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TABLET FOR USE IN TREATING HUNTINGTON'S DISEASE AND METHOD OF
MAKING THE SAME

CROSS-REFERENCE TO RELATED APPLICATIONS

[0001] This application claims the benefit of, and priority to pending U.S.

Provisional Patent Application Serial No. 63/113,826 filed November 13, 2020, pending U.S.
Provisional Patent Application Serial No. 63/245,927 filed September 19, 2021, pending U.S.
Provisional Patent Application Serial No. 63/261,467 filed September 21, 2021, pending U.S.
Provisional Patent Application Serial No. 63/261,495 filed September 22,

2021, and pending U.S. Provisional Patent Application Serial No. 63/255,745 filed October 14,
2021, the contents of which are hereby expressly incorporated by reference into the present

application in their entireties
FIELD OF THE INVENTION

[0002] The invention generally relates to immediate release pharmaceutical tablets of a small

molecule compound for use in treating Huntington's Disease and methods of making the same.
BACKGROUND

{8003] Huntington's Disease (HID)} is a rare inherited neurodsgenerative disorder caused by 2
nutation in the Auntingdin (H17) gene. The disorder results in behavioral, cognitive, and motor
fmpatrments. These symptoms progresasively reduce an individual's quality of life, and ultimately
fead to death within 15 to 25 years of overt clinical motoric onset. Each child of a parent with a
mutation 1 the susingtin gene has a 50% chance of inheriting the youtation. 1t 18 estimated that
arpund one person in 10,000 carries the mutated huntingtin gene. Current HD therapies manage
the severity of the symptoms, but there are currently no therapeutics spproved that slow the

progression of the disease.

{6004) HD is caused by CAG repeat expansions in H77 and 15 characterized by motor, cognitive,
psychiatne and functional capacity decline. The CAG minucieotide repeat expansion resulisin a
antant huntingtin protein {mHTT), which is associated with neural dystfunction and ultimately

death.
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{088 The number of CAG repeats tn the A7 gene ranges from 0 10 35 in healthy individuals.
Discase penetrance is seen to be reduced for individuals carryving 36 0 39 CAG repeats, however
those with 40 or more CAG repeats are aliost certain to develop the disease. As described in
Furopean Jowrnal of Newrglogy, 2017, 24-34, clinical diagnosis of HD ts based on: confirmed
family history or positive genetic iest {1 e. confirmation of CAG repeat expansion 236}, and
onset of motor disturbance as defined by the Unified Huntington's Disease Rating Scale
(UHDRS), with 2 total motor score {TMS) diagnostic confidence score (I¥CS), which ranges
from O {no motor abnormalities suggestive of HI¥) to 4 (motor sbnormalities 299% hikely 1o be

due to B, wherein a score of 4 defines "motor onset” or "manifest™ HD.

{6006} Typically, age of onset (i.e. ouce the DBUS reaches 4) ranges between 30 to 30 years and
average duration of survival after clinical diagnosis is 15 1o 20 vears. Currently, after onset, loss
of "function” (i.¢. assessment of functional capacities), rather than motor signs, determines disesse
stage {sge, g Newrology, 1979, 29, 1-3; or Newrsfogy, 1981, 31, 13331335} The Total
Functional Capacity {TFCY scale {see, eg Movement Disorders, 1996, 11, 136-142) is a
component of the UHDRS, where the level of independence of a person with HD ranges from ¢
(fully dependent for all care} to 13 (fully independent). This scale assesses functional status of a
HID patient in terms of ability o work, bