically acceptable carmrer is
aCSF.

700.  The method of any one of Embodiments 682-699, wherein the pharmaceutical composition has a pH
of about G-8.

708, The method of any one of Embodimnents 682-699, wherein the pharmaceutical composition has a pH
of about 6.4-7.2.

702, The method of any one of Embodiments 682-699, wherein the pharmaceutical composition has a pH
of about 7.3.

703, The method of any one of Embodiments 682-699, wherein the phammaceutical composition has a pH
of about 74,

704, The method of any one of Embodiments 335-703, whercin WVE-003 has a purity of about §0%-90%.
705, The method of anv one of Embodiments 535-703. wherein WVE-J03 has a punty of about 80% or
more.

706,  The method of any one of Embodiments 535-703, whercin WYE-003 has a purity of about 82% or
morc.

707 Th

>4l

method of any one of Emboduvents 533703, wherein WVE-003 has a punity of about 84% or

(57

more,

708.  The method of anv one of Embodiments 535-703, wheretn WVE-003 has a punty of about 85% or
more.

709, The method of any one of Embodiments 535-703, wherein WVE-003 has a purity of about 86% or
more.,

710, The method of any one of Embodiments 535-703, whercin WVE-003 has a purity of about §7% or
MO,

711, The method of anv one of Embodiments 535-703, wherein WVE-003 has a purity of about 88% or

o

more.

712, The method of any one of Embodiments 535-703, wherein WVE-003 has a punty of about 8%% or
More.

713, The method of any one of Embodiments 535-703, wherein WVE-003 has a punty of about 90% or
more.

714, The method of any one of Embodiments 704-713, wherein the purity 15 measared by IP-RP-UPLC
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using area % at 260 am.

715, The method of any one of Embodiments 704-714, wherein the punty is measured by IP-RP-UPLC
using area % at 260 nm and the Set A parameters.

716, The method of any one of Embodiments 704-715, wherein the purity s measured by an IP-RP-UPLC
method for purity as deseribed herein.

717, The method of anv one of Embodiments 682-716, whercin tmpuritics in the COMMposiion are 1o more
than about 109-20%.

718, The method of any one of Embodiments 682-716, wherein impurities in the composition are no more
than about or about 20%.

719, The method of auy one of Embodiments 682-716, wherein impurities i the composition are no more
than about or about 19%.

724, The method of any one of Embodiments 682-716, wherein impurities in the composition are no more
than about or about 1&%.

721, The method of any one of Embodiments 682-716, wherein unpurities in the composition are no more
than about or about 17%.

722, The method of any one of Embodiments 682-716, wherein impurities in the composition are no more
than about or about 16%.

723, The method of any one of Embodiments 682-716, wheren impuritics in the composition are no more
than about or about 13%,.

724.  The method of anv one of Embodiments 682-716, wherein impurities in the composition are n¢ maore
than about or about 14%.

725, The method of any one of Embodimsents 682-716, wherein tapurities in the compostiion are no more
than about or about 13%,

726, The method of any one of Embodiments 682-716, wherein impurities in the composition are no more
than about or about 12%.

727 The method of any one of Embodiments 682-716, wherein impurities m the composttion are no more
than about or about 11%.

728.  The method of any one of Embodiments 682-716, wheren impurities in the composition are no more
than about or about 10%.

729.  The method of anv one of Emboduments 717-7238, wherein the impuritics are measured by IP-RP-UPLC
using area % at 260 nm.

730.  The method of any one of Emboduments 717-729, wheremn the impurities are measured by IP-RP-UPLC
asing area % at 260 mm and the Set A parameters.

731 The method of any one of Embodimends 717-730, wherein the impurities arc measured by an [P-RP-
UPLC method for purity as described herein.

732, The method of any one of Embodiments 535-731, wherein stereochemical purity of WVE-003 15 about
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30% ot more.

733, The method of any one of Ersbodiments §35-731, wherein stereochemical punty of WVE-003 1s about
53% or more.

734, The method of any one of Embodiments 533-73 1, wherein stereochemical punty of WVE-003 is about
80%-85%.

735, The method of anv one of Embodiments 535-731, wherein stercochemical purity is assessed by dimer
modehing.

736.  The method of any one of Embodiments 535-735, wherein the amount of WVE-003 is measured by
UV at 260 mun and 25.0 OD/mg.

737. The method of any one of Emboduonents 535-736, wherein a WVE-003 drug substance is manufactured
by a process described heren.

73%.  The method of any one of Embodiments 535-737. wherein a WVE-003 drug substance is characterized
bv one or more methods desenibed hereimn.

739, The method of any one of Embodiments 335-738, wherein stereochenucal identity of WVE-003 is
confumed by IP-RP-UPLC.

740.  The method of any one of Embodiments 5353-738. wherein sterecchemical identity of WVE-003 is
confirmed by IP-RP-UPLC according to Set B parameters.

745 The method of any one of Embodiments 335-738. wherein stercochemical identity of WVE-0Q03 15
confirmed bv an IP-RP-UPLC method for stereochemical identity as described herein.

742.  The method of any one of Embodiments §35-741, wherein a WVYE-003 drug substance is released by
one or more methods described herein.

743, The method of any one of Embodiments 533-742, wherein a WVE-003 drug substance ts stored by one
or more methods deseribed herem.

744. The method of anv one of Hbodments 737-743, wherem the WVE-003 drug substance is
pentadecasodium salt.

745 The method of any one of Embodiments 535-744, wherein a WVE-003 dreg product is manufactured
bv a process described beremn.

746.  The method of any one of Embodiments 535-743, wherein a WVE-003 drug product is characterized
by one or more methods described herein.

747, The method of any one of Envbodiments 533-746, wherein a WVE-003 drug product is released by one
or more methods described herein.

748, The method of any one of Embodiments 535-747, wherein a WVE-003 drug product is stored by one
or more methods described herein.

749, The method of any one of Embodiments 333-748, wherein a pharmaceutical composition is
manufactured by a process described herein

750, The method of any one of Embodiments 5335-749, wherein a pharmaceutical composition i
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characterized by one or more methods described herein,

751, The method of any one of Embodiments 535-730, wherein a pharmaceutical composition is released
by one or more methods desceribed herein.

752, The method of any one of Embodiments 333-7531, wherein a phammaccutical composition is stored by
one or more methods described herein.

753, The method of any one of Embodiments 335-752, wherein WVE-003 1s adounistered or delivered by
direct fambar injection.

754.  The method of any one of Embodiments 535-753, wherein a dose is administered as a 20 mL aCSF
solution.

755 The method of any one of Embodiments 533-754, wherein 20 mL CSF 15 taken out from a subject
before administration of a dose.

756, The method of any one of Embodiments 535-755, wherein cach dose is imndependently administered as
a 20 mb aCSF solation.

757, The method of any one of Embodiments 535-756, wherein 20 md. CSF is taken out from a subject
before adminmistration of cach dose.

758.  The method of any one of Embodiments 533-757, wherein the subject is about 25 vears old or older.
739, The method of any one of Embodiments 335-738, wherein the subject is about 60 vears old or younger.
760, The method of any one of Embodiments 335-739, wherein the subject s with carly manifest
Fhmtington’s disease.

761.  The method of any one of Embodiments 533-760, wherein the subject receives or is exposed o an
additional therapeutic agent.

762, The method of any one of Embodiments 3353-761, wherein about 1s =1%, £2%, £3%, =4%, 3%, £6%
+7%, £8%, £9%. or £10%.

763, The method of any one of Embodiments 535-761, wherein about 8 1%,

764.  The method of any one of Embodiments 535-761, wherein about is +5%.

765, The method of anyv one of Embodiments 533-761, wherein about is £10%.

EXEMPLIFICATION
{708] The foregoing has been a description of certain non-limiting embodiments of the disclosure.
Accordingly, it is to be understood that embodiments of the disclosure herein described are merely illustrative
of applications of principles of the disclosure. Reference herein to details of illustrated crubodiments 15 not
intended to limit the scope of any claims.
{6769) Functions and advantage of certain embodiments of the present disclosure may be more fully
understood from the examples described below. The following examples are intended to illustrate certain

benefits of such embodiments.
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EXAMPLE | WVE-003 Demonstrates Suitable Propertics and Activities for Human Adwminisiration to Treat
Huntington’s Discase
6718] In some embodiments, nonclinical program evaluating WVE-003 encompasses i vitro and/or in
vivo studics of primary and secondary phammacology, Good Laboratory Practice {GLP)-comphiant in vivo safety
phammacology, PK and general toxicity studies in the rodent and cynomolgus monkey, and in vitro and in vivo
genotoxicity studies.
{8711] WVE-003 target engagement has been confirmed in 1 vivo studies using a bactenal artificial
chromosome (BAC}-mediated transgenic mouse model (BACHD) modified to include the human mHTT
bacteria artificial chromosome transgene with the A genotype on SNP3. Among other things, cynomolgus
maonkey cortex PR and pbarmacodynanuc (D) in the BACHD mousc data supported adounistration of WVE-
003 for treating Huntington's disease in huran.
{712} Evalpation of potental off-target effects, e.g.. i sdico assessments of off-target homologies, in
vitro assessments of immunostimulatory effects. .., activatton of human and mouse toli-like receptor (TLR)3
and TLR® signaling using a human reporter assay and cytokine release from human and cynomolgus monkey
penpheral blood mononuclear cells (PBMCs) and mouse and rat splenocyies, ete., standard safety
pharmacology stadies in rats and cynomolgus monkevs, ete., are performed. In varous cases, WVE-003
demonstrated suitable safety profiles.
{06713} Absorption. distribution, and metabolism of WVE-003 were characterized in a series of m vitio
and/or in vive studies after T, mtracerebroventricular (ICV), or subcutaneous (8C) adnvinistration.  In some
embodiments, a Meso Scale Discovery (MSD) assay coupled with electrochemibuminescence (ECL) detection
was developed for quantification in plasma, CSF, and/or tissucs for all studics, with the cxecption of the
BACHD mouse studies, which utthized a sandwich hybadization enzyme-hinked omunosorbent assay (ELISA)
method, and the single-dose non-GLP monkey PK study, which vtiized a liquid-chromatograpby-high
resolution mass spectrometyy (LC-HRMS) method.  In some embodiments, concentrations of WVE-003 m
plasma, CSF, and/or tissue (spinal cord, brain, and kidney) have been evaluated following repeat-dose
administration in transgenic mice, single- or repeat-dose administration n CD-1 mice (ICV and SC
administration), single~-dose IT admumistration wm Sprague Dawley rats, and single- or repeat-dose IT
administration in cynomolgus monkeys. In some embodiments, distribution of WVE-003 was further evaluated
10 10 vitro protein plasma and CSF binding studies. In some embodiments, metabolites were charactenzed from
the cortex and kidney in the BACUHD mouse mode! and spinal cord tissue in the cyvnomolgus monkey. Based
on PK profiles in coriex tissue m the cynomolgus monkey and P paramcters derived from the BACHD mouse,
mHTT knockdown was projected in humans, In vanous cases, PK/PD data supported the use of WVE-003 for
treating Huntington’s disease in human subjects.
{0714] Among other things, WVE-003 has been assessed to support administration © humans in
constderation of relevant protocols and guidance, ncluding in Sprague Dawley rats and cvnomalgus monkevs

{(Macaca fascicularis) as rodent and non~rodent species, respectively, for safety evaluation of WVE-003 mn non-
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GLP dose range-finding studics with 1T adrotrustration and single- and repeat-dose GLP toxicity studies. In
some embodiments, GLP toxseity studies in the cynomolgus monkey utilized the IT route of administration,
which is the intended route of administration for planned clinical studies. Toxicity was also investigated using
single ICV and repeat SC administration routes in {D-1 mice. In some embodiments, the genotoxic potential
of WVE-003 has been assessed in standard GLP in vitro and in vive studies. Results supporied the use of
WV E~(G03 for treating Huntington's disease in human subjects.

{8715] In some embodiments, m the toxicity studies in the rat and monkey, WVE-003 was administered
via direct [T mnjection. 1T injection was also used in the subchronic study in monkeys. In some embodiments,
toxicity studics were appropriately designed for assessment of systemic and local toxicity after IT
admiustration, as well as reversihility of any cffects. Results supported the use of WVE-(G03 for treating
Humtington’s disease in human subjects.

{#716] The m vitro and in vivo primary pharmacology of WVYE-003 have been evalaated to confirm target
engagement and selectivity for mutant hontingtim (mHTT). In some embodiments, in vitro activity of WVE-
003 was confirmed in wild type (WT) mduced plurpotent stem cell (iPSC) neurons that have the SNP3 A
vanant on both alleles. In some embodiments, a clear dose response in knockdown of HTT mRNA was
observed with a calculated half-maximal inhibitory concentration {(ICs0) of 1.36 uM. In some embodiments, in
vitro allele selectivity was confirmed in Huntington's disease (HD) patient-derived iPSC neurons that have the
SNP3 A vartaont on the allele of cvtosine-adenine-guanine {CAG) expansion and the G vanant on the other
allele. In some embodiments, Selective reduction of the mHTT mRNA {(up to 34% at 20pM) was observed,
while the HTT mRNA from the normal allele only decreased 20%. The in vitro selectivity was also confinmed
i an RNasc H biochomical assay. In vivo studics confirming target cngagoment wore conducted using a
bacterial artificial chromosome (BAC)-mediated Huntington's discase (BACHD) transgenic mouse model. This
mode! was developed to include the hmman mHTT bacterial artificial chromosome transgene with the A vanant
of SNP3 i exon 57. In addition, secondary pharmacology studies and safetv pharmacology studies were
conducted to identify potential off-target toxicities.

{6717] in some embodiments, o assess the dose-dependent activity of WVE-G03 in vivo, BACHD mice
received 3 injections through an ICV cannula of phosphate-buffered saline (PBS) and different dose levels of
WVE-003 (12.5 ug, 25 ug, 50 pg, or 100 pg) on Day 1, Day 3, and Day 5 (8 per group). Mice were cuthanized
on Day 15 {2 weeks after the first injection). Cortex and striatum tissues were collected for HTT mRNA
expression by gPCR. HT'T transcripts were significantly reduced in the cortex and stnatum tissues of mice that
recetved 3 doses of 225 ng WVE-003 o the cortex, HTT transcripts were reduced by 18.9% (p=0.0048), 38.4%
{p<<0.0001}, and 56.9% {(p<0.6001} in mice that received 3 doses of 25 pg, 50 pg, and 100 pg of WVE-003,
respectively. In the striatum, HTT transcripts were reduced by 21.0% (p=0.0104}), 37.9% (p<0.0001), and
54.2% (p<0.0001} in mice that received 3 doses of 25 pg, 30 pg, and 100 pg of WYE-003, respectively. No
significant changes were observed n mice that received 3 doses of 12,5 pg WVE-GU3

{3718} In another study, nuce received 3 ICV cannula jujections of PBS (n=4) or 100 pg of WVE-003
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{0=8} on Day 1, Day 3, and Day 5, and were euthanized on Dav 15 Knockdown of HTT transcripts was
observed with 62.4% reduction m the cortex and 69.4% reduction in the stnatum ¢(both p<0.6001).

{(3719] I another study, BACHD transgenic mice received 3 ICY cannula injections of PBS (=6} or 100
iz of WVE-003 (n=8) on Day 1, Day 3, and Day 5. Mice were cuthanized on Day 15 (2 weeks), Day 29 (4
weeks), Day 37 (8 weeks), or Day 85 (12 weeks) after the first injection. Cortex and striatom fssues were
coliected for HTT mRNA expression by gPCR. Huntingtin transcripts were significantly reduced n cortex and
striatum tissues in mice treated with WVYE-003 at each time point tested (p<0.0001). Knockdown of HTT
transcripts ranging from approximately 30.1%to 63.8% was observed in cortex tissue and approximately 41.4%
10 60.9% was observed in the striatum, similar to and consistent with other studies. No significant changes were
obscrved with PBS treatment.

{3720] In another study, BACHD transgenic mice (8/group) received 3 ICV cannula imections of PBS or
12.5, 25, 50, or 100 ug of either WVE-003 or another H77-targeted comparator oligonucleotide on Day 1, Day
3, and Bay 5. Mice were euthanized on Dav 29 (4 weeks) after the first tnjection. Cortex and striatum tissues
were collected for PK and HTT mRNA expression by gPCR. Huntingtin franscripts were reduced in the coriex
and stnatum fissues inmice treated with WVE-003 compared to PBS control at 4 weeks., HTT transcnipts were
80%, 30%, 42%, and 41% that of PBS at 3 doses of 12.5, 25, 50, and 100 pg, respectively, in the cortex (p<<0.01

[ A

10 p<0.001 at doses 225 ug}) and 73%, 70%, 69%. and 47% that of PBS at 12.5, 25, 30, and 100 ug, respectively.
m the striatum (p<0.01 at 100 ug). No knockdown of HT'T transcript was observed with PBS treatment.
{#721] In another study, BACHD transgemie mice (n=7 or §) received 3 1TV cannula injections of PBS or
100 pg WVE-003 on Day 1. Dav 3, and Day 5. Mice were euthanized on Day 15 (2 weeks), Dayv 29 (4 weeks),
and Day &3 (12 weeks) after the first tyoetion. Cortex and stnatum tissucs wore collected for PK and HTT
mRNA expression by gPCR. Huntingtin transcripts were sigificantly reduced i cortex and stratum tissues
in 1oice treated with WVE-003 at cach time pomt. HTT transcripts were 40%, 38%. and 62% that of PBS at 2,
4, and 12 weeks, respectively, in the cortex {(p<0.05) and 319, 32%, and 5[ % that of PBS at 2, 4, and 12 wecks,
respectively, in the striatum {p<<0.0001}. No knockdown of HTT transcript was observed with PBS treatment.
{6722} Bioinformatics screening study identified certain sequences that are homologous to WVE-003
target sequence, ¢.g., 18/20 matches, 16/20 matches ete.  All of the dentified off-target matches possessed
substantially reduced binding free energies compared with the on-target 77 binding site, suggesting that off-
target effects if any will be minimal. When assessed in motor neuron cells, effects on such off-targets were
much lower than on targeted HUT. In some embodiments, for a potential off-target, no significant and/or no
dose-dependent knockdown on mRNA levels was observed . 1t was concluded that WV E-003 would bave littie
if anv off-target effects m view of WVE-003 tissue concentration and/or half-hife.

{6723) Data from TLR3 and TLRY activation assays saggested the risk of WVE-003 inducing an immune
-osponse via TLRs is low.

{6724] Eftects of WVE-003 on cvtokine and chemokine production in isolated celis from multiple specics

were assessed. Differences compared to PBS control were observed but were considered to be toxicologically
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refevant. It was concluded the risk for an inflanunatory response was low,

{3725] A cardiovascular and respiratory assessment following mtravenous injection administration of
WVE-003 to monkeys observed no effect at 20 mg/animal. In some embodiments, no-observed-adverse-effect
fevel (NOAEL} for neurological effects of WYE-003 in rats was considered to be 0.9 mg.

{37206] n some embodiments, pharmacokinetics (PK} of WVE-003, including absorption, distribution, and
noctabolismy, was characterized in transgenie BACHD mwce, CB-1 mice, Sprague Dawley rats, and/or
cynomolgus monkeys following a single dose and/or repeat doses. In addition, target engagement in patients
was projected using a PR/pharmacodynamics {PD) model built on data fiom the BACHD transgenic mouse and
the cynomolgus monkey described herein.

{0727 Io some embodiments, WVE-~003 concentrations i various matrices were measwred using a
hyvbridization MSD assay coupled with ECL detection, sandwich hybridization enzyme-linked inununosorbent
assay (ELISA), or a liqud chromatography-high-resolution mass spectrometry (LC-HRMS) assay. In some
embodiments, metabolism of WVE-003 was characterized vsing an LC-HRMS assay.

{6728] Varicus PK/PD results support administration of WVE-003 to buman subjects for treating
Huntington’s disease.

{6729] In totabty, data support that WVE-003 has the potential to be an effective diseasc-modifving
treatment, with a manageable safety profile, to address the significant unmet need expericnced by patients with
HD.

EXAMPLE 2. Chnical Studies of WVE-003
6730 Safcty and cfficacy of WVE-003 for trcating human subjects sufforing from Huntington’s discase
arc assessed in climical trials. In some embodiments, a trial or a portion thereof is performed as described in a
clinical tral with a Clinical Trals. gov Identifier: NCTU3032196.
{6731] In some embodiments, WVE-003 15 asscssed in a multicenter, randomized, double-blind, placebo-
controlled, study of WVE-003 administered intrathecally in patients with Huntington’s disease.  In some
cmbodiments, a clinical study is or comprses Phase 1b/Za. o some embodiments, a clintcal study is or
comprises Phase 2b. In some embodiments, g clinical study 1s or comprises Phase 3. In some erabodiments,
safety. tolerability, PE, PD, and/or clinical effects of WVE-003 in patients with HD are assessed.
{6732] In some embodiments, a study is or compnses a Phase 1b/2a multicenter, randomized. doubie-
blind, placebo-controlied study to evaluate the safety, tolerability, PK. pharmacodvnamics (PD). and clinical
effects of WVE-003 i adult patients with carlv-manifest Huntington’s disease {HD) who carry a targeted single
nucleotide polymorphism (SNP) rs362273 (SNP3). In some embodiments, Period 1 of a study evaluates single
ascending doses {SAD) of WVE-003. In some embodiments, Period 2 evaluates multiple ascending doses
{MAD} of WVE-003. In some embodiments, Period 2 does not mitiate until nonclinmical data supportive of
multiple dosing is submitted to and approved by the competent authority(ies).
{3733] Patients may participate in Pertod 1 {SAD) and Period 2 (MAD) or Pertod 2 (MAD) oulv. In a
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study, all paticonts envolled in Period 1 coborts have the opportunity to receive nwiltiple doses mn Period 2.
Cohorts in both Period 1 and Period 2 are enrolled and dosed in a sequential manuver. Subsequent cohorts are
not iutiate until the requirements for dose escalation are met. A schematic of the overall study design and
timing is provided in Figure 3.

{3734) An open-label extension study may be conducted, providing treatment for up to 2 vears for paticnts
who complete a Phase 1b/2a study.

Period |

{6735] Period 1 evaluates SAD cohoris of WVE-003. The Period 1 dose cohorts are as follows: Period 1
Cohort 1 (P1C1): 6 patients (2:1 active : placebo); 30 mg. PI1CZ: 6 patients (2:1 active : placebo). In some
embodiments, P1C2Z may not be conducted and a study may procced directly to Period 2. In some embodiments,
subseqaent SAD cohorts may be conducted. All patients are assessed for safety, PK, PD, and climcal effects
through a follow-up period, e.g.. a 12-week follow-up period.

Period 2

{6736} Dose levels for Cohort 2 are deternuned based on Pedod 1 data, and in some embodiments, with
repeat-dose toxicity data from nonchnical studies. Doses are admuustered on Weeks 0, 2, and 4 and monthly
thercafter (3 total doses). The Period 2 cohorts are as follows:

P2C 1 6 rollover patients from PICT and 6 rollover patients (2:1 active : placebo) from P1C2 or 6 new patients
{12 patients total; 2:1 active : placeho)

P2C2: 12 new patients (3:1 active : placebo)}

P2C3: 12 new patients {3:1 active : placebo)

{6737} All paticnts from Period 1 have the opportunity to roll inte Period 2 (P2C1) and roccive 5 additional
doses of WVE-003 or placebo. Patients are not re~randomized and continue to receive active or placebo based
on Period | treatment assigoment, If P1C2 1s not conducted, then 6 new patients (2:1 active : placebo) are
enrolled in P2C1 to ensure this cohort consists of 12 total patients. In some cases, Period 2 are not conducted
anless the dose level has already been evaluated in Period 1.

{B738] Patients in P2C2 and P23 can receive up to 5 doses. There are ap to 12 new patients allocated 311
active : placebo v both cohorts. Additional cohorts with up to 12 patients each may be added.

{3739] Patient monitonng is implemented for safety and/or efficacy, including assessment of motor
function, weakuness, or fatigue postdose. In addition, formal physical examinations targeting the neurological
system, with special attention to the motor svstem, upper and fower extremity measures of strength, tone, and
reflexes, as well as ambulation, is performed postdose. The following effocts are monittored: liver function,
kidney function, complement and ecytokine activation, and other potential class effects meluding
thrombocytopenia, aPTT profongation {plasma aPTT), coagudation ete. Inflammatory markers, aPTT, platclet
counts, LFTs, and renal biomarkers can also be monitored.

{(3740) WVE-003 drug product is supplied as a lvophilized powder for reconstitution and dilution for

solution for injection. Artificial CSF (aCSF: placebo and dituent for WVE-003} is supplied in single-use vials,
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WVE-003 s diluted with aCSF and administered in a volume of 20 mL.

[B741] In some embodiments, outcome measures comprises safety and/or efficacy outcomes. In some
embodiments, cutcome measures comprises proporiion of patients with adverse events (AEs). In some
embodiments, outcome measures comprises maximum concentration (Cmax) of WVE-003 i plasma. In some
embodiments, outeone measures comprises arca under the plasma concentration time curve for WVE-003 from
ume 0 to last quantifiable concentration (AUCO-t). In some cmbodiments, outcome measures comprises
ternmnal halfelife (11/2) of WVE-003 10 cerebrospinal fluid (CSF).

{6742) Various time frames may be utilized for outcome measures. It some embodiments, a time frame
is from Day 1 through the end of a study. In some embodiments, a time frame 13 36 weeks or mote.

{3743] o some cmbodunents, a patient has A vanant of SNP3 on the same allele as the pathogenic CAG
triplet expansion.

{3744) In some embodiments, eligible criteria are or comprise the following

1. Presence of the A vanant of SNP3 on the same allele as the pathogenic CAG triplet expansion (36 or more
CAG repeats)

2. Ambulatory, male or female patients aged 225 to <60 vears

3. Chinical diagnostic motor features of HD, defined as Unified Huntingion's Disease Rating Scale (UHDRS)
Diagnostic Confidence Score =4

4. UHDRS Total Functional Capacity Scores 29 and <13

{3745] In some embodiments, the following exclusion criteria are apphed:

1. Malignancy or received treatment for malignancy, other than treated basal cell or squamous cell carcinoma
of the skin, within the provious 5 years

2. Received any other study drug, including an investigational oligonucleotide, within the past 1 year or 3 half-
fives of the drug. whichever is longer, with the exception of the following: a. Received WVE-120101 or WVE-
129102 within the last 3 months

3. Implantable ONS device that may interfere with ability to administer study drag via tumbar puncture or
undergo MRI scan

4. Inabtlity to underge bramn MRI (with or without sedation}

3. Boue, spine, bleeding, or other disorder that exposes the patient to risk of injury or unsuceessful lumbar
puncture

&. Previously received tominersen

{67406] In some embodiments, an interval between a dose and its immediate following dose is about 1, 2,
3,4,5,6,7,8,9, or 10 weeks, orabout 1,2, 3,4,5,6,7,8 6,10, 11, 12 or more months. In some embodiments,
dose intervals are the same. In some embodiments. dose intervals are different. In some embodiments, dose
intervals of the first one or more doses may be shorter. In some cmbodiments. an interval is about 2 weeks. In
some embodments, an tnterval is about 4 weeks. In some cmbodiments, an interval is about 6 weeks, In some

embodiments, an tnterval 1s about § weeks. In some embodiments, an interval is about | month. In some
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embodiments, an 1oterval is about 2 months. Tn some embodunents, an interval s about 3 mouths. In some
embodiments, an interval is abowut 4 months. In some embodiments, an interval is about guarterly.
{6747] As demonstrated i Figure 4, dose of 30 mg WVE-003 is confirmed to provide greatly improved
PK profiles compared to previously assessed oligonucleotides, e.g., WVE-120101 and WVE-120102, and is
expected to provide pharmacologic activity. This dose level is associated with a 5.6-fold safety margin based
on the HED ot the single-dose NOAEL obscrved inmonkey and a 16.8-fold safety margiv based oo the HED
of the single~-dose NOAEL observed in rats. This dose 15 selected to adequately balance the nisk/bencfit for
patients. Those skilled in the art will appreciate that other doses, either lower or higher than 30 mg, may also
be uttlized in accordance with the present disclosure. Higher doses are expected to provide greater mHTT
mRNA koockdown and potentially more therapeutic benefits assoctated with mHTT reduction.
{3748] Further, as confirmed in Figare 5, reductions of mHTT protein in cerebrospinal fluid (CSF) after
study participants received either a single 30 or 60 mg dose of WVYE-003 was observed with wild-tvpe
huntingtin (WiHTT) protein preserved through day 85 Among other things. these data confirm that WVE-603
can selectively reduce toxic mHTT protein while avoid targeting healthy, wild-tvpe huntingtin protein, thereby
preserving the beneficial effects of the wild-type huntingtin protein mcluding in the central nervous system.
Data also demonstrated that WVE-003 1s safe and tolerated. No patient discontinned. Variable technologies
for assessing levels of huntingtin proteins are available {e.g., those described in WO 2022/046723) and may be
utilized in accordance with the present disclosurs.
[3749] In an assessment, included are cighteen {18) carly manifest Fhntington’s discase patients (30 mg
single dose, n=4; 60 mg single dose, n=4; 90 mg, n=4; placebo, n=6}. Participants enrolled at 30 mg, 60 mg
and placcbo bad adoguate follow-up to day 83 for biomarker analysis. At a timae of analysis, nonc of the
participants dosed with 90 mg had reached day 83 so this cohort s not mcluded in the bromarker analysis.
Reductions in mHTT were observed in both 30 and 60 mg single dose treatment groups (30 rag, n=4 paticnts;
60 mg, n=4 patients), with a 22% mean reduction (30% median reduction). Keyv observations include:
s Single doses of WVE-003 up to 90 mug appeared generally safe and weli-tolerated
o Adverse events {(AEs) were balanced across treatment groups, including placebo, and all were
notld to rooderaic in mtensity
o No serious adverse cvents (SAEs} were observed
o No participants discontinued the study
s  Among participants int the 30 and 60 mg WVE-003 cohorts, the mean reduction in CSF mHTT from
baschne was 22% (median reduction 30%;) at 85 days following a single dose
o The difference mn the mean reduction in CSF mHTT compared o placebo was 35% at 83 days
post-single dose
o Forthese analyses, the 30 and 60 mg single dose coborts were pooled as there was no
apparcnt dose response between these two cohorts based on this data set at this time point.

Dose tesponse in other cohorts ¢.g., expanded single dose cohorts will be evaluated
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¢ In the 30 and 60 mg cohorts, wtHTT protemn was preserved. which appears consistent with allele-
selectivity
o Increases i newrofilament light chain (NfL) from baseline were observed in some patients. Applicant
will continge to monitor trends 1n NfL as SELECT-HD advances
s There were no clinically meanmgful elevations i CSF white blood cell counts or protein that would
indicate mflaromation 1n the CNS
s No meamingful changes i chinical outcome measures (e g, cUHDRS, TFS, TMS, et} were obscrved
as the dataset and duration were not sufficient to assess clinical effects
Certain resulis are presented in Figure 5 as examples.
{3750] As described herein, SELECT-HD was desigoned as an adaptive tnial, and can be adapied, among
other things, 1o expand single dose cohorts (e.g., see Figure 6). Additional single and muludose data may be
used to optimize dose level and frequency. SELECT-HD was designed fo deliver an carly ndication of target
engagement so that dose can be rapidly optimize. Various objectives may be included, ¢ g, safety, tolerability,
PK profiles (plasma, C8F, ctc ), lovels of mHTT, wtHTT and/or NfL. in CSF, clinical assessments (in some
embodiments, including MRT}.
{6751]) In some embodiments, the present disclosure provides additional regimens that can further increase
knockdown. e.g., with repeat dosing, in some embodiments, with quarterly or less frequent dosing. Among
other things. the present disclosure demonstrates that siereodefined oligonucleotides comprising PN linkages
{e.g., phosphory! guanidine linkages such as n001), eg., WVE-(03, can enable potent and durable target
engagement, it some cases, at single doses {e.g., for WVE-003, 30 mg and 60 mg}. In some embodiments,
duration of cffccts can provide dosing frcqueney of cvery two months or less. In somce cmbodiments, duration
of effects can provide quarterdy or less frequent dosing. o some embodiments, melusion criteda nelude >= 23
1o <= 60 years old with the targeted SNP3 onmHTT allele. o some embodiments, subjects are >= 23 to <= 60
vears old with the targeted SNP3 on mHTT allele. In some embodiments, subjects are >= 25 to <= 60 vears
old, with the targeted SNP3 on mHTT allele. and with early manifest Huntington™s disease.
Other Period 2

{B3752] {n some crubodiments, Period 2 may comprise a clinical study as described below.
{3733] Dose levels for Penod 2 are determined based on Period | data, and in some embodiments, with

repeat-dose toxacity data from nonclinical studies. For example, data from ammal studies confirmed that
administration of an about 30 mg dose of WVE-003 about every 8 weeks would be safe for human subjects,
¢.g., paticnts. Among other things, ¢t was observed that repeat-dose of 3 mg of WVE-003 {(may be considered
human equivalent dose of about 34 mg) administered once every § weeks in non-human primates were safe,
Further, administration of 3 mg of WVE-003 once every & weeks 1n non-human primates confirmed vsefud
brain concentrations {¢.g., in putamen, in cortex, ¢.g., frontal cortex) of WVE-003 were achieved. Period Z data
from dosing with 30 mg, 60 rog. or 90 mg WVE-003 arc used to determine, ¢.g., additional dose levels, etc.

{3754) In some embodiments, a dose 1s about 30 mg. In some embodiments, a dose s about 60 g, In
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some embodiments, a dose is about 90 mg. In some embodiments, of multiple or alf doses, each dose is about
30 mg. In some embodiments, of multiple or all doses, each dose is about 60 mg. In some embodiments, of
multiple or all doses, gach dose is about 90 mg. In some embodiments, doses are administered no more often
than once cvery 8 weeks. In some embodiments, doses are administored on Weeks 0, 8, and 16

{755] All patients from Period 1 have the opportunity to roll into Pertod 2 (P2C1) and receive 3 additional
doses of WVE-U03 or placebo. Paticnts are not re~-randomized and continue 10 receive active or placebo based
on Period 1 treatment assignment.  Patients are rolled into the current Period 2 cohort, irrespective of Period |
dose level. In some embodiments, new patients are added to Pericd 2. New patients in Period 2 receive up to
3 doses of WVE-003 or placebo.

{756] Additional cohorts {¢.g., P2C2, P2C3) are added based on data from P2C1. In sonic ciubodiments,
additional cobonts receive the same dose level as P2CL In some embodiments, additional cohorts receive an
altermate dose level {(c.g., a higher dose, a lower dose). In some embodiments, additional cohorts recetve the
number of doses as P2C1. fn some embodiments, additional cohorts receive an alternate number of doses (e g
an increased number of doses, a decrcased number of doses).  In some embodiments, frequency of doses
admimstered to additional cohorts is the same as P2C1L. In some embodiments, frequency of doses admimistered
to additional coborts is 1ncreased or decreased. In some embodiments, additional cohorts recetve doses every
8 weeks (e.g., on weeks 0, 8. 16). In some embodiments, additional cohorts receive doses every 12 weeks {e.g..
on weeks. 0, 12). Sclected dose levels will not increase by >3-fold the previous dose level and will not exceed
the highest dose level evaluated 1n Peniod |

{3787) Patients in Pertod 2 are assessed at least once every 4 weeks.  Assessments include safety
asscssmonts, pharmacokinctic asscssments, and pharmacodynamics asscssments as deseribed hercin.

[3758] Trials were continued and/or additional trials were conducted. In ouve trial, 30 mog, 60 myg and 90

mg WVE-003 single doses and follow-up were carried out as below:

Day(s) 1-3 i5 29 57 85
Dose ®
. CSFE L ] @ & ] &
Samples
(,hmcgl @ ®
Evaluations
MRI ®

Among other things, the present disclosure demonstrates that certain single doses of WVE-003 can provide
robust, durable mHTT silencing and witHTT preservation, with effects persisting at 12 weeks. Sce, e.g., Figure

7. Certain baseline characteristics are presented below, which were generally balanced across cohorts.

Cateoor Placebo 30 mg 60 mg 90 mg
~AEOtY (N=16) (N=13) (N=10) (N=8)
Age {years) mean 38.81 4231 30 60 4525
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Gender, n (%)
Male 10{62.3 7{33.8) 7{70.0) 3{62.5)
Fernalo 6 (37.5) 6(46.2) 3(30.0) 3(37.5)
CAG length
Mean (813} 43 8 422 452 443
Min-Max 41, 4% 44,43 40, 54 43,47
HD-ISS Stage n (%)
Stage 0 1(6.3) 1(7.7) 0 0
Stage | 0 0 0 0
Stage 2 4250 1 (7.7} 2{20.0) 1 €12.5)
Stage 3 1L (58.8) 11 {84.5) 8 (80.0) 7875

Among other things, it was demonstrated that 30 mg WVE-003 was generally safe and well tolerated:

WVE-003
Category Placebo 30mg 60 mg 90 mg
n=16 subjects n=13 subjects n=10 subjects n=R subjects
(%0} (%) (%) (%)
Patients with at least one 13 subjects {31 S subjects {30 & subjects {22 8 subjects {34
TEAE events] gvents] evenis] events]
Mild 3 ¢ 50.0) 7(53.8) 7(70.0) 5(62.5)
Moderate 4{25.0} 2¢154) 1 10.0) 2{250)
Severe 1{63) 0 0 1 {125}
Paticnts with TEAE related 2¢12.5} (7N 3(30.50) 3(37.5
to study drug
Mild 1(6.3) (77 2 (20.0) 1(12.5)
Moderate 1(6.3) 0 1¢10.0) 1(12.5)
Severe 0 0 0 P15
Paticnts with scvere TEAE 0 0 0 1(12.5)
related to study drug
Patient with sericus TEAE 1(6.3) 0 F(10.0) G
Paticnts with a sertous 0 O 1(10.0) 6
TEAF related to study drug
Patients withdrawing due to 0 0 0 (125
TEAE related to study drug

[0759]

Escalation Committee} and SMC {Safety Monitoring Committee}. As an example, Figare 7 shows a schematic

Doses and cohort sizes may be adapted. ¢.g.. following recommendations from the DEC (Dose
showing an adapted overall study design and timing, wherein ® indicates DEC/SMC review of data, ¢.g.. from

PICH (n=18; 30 mg). PIC2 (n = 18; 60 mg), and P1C3 (n = 12; 90 mg) which was adapted from PICI (n=11;

30 mg), PIC2 (0=6; 60 mg), and P1C3 (5=06, 90 mg). optionally n conjunction with amimal model data, ¢.g.,
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{7-week repeat-dose cynomolgus monkey study. Also as shown in Figure 8, a plasned cobort size and dose
level for P2C1 are approximately n = 24; 30 mg Q8W.

{3760} In one Period 2 cohort of a multidose portion of a Phase 1%/2a SELECT-HD study, participants
received cither every-cight-week (Q8W) mirathecal doses of 30 mg WVE-003 {(n=16) or placebo (n=7), with
12 weeks of follow up (total study period of 28 weeks). See, e.g., below:

30 mg Q8W and follow-up

Day(s) 1 29 57 83 113 141 169 197
Dose L & [ ]
CSE L] B & & [:] ] 8 &
Samples
i C!inicgi ® @ &
Evaluations
MRI ® L

Certain results for this cohort are presented below as examples:

® WVE-(03 was generally safe and well-tolerated. with no Serious Adverse Events (SAEs) reported,

ventricular volume (VMRIY) was in hae with natural history.

® Multiple {three} doses of WVYE-003 demonstrate selective, potent, and durable reduction of mHTT.

Significant mHTT protein lowering was observed throughout the 28-week assessment period. For example:

e At 24 wecks {8 weceks after last dose), mean mHTT lowering in corcbrospinal flud (CSF) was
46% versus placebo (p=0.0007}.

o mHTT reduction was durable. At 28 weeks (12 weceks after last dose}, mean mHTT lowering
in USF was 44% versus placebo (p=0.0002). which supports potential for quarterly or less frequent
dosing.

See also Figure ¢ Such reduction is sigruficanily more than the objective of >30% reduction in CSF, and it is

recognized in the art that -30% mHTT reduction in CSF as likely to impact clinical outcomes.

e Allele-selective lowering of mHTT protein with WVE-003 and preservation of wiHTT. For example:
o wtHTT protein was preserved throughout the 28-week assessment period, validating allele-
selective silencing.

o Additionally, statistically sigmficant ncreases were observed in wiHT T protein versus placebo.

See also, e.g., Figure 18, Among other things, wtHTT protein can support the health and function of neurons

and can be crucial for CSF flow in the ventdcles. mHTT can have a detrimental effect on wtHTT at the protem

fevel, which further decreases wiHTT s function. Selective lowering of mHTT can relieve 1ts negative mpact
on wiHTT protein function.

® CSF neuroftlament light protein (NfL) elevations were m line with placebo for the majority of WVE-

003-treated participants. For example:
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o Most WVE-003~treated participants bad neurofdament light protein (NfL) levels that were in

the range of placebo or had NfL levels that increased and retumed to the range of placebo. See, e.g.,

Figure 11.

® Statistically significant correlation of mHTT reduction with slowing of caudate atrophy, an imaging

biorarker that is predictive of clinical outcomes. For example:

o At 24 weeks (the last MR asscssment), mMHTT reduction was correlated with slowing of

caudate atrophy (R=-0.50; p=0.047}.

In some embodiments, caudate atrophy is utihized as an imaging biomarker that 1s predictive of clinical

outeomes, including clinically meaningful worsening of Total Motor Score (TMS).

®

{6761]

Point estimates favored WVE-(03 on Total Motor Score (TMS). For example:

e While not powered for clinical outcomes. a slowing of decline was observed for TMS for
WYVE-003 versus placebho (4.25 mean difforence at 24 weeks, p=naot significant}. See, ez, Figure 12
o Compostte Unified Huntington’s Disease Rating Scale (cUHDRS), Symbol Digit Modality
Test (SDMT), Stroop and TFC measures, one or more of which can and/or were reported to worsen for
certain climcal trial, were relatively consistent.

{n some embodiments, a provided technology can achieve one or more or ali of such resolts. In

some embodiments, the provided technology provides methods for achieving one or more or all of such results,

[3762] Certain baseline characteristics are presented below, which were generally balanced across cohorts.
\ Placebo 30 mg
Category (N=7) (N=16)
Age {ycars) mean 37.43 4188
Cender, n (%)
Male 5(71.4) 11 (68.8)
Female 2{28.6) 5¢31.3)
CAG lengih
Mean (SD) 45 43.5
Min-Max 41,48 40, 48
HD-ISS Stage n (%}
Stage O O 0
Stage 1 0 0
Stage 2 O 3{18.8}
Stage 3 7 (100} 13 (81.3)
[63763] Among other things, it was demonstrated that for 30 ug WVE-003 Q8W 3 doses, all AEs in

subjects receiving WVE-003 were nuld or moderate in intensity. Ventncular volume (vMRI), which can and/or

was reported to worsen in certain clinical trial, was consistent with natural history.

{Categors

Placebo
(n:::z’]) {éi evems}

30 mg
(=16} [#events]

Patients with at least one TEAE

7 (1003 {25}

13 (81.3) [53]
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Mild 5(71.4) 6(37.5)
Moderate 2(28.6) 7 {438}
Severe {} 0
Patients with TEAE related to study drug 0 B{50.0) 208
Mild U 3{ 188}
Maoderate { 5{313)
Severe 0 {1
Patients with severe TEAE related to { ¢
study drug
Paticnt with serious TEAE ) 0
Patients with a serious TEAE related to iy ¢
study drug
Patienis withdrawing due to TEAE {t 0
related to study drug in P
[67564] Among other things, provided technologies can provide allele-selective mHTT reduction {e.g ., up

to 46% va. placebo, witHTT preserved/increased, ete.) that can correlate with slowing of caudate atrophy. It
was observed that WVE-003 trended towards less caudate atrophy vs. placebo (4.68% vs. 5.10%. not
significant}. Also. greater allele-selective mHTT reduction correlated with the slowing of caudate atrophy at
24 weeks (R=-0.30, p=0.047). To some embodiraents. candate atrophy can be utibzed as an unaging biomarker
which may predict clinical outcomes, mcluding clinically meaningful worsening of Total Motor Score (TMS).
[}765] Additional climical trials can also be designed and conducted by those skilled in the art i
accordance with the present disclosure to assess safety and efficacy of WVE-003. In some embodiments, a
study is designed to be powered to show impact on caudate atrophy. In some embodiments, a study is a
randomized. placebo controlled climical study with adults {e.g., N = ~130} who has the A variant of 15362273
on the same allele as an expanded CAG repeat region nn a HTT gene and are HD-ISS Stage 1-2 and with a
suitable duration {e.g., about 12-18 months). In some embodiments, vMRI imaging is utilized to show slowing
caudate atrophy which can be utilized as a marker.

{B766] The present disclosure incorporates various information, including patent application publications,

patents and non-patent references, by reference; in the case of any conflict, the present disclosure controls.
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CLAIMS

i A method, comprising administering or delivering to a subject WVE-003, wheretn:

a set of two or more doses are administered or delivered about every 8 weeks or less frequently, wherein
cach dosc of the set s ndependently equivalent to about 30 rog WVE-003 free acid form:

the subject has a3 mutant HTT gene comprising a mutation that is amenable to an allele-specitic
knockdown of the mutant HTT gene;

WVE-003 s mG * S mUnO0IR mU mGoO0 IR mA ¥ ST*SCH*ST*SG*ST*RA*SG*SC* SA
* 8G * R m3Ceon001RAeoGeonl R mSCeo * Steo, wherein:

m represents a 27-Ome modification o a nucleoside;

*S represents a Sp phosphorothioate hinkage;

ra3Ceo represents S-methyl 27-O-methoxvethyl €.

/ '
L }__—__N\p,é
N g
\ 0,
n001R represents a Rp n001 linkage, wherein a n0G01 linkage has the structure of o
eo represents a 2-OCHCH,OCH: modification to a nucleoside; and
*R represents a Rp phosphorothioate linkage.
2. A method for selectively reducing level of mutant HTT protein over wild-type HTT protein in a subject,

for selectively reducing level of mutant HTT protein over wild-type HTT protein in cerebrospinal flmd (CSF)
of a subject, for slowing candate atrophy, and/or for reducing Total Motor Score (TMS) of a subject suffering
from Huntington's disease, comprising adnunistering or delivering to the subject WVE-003, wherein:

a set of two or more doses are administered or delivered about every § weeks or less frequently, wherein
cach dose of the set i3 independently equivalent to about 30 mg WVE-003 free acid form:

the subject has a mutant HT'T gene encoding mutant HTT protein and comprising a mutation that is
amenable to an allele~specific knockdown of the mutant HTT geoe;

WVE-003 is mG * SmUnO0IR U mGuni0IRmA ¥ ST*SCH*EST*SG* STH*RA XSG ¥ SC*SA
* 8GR mS3Ceon001RAcoGeonl0 IR m3Tee * STeo, wherein:

m represents a 2°-OMe modification to a mucleoside;

*8 represents a Sp phosphorothioate linkage;

m3Ceo represents S-methyl 2'-O-methoxyethyl €

n001R represents a Rp n00! linkage, wherein a n001 linkage has the structure of B
eo represents a 2’ —OCH,CHOCH: modification to a nucleoside; and

*R represents a Rp phosphorothioate linkage.

(S8

A method, comprising administering or delivering to a subject WVE-003, wherein:
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each dose of WVE-003 is independently equivalent to about 30 mg WVE-003 free acid form;

a set of two or more doses are admimistered or dehivered about every § weeks or less frequently:

the subject has a mutant HTT gene comprising a motation that is amenable to an allele-specific
knockdown of the mutant HTUT gene;

WVE-003 is m{s * SmUnO0IR ot mGnO0IR mA * ST*SU* STHSG* ST*RA*8G* SC* SA
#* 8G * Rm3Ceon001RAcoGeon00IR mSCeo * Steo, wheren

m represents a 27~-Ome modification to a nucleoside:

*8 represents a Sp phosphorothicate linkage;

m3{eo represents S-methyl 27-O-methoxyethyl C;

14 .
N e
r FN \P ,O
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N
nOCIR represents a Rp n001 linkage, wherein a n001 linkage has the stmcture of <
eo represents a 2’ —0OCHCHOCH; modification to a nucicoside; and
*R represents a Rp phosphorothioate hnkage.
4, A method for selectively reducing level of mutant HTT protein over wild-type HTT protein in a subject,

for selectively reducing lovel of mutant HT'T protein over wild-type HTT protein in corebrospinal fluid (CSF)
of a subject. for slowing caudate atrophy, and/or for reducing Total Motor Score (TMS) of a subject suffering
from Huntington’s disease, comprisimg admimstenng or delivering 1o the subject WVE-003, wheremn:

each dose of WVE-0(3 is independently equivalent to about 30 mg WVE-003 free acid form;

a set of two or more doscs are admbustered or delivered abowt every 8 weeks or less frequently;

the subject has a mutant HT'T gene encoding mutant HT'T protein and comprising a mutation that is
amenable to an allele-specific knockdown of the vumant HTT gene;

WVE-003 15 mG * SmUnO0IR mU mGnO0IR mA * STHSC*#ST* 8G ¥ ST* RA*8G* SC* SA
*S5G * Rm5Ceon001RAcoleonld IR mSCeo * STeo, wherein:

m represents a 27 -0OMe modification 1o a nucleoside;

¥S represents a Sp phosphorothuoate linkage;

mSCeo represents Samethyl 2-0-methoxyethyl C:

.'/ '
[ % :N\P“é
N\ s g
nO0IR represents a Rp n001 linkage, wherein a n00}{ linkage has the stracture of o
co represents a 27-OCH2CH.OCH: modification to a nucleoside; and
*R represents a Rp phosphorothioate inkage.
3. The metbod of any one of claims 1-4. wherein the subject has an A variant of 15362273, and wherein
the A variant 1s on the same chromosome as an expanded CAG repeat region in the HTT gene.
6. The method of any one of claims 1-4, wherein the subject has the A variant of 15362273 on the same

227



WO 2025/030155 PCT/US2024/040849

allele as an expanded CAG repeat region 1u a HTT gene and does not manifest Huntington”’s discase.
7. The method of any one of claims 1-4, wherein the subject suffers from Huntington’s disease and has
the A variant of rs362273 on the same allele as an expanded CAG repeat region i a HTT gene.
3. The method of any one of claims 1-4, wherein the subject has the A variant of £5362273 on the same
allele as an expanded CAG repeat region in a HT'T gene and 1s HD-ISS Stage 3.
g, A method for delaving onset of one or more svmptoros of Huntington’s discase in a subject, comprisiog
admimstering or delivering to the subject WVE-Q03, wherein:

a set of two or more doses are admigistered or delivered about every & weeks or less frequently, wherein
cach dose of the set is independently equivalent to about 30 mg WVE-003 frec acid form;

the subject has a wutant HTT gene encoding mutant HTT protein and comprismg a mutation that is
amenable 1o an allele~specific knockdown of the mutant HTT geue;

WVE-003 1s mG * SmUnO0IR s mGnB IR mA * STH*SC*F STH*SG* ST* RA*SG* 5C* SA
* 8G * R m3Ceon001RAcoGeonl0 IR m3Cen * STeo, wherein:

*8 represents a Sp phosphorothioate linkage;

m53Ceo represents S-methyl 2-O-methoxyethyvl C;

/
”,N wans
! }-.-—;N\p,o
~N F X
N
n001R represeuts a Rp n001 linkage, wherein a n001 linkage has the structure of =
eo represents a 27 -OQCHCH>OCH;: modification to a nucleoside; and
*R represents a Rp phosphorothioate linkage.
10, A method for delaying onset of one or more symptoms of Huntingion’s disease i a subject, comprising

administering or delivering 1o the subject WVE-003, whereuu:

cach dose of WVE-003 is independently equivalent to about 30 mg WVE-003 free acid forny

a set of two or more doses are administered or delivered about every & weeks or less frequently;

the subject has a mutant HTT gene encoding mutant HT'T protein and comprising a mutation that is
amenable to an allele-specific knockdown of the mutant HTT gene;

WVE-003 is m * S mUnO0 IR mUmGnl0IRmA*ST* SC*ST*SG*ST*RA*SG*SC* SA
* 8G* R mSCeon00iRAeoGeonl0 IR m3eo * STeo, wherein:

*8 represents a Sp phosphorothioate linkage;

m3Ceo represents S-methyl 2-O-methoxyethyl C;

/ .
(e
=N O
7 e
N TSy
vQ
n0CIR represents a Rp 1001 linkage, wherein a n001 linkage bas the structure of fr“*

eo represents a 2 —0CHCHOCH: modification to a nucleoside; and

*R reprosents a Rp phosphorothicate linkage.
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{1 The method of any one of claims 9-10, wherein the subject bas the A varant of 18362273 on the same
allele as an expanded CAG repeat region 1o a HT'T gene and does not roanifest Huntington’s disease.
i2. The method of any one of claims 9-10, wherein the sabject has the A vartant of rs362273 on the same
allele as an expanded CAG repeat region ina HTU'T gene and is HD-ISS Stage 0, 1, or 2.
13. The method of any one of claims 1-12. wherein two or more doses are administered or delivered about
every § weeks, about quarterdy, or less frequently.
14 A method, comprising adnunistering or delivering to a subject WVE-003, wheremn:

a set of three or more doses are admimsiered or delivered about every 8 weeks or less frequently,
wherein cach dosc of the set is indepeundently equivalent to about 30 mg WVE-003 frec acid fomm;

the subject suffers from Huntington's discase and bas the A variant of 15362273 on the same allcle as
an expanded CAG repeat region in a HTT gene;

WVE-003 1s mG * SmUnO0IR s mGnB IR mA * STH*SC*F STH*SG* ST* RA*SG* 5C* SA
* 8G * R m3Ceon001RAcoGeonl0 IR m3Cen * STeo, wherein:

m represents a 2°~-OMe modification to a nucleoside;

*8 represents a Sp phosphorothicate linkage;

m3{Ceo represents S-methyl 2-O-methoxyethvl C:

7
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[ ﬁN\ e
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voo
n0O0IR represents a Rp n001 linkage, wherein a n001 linkage has the structure of X

eo represents a 2’ ~OCHCH,OCH: modification to a nucleoside; and

*R represents a Rp phosphorathicate Iinkage.
15 A method, comprising admunistering or delivering to a subject WVE-003, wherein:

cach dose of WVE-003 is independently equivalent to about 30 mg WVE-003 free acid forny

a set of three or more doses are adomnistered or delivered about every 8 weeks or less frequently;

the subject suffers from Huntington's disease and has the A variant of rs362273 on the same allele as
an expanded CAG repeat region in a HT'T gone;

WVE-003 is m * S mUnO0IR mU mGn0IRmA* ST* SC*ST*SG*ST*RA*SG*SC* SA
* 8G* R mSCeon00iRAeoGeonl0 IR m3eo * STeo, wherein:

1 represents a 27 -0Me modification to a nucleoside;

*8 represents a Sp phosphorothioate linkage;

m3Ceo represents S-methyl 2-O-methoxyethvl C;

4
’__N wang
PN O
~N Px,
Voo 0
n001R represents a Rp n0O01 linkage, wherein a n001 linkage has the structure of =

eo represents a 27 -OCHCHOCH; modification to a nucleoside; and
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*R represents a Rp phosphorothioate linkage.
16, The method of any one of claims 14-15, wherein the subject has the A variant of 15362273 on the same
allele as an expanded CAG repeat region in a HTT gene and is HD-I8S Stage 3.
17. A method, compnsing administering or delivering to a sabject WVE-003, wherein:

a set of three or more doses are administered or delivered about every 8 weeks or less frequently,
wherein each dose of the set s independently equivalent to about 30 mg WVYE-003 free acid form;

the subject has the A vartant of 13362273 on the same allele as an expanded CAG repeat region in a
HTT gene:

WVYE-003 is mG * S mUnO01IR U mGaO0IRmA * ST* SC* ST *SG* ST*RA*SG* SC* SA
* 8G * R m3CeonO0 IRAcoGeonlG0IR maCeo * STeo, wherein:

m represents a 27 -OMe modification to a nucleoside;

*S represents a Sp phosphorothioate linkage;

m3Ceo represents S-methyl 2-O-methoxvethyl £

/ .
N, v
[ /\c:N\P,O
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AT
n001R represents a Rp n001 linkage, wherein a n001 linkage has the structure of P

eo represents a 2 —OCHCH,OCH: modification to a nucleoside; and

*R represents a Rp phosphorothioate linkage.
18, A method, comprising admimstering or delivering to a subject WVE-003, wherein:

each dose of WVE-003 is independently equivalent to about 30 mg WVE-003 free acid fonmy;

a set of three or more doses are administered or delivered about every 8 weeks or less frequently;

the subject has the A variant of 15362273 on the same allele as an expanded CAG repeat region in a
HTT gene;

WVYE-003 15 mG * SmUnB0IR mU mGa00IR mA * STH*SC* ST*SG*ST*RA*FSG* SC ¥ 5A
* 8G * Rm3Ceon001RAcoGeonlOIR mSCeo * 8Teo. wherein:

m represents a 27-0OMe modification to a nucleoside;

*8 represents a Sp phosphorotheoate hnkage;

mSCeo represents 5-methyvi 2°-0-methoxyethyl C;

/
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nO01R represents a Rp n001 linkage, wherein a n601 linkage has the stractare of o
eo represents a 27 OCHCH,OCH: modification to a nucleoside; and
¥R represents a Rp phosphorothioate linkage,
9. The method of any one of claims 17-18, wherein the subject has the A varant of 13362273 on the same

allele as an expanded CAG repeat region in a HT'T gene and is HD-ISS Stage 0. 1, 2 or 3.
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20 The method of any one of the preceding claims, wherein three or more doses are adnunistered or
dehivered about everv 8 weeks, about quarterly, or less frequently.
21. The method of any one of the preceding claims, wherein level of mHTT protein i cerebrospinal fluid
{CSF) of the subject 1s reduced by 30% or more compared o a reference mHTT protein fevel in CSF, optionally
wherein the reference mHTT protein level is or comprises baseline level;

optionally wheren the level of mHTT protein 1s assessed about 28 days, 36 davs, or 84 davs after the
last dose of the set.
22. The method of any one of the preceding claims, wherein level of mHTT protein in cerebrospinal fid
{CSF) of the subject is selectively reduced compared to level of wiHTT protein in CSF; and/or

wherein level of mHTT protein i CSF of the subject 1s selectively reduced compared to fevel of wiHTT
protein in CSF if assessed about 28, 56 and/or 84 days afier the last dose of the set.
23. The method of any one of the preceding claims, wherein level of wiHTT protein in CSF 1s not reduced
compared to a reference fevel of wiHTT protein, optionally wherein the reference wtHTT protein level ts or
comprises baseline level;

wherein fevel of wiHTT protein in CSF 1s not reduced compared to a reference level of wiHTT protein
in CUSF if assessed about 28, 56 andVor 84 days afier the last dose of the set, optionally wherein the reference
wiHTT protein level is or comprises baseline level; and/or

wherein fevel of wiHTT protein in CSF 15 increased compared o a reference level of wiHTT protein in
CSF if assessed about 28, 56 and/or 84 days after the last dose of the set, optionally wherein the reference
wiHTT protein level is or comprises baseline level.
24. The method of any onc of the preceding claims. whercin ventricular vohume afier onc or more WVE-
003 doses s comparable to a reference ventnicular volume, optionally whercin the ventricular volume s
assessed by MR about 56 days after the last dose of the set and/or wherem the reference veniricular volume is
the baseline volume,
25, The method of any one of the preceding claims, wherein TMS 15 reduced after one or more WVE-003
doses compared to a reforence TMS, optionally wherein TMS is reduced afier the last dose of the set and/or
wherein the refercnce TMS 15 the baseline TMS.
26 The method of any one of claims 21-25, wherein the last dose is the third dose.
27. The method of anv one of the preceding claims, wherein one or more doses of WYE-G03 are
adoinistered or delivered to the subject before the three doses and/or wherein one or more doses of WYVE-003
arc admnustered ot delivered to the subject after the three doses.
28. A method, comprising admimstering or delivering WVE-003 to a subject according to a regimen,
wherein:

the subject has the A vartant of 3362273 on the samme allele as an expanded CAG repeat rogion in a
HTT gene;

WVE-003 is mG * S mUnO0 IR mU mGuO0IRmA * ST*SCH*ST*SG* ST*RA*SG* SC* SA
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* 8G ¥ RmSCeon001RAcoGeonG0IR m5Ceo * STeo. wherein
m represents a 2”-OMe modification to a nucleoside,
*$ represents a Sp phosphorotinoate hinkage;

mSCeo represents S-methyl 2'-C-methoxyethyl .

/ ;
N o
N )
\ O
nO01R represents a Rp n001 linkage, wherein a n001 linkage has the structare of e

eo represents a 2-OCHLCH,OCH: modification to a nucleoside; and

*R represents a Rp phosphorothioate linkage;

the regimen comprises a set of two or more doses of WVE-003, wherein each dose of the set is
independently equivalent to about 30 mg WVE-003 free acid form and the set of doses are administered or
delivered about every 8 weeks or less frequently.
29. The method of claim 28, wherein the subject bas the A variant of 15362273 on the same allele as an
expanded CAG repeat region in a HT'T gene and 1s HD-ISS Stage 0, 1, 2 0r 3,
30. The method of clatm 28 or 29, wherein three or more doses are administered or delivered about every
8 wecks. about quarterly, or less frequently.
31 The method of anv one of the precedivg clauns, wherem the subject has the T vartant of 15362273 on
the same allele as a non-expanded CAG repeat region in a HTT gene.
32. The method of any one of claims 28-3 1, wherein the regimen is demonstrated to achieve in a population
of subjects about 30% or more mHTT protein reduction in cerebrospinal fluid (CSF) compared to a reforence
mHTT protein level in CSF if assessed about 28, 56, and/or 84 days after the last dose of the set, whercin the
reference mHTT protein level is or comprises the baseline mHTT protemn level in CSF of the population;

wherein the regimen 1s demonstrated to achieve in a population of subjects about 30% or more mHTT
protetn redaction in cerebrospinal fhud (CSF) compared to a reference mHTT protein fevel in O8F if assessed
about 28, 36, and/or 84 davs after the last dosc of the set, wherein the reference mHTT protein level is or
comprises the mHTT protein level i CSF of a reference population, wherein subjects of the reference
population each independently receive a dose of placebo for each dose of WVE-003;

wherein the regimen is demonstrated to achieve about 46% mHTT protein reduction in cerebrospinal
flutd {CSF} 536 days afier the last dose of the set compared to a placebo, whercin the number of doses m the set
is three, and the three doses are administered about every § weeks: and/or

whereln the regimen is demonsirated to achieve about 44% mETT protemn reduction in cerebrospinal
fluid (CSF) 84 days afier the last dose of the set compared to a placebo, wherein the number of doses in the set
is three, and the three doses are admimstered abowt cvery 8 weeks.
33 The method of any one of clatos 28-32, wherein the regimen s demonstrated to achicve in a population

of subjects level of wiHTT protein in CSF that 1s not reduced compared to a reference level of wiHTT protemn
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m CSF if assessed about 28, 36, and/or 84 davs after the last dose of the sct, wherein the reference wiHTT
protein level 1s or comprises the bascline wiHTT protemn level in CSF of the population; and/or

wherein the regimen is demonstrated to achieve no wiHTT protein reduction in cerebrospinal fluid
(CSF) 28, 36, or 84 days after the last dose of the set compared to a placcbo, whercin the number of doses m
the set is three, and the three doses arc adiminustered about every & weeks.
34, The moethbod of any one of claims 28-33, wherein the regioen 1s demonstrated to achueve in a population
of subjects no significant ventnicular volume change compared to baseline ventricular volume of the population;

wherein the regimen is demonstrated to achieve in a population of sebjects ventricuiar volume change
that s comparable to a refercnce ventricolar volume change if assessed about 56 days after the last dose of the
set, whersin the referenee ventricular volume change is the ventricular volume change of a reference population,
wherein subjects of the reference population each independently receive a dose of placebo for cach dose of
WVE-003, and wherein the nomber of doses m the setis three, and the three doses are administered aboot every
8 weeks; and/or

wherein the regimen is demonstrated to achicve in a population of subjects ventricular volume change
that is not larger than a reference ventnicular volume change if assessed about 56 days after the last dose of the
set, wherein the reference ventricular volume change is the ventnicular volume change of a reference population,
wherein subjects of the reference population each independently reccive a dose of placebo for each dose of
WVE-003, and wherein the nuwmber of doses in the set is three, and the three doses are aduunistered about every
% weeks:

optionally wherein ventricular volume 1s assessed by MRL
35. The mothod of any onc of claims 28-34, wherein the regimen is demonstrated to achicve in a population
of subjects sfowing of caudate atrophy compared to a placebo in a reference population of subjects, wherein
subjects of the reference population cach independently receive a dose of placebo for cach dose of WVE-003.

optionally wherein caudate atrophy s assessed using MRI 56 days after the last dose of the set, wherein
the number of doses in the set is three, and the three doses are administered about every 8 weeks.
36. The method of any one of claims 28-35, wherein the regimen ts demonstrated to achieve in a population
of subjects TMS reduction compared to a placebo in a refercnce population of subjects, wherein subjects of the
reference population each independently receive a dose of placebo for each dose of WVE-003;

wherein the regimen i1s demonstrated (o achieve in a population of subjects TMS reduaction compared
to a placebo in a reference population of subjects if assessed about 36 davs after the last dose of the set. wherein
subjects of the reference population cach mdependently receive a dose of placcho for cach dose of WVE-003,
and wherein the number of doses in the set 1s three, and the three doses are admunistered about every 8 weeks.
37. The method of any one of claims 28-36, wherein one or more doses of WVE-003 are admimstered or
delivered to one or more subjects of the population before the set of doses and/or wherein one or more doses of
WVE-003 are adounisiered or delivered 1o one or more subjects of the population after the st of doses.

38, The mothod of any one of claims 2§-37, wheremn the regimen comprises a dose of WVE-G03 before the
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set of doses and/or wherein the regimen comprise a dose of WVE-003 aficr the set of doses.
39 The method of any one of claims 32-38, wherein cach subject of the population independently suffers
from Huntingion’s discase and has the A variant of ra362273 on the same allele as an expanded CAG repeat
region in a HTT gene.
40. The method of any one of claims 32-38, wherein cach subject of the population independently has the
T variant of rs362273 on the same allele as a non-expanded CAG repeat region in a HTT gene.
41 A method, comprising administering or delivering WVE-003 to a population of subjects, wherein:

a set of two or more doses are administered or delivered about every 8 weeks or less frequently, wherein
cach dose of the set is independently equivalent to about 30 mg WVE-003 frec acid form;

cach subject of the population mdependently has the A variant of 15362273 on the same allele as an
expanded CAG repeat region in a HTT gene; and

WVE-003 1s mG * SmUnO0 IR mU mnCndOIR mA * STH*SU* STH*SGH*ST* RA*SG* 53C* SA
* 8G * R m3Ceon001RAcoGeonl0 IR m3Cen * STeo, wherein:

ma represents a 2”~-OMe modification to a nucleoside;

*8 represents a Sp phosphorothicate linkage;

m3{Ceo represents S-methyl 2-O-methoxyethvl C:
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n0O0IR represents a Rp n001 linkage, wherein a n001 linkage has the structure of X
eo represents a 2’ ~OCHCH,OCH;: modification to a nucleoside; and
*R represents a Rp phosphorathicate Iinkage.
42. A method for selectively reducing level of mutant HTUT proten over wild-type HTT protein in a

population of subjects, for selectivelv reducing level of mutant HTT protein over wild-type HTT protein in
cercbrospinal flaid {C8F) 1n a population of subjects, for slowing caudate atrophy in a population of subjects.
and/or for reducing Total Muotor Score (TMS) in a population of subjects, comprising adminisiering or
dehvering WVE-Q03 o the population of subjects, wherein:

a set of two or more doses are admimstered or delivered about every 8 weeks or less frequently, wherem
each dose of the set is mdependently equivalent to about 3¢ mg WVE-003 free acid form;

cach subject of the population independently has the A variant of 15362273 on the same allele as an
expanded CAG repeat region ina HU'T gene; and

WVE-003 1s mG * S mUnB0IR mU mGnO0IRmA *ST*SCHSTH*SGFRTH*RA ¥ SG*SC* 8A
* SG * Rm5Ceon001RAcoGeon( IR mSCeo * 8Teo, wherein:

m represents a 27-OMe modification to a nucleoside;

*S represents a Sp phosphorotinoate linkage;

mS3Ceo represents S-methyvl 2'-O-methoxyethyl €
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n0O0IR ropresents a Rp n0C1 linkage, whercin a n601 linkage has the structure of L

eco represents a 2°-OCH CH:OCH; modification to a nucleoside; and
*R represcots a Rp phosphorothioate linkage.

A method for delaying onset of one or more svmptorns of Huntington’s disease n a population of

subjects, comprising administering or delivening WVE-Q03 to the population of subjects, wherein:

a set of two or more doses are administered or delivered about every 8 weeks or less frequently, wherein

cach dosc of the set is independently equivalent to about 30 mg WVE-003 free acid forny,

each subject of the population independently has the A variant of r$362273 on the same allele as an

expanded CAG repeat region ina HTT gene; and

WYE-003 is mG * SmUnO0IR mU mGnO0IR mA * ST*SC*ST*SG*ST*RA*8G* SC* 8A

* 8G * R m3Ceon001RAcoGeon0 IR mSCen * STen, wheremn:

44

m represents a 27-OMe modification to a nucleoside;
*5 represents a Sp phosphorothioate linkage,;

m3Ce0 represents S-methyl 2-O~-methoxyethvl C:

/ ;
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o
n0O0IR represents a Rp n001 linkage, wherein a n001 linkage has the structure of S ;

co represents a 27 -OCH, CH:QCH;: modification to a nuclcoside; and

*R yepresents a Rp phosphorothioate linkage.

A method, comprising administering or delivering WVE-003 to a population of subjects, wherein:
each dose of WVE-003 13 mdependently equivalent to about 30 mg WVE-003 free acid form;

a set of two or more doses are administered or delivered about every 8 weeks or less frequentty;

cach subject of the population independently has the A variant of rs362273 on the same allele as an

expanded CAG repeat region ina HTT gone; and

WVE-003 is mG * SmUnG0IR mU mGnOIRmA*ST*SC*ST*SG*ST*RA*SG*SC* 8A

* 8G * R m3CeonC01RAcoGeon00I R m3Ceo * STeo, wherein:

m represents a 27 ~-OMe modification to a nucleoside:
*8 represents a Sp phosphorothicate linkage;
m3Ceo represents S-methyl 2-O-methoxyethyl C;
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n001R represents a Rp n001 linkage, wherein 3 n001 linkage has the structuwre of L
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eo represents a 2 —OCHCH,OCH: modification to a nucieoside; and
*R represents a Rp phosphorothioate linkage.
4

(¥4

A method for delaying onset of one or more symptoms of Hustington’s disease in a population of
subjects, comprising administering or delivering WVE-003 to the population of subjects, wherein:

cach dose of WVE-003 is independently equivalent to about 30 mg WVE-003 free acid forn;

a sct of two or more doses are administered or delivered about every 8 weeks or less frequently:

cach subject of the population independently has the A variant of 8362273 on the same allele as an
expanded CAG repeat region in a HIT gene; and

WVE-003 is mG * S mUnO0IR U mGuO0IRmA * ST*SCH*ST*SG* ST*RA*SG* SC* SA
* 8G * R m3Ceon00 IR AcoGeonlU IR m3Ceo * STeo, wherein:
1 represents a 27-OMe modification to a nucleoside;
*S represents a Sp phosphorothioate linkage;

m3Ceo represents S-methyvt 2-O-methoxyethyl £

/ .
N, v
[ /\c:N\P,O
N g
0
n001R represents a Rp n001 linkage, wherein a n001 linkage has the structure of P
eo represents a 2’ —0OCHCH,OCH: modification to a nucleoside; and
*R represents a Rp phosphorothioate inkage.
46, A method for selectively reducing level of mutant HTT protein over wild-tvpe HTT protemn in a

popuelation of subjects, for selectively reducing level of mutant HTT protein over wild-type HTT protein in
cerebrospinal fhuid (CSF) in a population of subjects, for sfowing caudate atrophy in a population of subiects,
and/or for reducing Total Motor Score {(TMS) i a population of subjects, comprising adminisicring or
delivening WVE-003 1o the population of subjects, wherein:

gach dose of WVE-003 is independently equivalent to about 30 mg WVE-003 free acid form;

a set of two or more doses are administered or delivered about every 8§ weeks or less frequently;

cach subject of the population independently has the A variant of 15362273 on the same allele as an
expanded CAG repeat region ina HTT gene; and

WVE-003 is mG * SmUnO0IR mU mOGni0IR mA X ST* SC* ST* SG* ST*RA*8G* SC* 8A
* 8G* K mSCeon001RAcoGeon00 IR m3{en * STeo, wheremn:

m represents a 2”~-OMe modification to a nucleoside:

*8 represents a Sp phosphorothicate linkage;

m3{eo represents S-methyl 2°-0-methoxyethyl C;
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n001R represents a Rp n001 linkage, wherein a n001 linkage has the stnicture of ®
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ea represents a 2 —0CHCH,OCH: modification to a nucleoside; and

*R represents a Rp phosphorothicate linkage.

47. The method of any one of claims 41-46, wherein one or more or all subjects are HD-ISS Stage |, 2 or
3.

43, The method of any one of claimas 41-46. wherein all subjects arc HB-ISS Stage 3.

49 The method of any one of claims 41-46, wherein one or more or all subjects ot the population do not

manifest Humtington’s disease or wherein one or more or all subjects of the population independently suffer
from Huntington’s disease.
30 The method of any one of the preceding claims, wherein the expanded CAG repeat region comprises
36 ormore (e.g.. 36, 37, 38, 39, 40, 41, 42 or more) CAG repeats.
51 The method of any one of claims 41-30, wherein one or more subjocts independently have the T variant
of 19362273 on the same allele as a non-expanded CAG repeat region in a HTT gene: and/or wherein each
subject independently has the T vanant of 1$362273 on the same allele as a non-expanded CAG repeat region
ma HTT gene.
52. The method of anv one of claims 41-31, wheremn the number of doses in the set 1s two or morg, three
or more, or three,
33. ‘The method of any one of claims 41-32. wherein two or more doses in the set are administered about
every § weeks, about guarterly, or less frequently; and/or wherein three or more doses 1 the set are adounistered
about every 8 weeks, about quarterly, or less frequently.
54 The method of any one of claims 41-53, wherein level of mutant HTT protein in cerebrospinal fluid
{CSF} is reduced by 30% or more in the population compared to a reference mutant HTT protein level in CSF
if assessed about 28, 36, and/or 84 days after the last dose of the sct, wherein the reference oHTT protein level
is or comprises the baseline mHTT proten lovel 1o CSF of the population;

whertein level of mutant HTT protemn i CSF 18 seduced by 30% or more 1n the population compared to
a reference mutant HT'T protein fevel in CSF if assessed aboot 28, 56, and/or 84 davs after the last dose of the
set, wherein the reference mHTT protein fevel is or comprises the mHTT protein level in CSF of a reference
population, wherein subjects of the reference population cach independently receive a dose of placebo for cach
dose of WVE-0(3;

wherein mHTT protein level 1s reduced by about 46% in CSF 56 days after the last dose of the set
compared to a placehbo, wherein the number of doses in the set is three. and the three doses are administered
about every § weeks: and/or

wherein mHTT protem level is reduced by about 44% i CSF 84 days after the last dose of the set
compared to a placebo, wherein the mumber of doses in the set s three, and the three doses are administered
about every 8 weeks.
35, The method of anv one of claims 41-34, wheremn level of wiHTT protein in CSF 1s not reduced

compared to a reference level of wiHTT protein in CSF if assessed about 28, 536, and/or 84 dayvs after the last
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dose of the set, wherein the reference wtHTT protein level is or comprises the baseline wiHTT protein level in
{SF of the population: and/or

wherein wiHTT protein is not reduced tn CSF 28, 56, and/or 84 days after the last dose of the set
compared to a placeho, wherein the number of doses 1o the set is three, and the three doses are administered
about every 8 wecks.
56. The method of any one of claims 41-535, wherein there is no significant ventricular voluroe change
compared to baseline ventricular volume of the population;

wherein ventricular volume change is comparable to a reference ventricular volame change if assessed
about 56 days after the last dose of the set, wherein the reference ventricular volume change 1s the ventricular
volurae change of a reference population, wherein subjects of the reference population cach independently
receive a dose of placebo for each dose of WVE-003, and wherein the number of doses in the sot 1s three, and
the three doses are administered about every 8 weeks; and/or

wherein ventricalar volume change is not larger than a reference ventricular volume change if assessed
about 536 davs afier the last dose of the set, wherein the reference ventricular volume change 1s the ventricular
volume change of a reference population, wherein subjects of the reference population cach mdependently
receive a dose of placebo for cach dose of WVE-003, and wherein the number of doses in the set is three, and
the three doses are administered about every & weeks;

optionally wherein ventricular volume 15 assessed by MRI
57. The method of any one of claims 41-56, wherein caudate atrophy 1o the population s slowed compared
to a placebo mn a reference population of subjects, wherein subjects of the reference population each
mdependently recetve a dose of placeho for cach dosc of WVE-003:

optionally wherein caudate atrophby is assessed using MR 56 days after the last dose of the set, wheremn
the number of doses 1n the set is three, and the three doses are aduunistered about every 8 weeks.
38, The method of anv one of claims 41-37, wherein TMS 1s reduced compared to a placebo n a reference
population of subjects, wherein subjects of the reference population each independently receive a dose of
placebo for each dose of WVE-003;

optionatly wherem TMS is reduced compared to a placebo in a reference population of subjects if
assessed about 56 days after the last dose of the set, wherein subjects of the reference population each
mdependently receive a dose of placebo for cach dose of WVE-003, and wherein the number of doses n the set
1s three, and the three doses are administered about every 8 weeks.
59, The method of any one of claims 41-58, wherein one or more doses of WVE-003 are admuustered or
delivered 1o one or more subjects of the population before the set of doses and/or wherein one or more doses of
WVE-003 are administered or delivered to one or more subjects of the population after the set of doses.
60. The method of any one of the preceding claims, wherein cach dose is independently equivalent to about
30 mg WYE-D03 free acid formu

61, The method of any one of the preceding claims, wherein cach dose 1s adraingstered about every 8 weeks
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ot {ess frequentlv,

62, The method of any one of the preceding claims, wherein WVE-003 15 admimistered or delivered
witrathecally and/or by direct lumbar imjection.

63. The method of any one of the preceding claims, wherein a salt form of WVE-003 s administered or
delivered, wherein a pharmaceutically acceptable salt form of WVE-003 is administered or delivered, wherein
a sodium sait form of WVE-003 15 administered or dehivered. and/or wherein multiple forms of WVE-003 15
adminmistered or delivered.

64. The method of any one of the preceding claims, wherein WVE-003 is administered or delivered in a
pharmaceutical composition comprising WVE-003 and a pharmaceutically acceptable carner, optionally
wherein the phannaceutical composition is a iquid composition.

65, The method of any one of the preceding claims, wherein WVE-003 is administered or delivered in a
Liqind composition reconstituted from a lvophilized preparation with a pharmaceutically acceptable carrier.

66, The method of any one of claims 64-65, wherein the pharmaceutically acceptable carricr is or comprises
a sodium chioride solution, $.9% sodium chioride, or aCSE.

67. The method of any one of claims 64-66, wherein the pharmaceutical composition comprises a salt form
of WVE-(03, a phannaceutically acceptable salt form of WVE-(03, a sodium salt form of WVE-003, and/or
muftiple forms of WVE-003.

68, The method of anv one of claims 63-67. whercin a salt form of WVE-003 15 WVE-003
pentadecasodium salt.

69, The method of any one of the preceding claims, wherein WVE-003 15 administered or delivered as
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dissolved in a pharmaceutically acceptable carrier.
70. The method of any one of the preceding claims, wherein a dose of WVE-003 is administered or

delivered 1 a pharmaceutical composition cousisting of WVE-003 pemtadecasodinm salt and a

pharmaceutically acceptable camier,
optionally wherein cach dose of WVE-003 iz independently administercd or debivered n a

pharmaceutical composition consisting of WV E-003 pentadecasodium salt and a pharmaceutically acceptable

cartier.

71. The method of any one of the preceding claims, wherein a dose of WVE-003 is admunistered or
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dehivered in a pharmaceutical composition cousisting of WVE-003 pentadecasodium salt dissolved 1 a
pharmaceutically acceptable carrier,

optionally wherein each dose of WVE-003 is independently administered or delivered in a
pharmaceutical composition consisting of WVE-003 pentadecasodium salt dissolved in a pharmaccuticaily

acceptable carrier.

72. The method of any ove of clairas 69-7 1, whercun the pharmaceutically acceptable carrier 15 aCSF.
73. The method of anv one of claims 64-72, wherein the pharmaceutical composition has a pH of about 6-

8, about 6.4-7.2, about 7.3, or about 7 4.

74, The method of any one of the preceding clatms, wherein WVE-003 has a purity of about 80%, 81%.
82%, 83%, 84%, 85%, 86%, 87%. 88%. &9%, 90% or more; and/or wherein vupuritics in the composition are
no more than about or about 20%. 19%, 18%, 17%, 16%, 159, 14%, 13%, 12%, 11%, or 10%.

75. The method of any one of the preceding claims, wherein the punity and/or mnparities are measured by
IP-RP-UPLC using area Y% at 260 nm, optionally using area % at 260 nm and the Set A parameters; and/or
wherein the amount of WVE-~G03 1s measured by UV at 260 nm and 25.0 OD/mg.

76. The method of any one of the preceding claims, wherein stercochemical purity 1s assessed by dimer
modeling and/or wherein stereochemical punty of WVE-(03 about 80%, 819%, 82%, 83%, 84%, or 85% or
more.

77 The method of anv one of the preceding claims. wherein stercochemical identity of WVE-003 s
confirmed by IP-RP-UPLC, optionallv by IP-RP-UPLC according to Set B parameters, or an IP-RP-UPLC
method for stereochemical identity as described herein.

78. The method of any onc of the preceding claims, whercinn a WVE-003 drug substance is manufactured

E-003 drug substance 15 characterized by one or more methods

by a process described berein, wherein a W
described heremn, wherein a WVE-003 drug substance is released by one or more methods described herein,
and/or wherein a WVIE-003 drug sabstance 1s stored by one or more methods described herem:

optionally wherein the WVE-003 drug substance is WVE-003 pentadecasodivm salt.
79. The method of any one of the preceding claims, wherein a WVE-G03 drug prodact 1s manufactared by
a process described herein, wherein a WVE-003 drug product is characterized by one or more methods
described heretn, wherein a WVE-003 drog produet 1s released by one or more methods described herein, and/or
wherer a WVE-G03 drug product is stored by one or more methods described herein.
R0, The method of any one of the preceding ¢laims, wherein a pharmaceutical composition is manufactured
bv a process described herein, wherein a pharmaceutical composition s characterized bv one or more methods
described herein, wherein a pharmaceutical composition s released by one or more methods described herein,
and/or wherein a pharmaceutical composition is stored by one or more methods described herein.
g1, The method of any the preceding claims, wherein a dose is administered as a 20 mL aCSF sclution,
optionally wherein each dose is independently administered as a 20 mb aCSF solution.

82, The method of any one of the preceding claims, wherein 20 mL CSF 1s taken out from a subject before
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admunistration of a dose, optionally wherein 20 mL C8F is taken out from a subject before adounistration of
each dose.
83 The method of any one of the preceding claims, wherein the subject is about 25 vears old or older and/or

wherein the subject is about 60 years old or younger.

84, The method of any one of the preceding claims, wherein the subject is with early manifest Huntington’s
disease.
&5. The method of any one of the preceding claims, wherein the subject veceives or is exposed to an

additional therapeutic agent.

86, The method of any one of the preceding claims, whercin about is +1%, +2%, +3%, £4%, £3%, +6%,
7%, £8%, £9%, or £10%.
87. A container containing WVE-003, wherein the amount of WVE-003 in the contain is equivalent to

about 30 mg WVE-003 free acid fonm, or a container containing WV E-003 pentadecasodium salt, wherein the
amount of WYE-003 pentadecasodium salt in the contaimer ts about 31 mg.
88, A composition, which composition 18 WVE-003 dissolved in a pharmaceutically acceptable camer,
wherein the amount of WVE-003 1 the composition is equivalent to about 30 mg WVE-003 free acid form; or
a composition, consisting of WVE-003 and a phamaceutically acceptable carrier, wherein the amount
of WVE-003 in the composition is equivalent to about 30 mg WVE-003 free acid form; or
a composition, consisting of WVE-003 pentadecasodim salt and a phammaceutically acceptable carrier,
wherein the amount of WVE-G03 pentadecasodiur in the composition is equivalent to about 30 mg WVE-003

free acid form.

89. The composition of claim 88, whercin the pharmaccutically acceptable carrier is aCSF.

G0, The composition of any one of claims 88-89, wherein the volumae of the composition is about 20 mL.
g1 A device comprising a composition described in any one of the preceding claims.

92. A method for manufacturing a WVE-003 composition, drug substance, drug product, or device

according to a method described in the specification.

03 A composition, dase, container, or deviee, for use in a method of any one of the preceding claims.
94, A method or compostiion of any one of Embodiments 1-765.
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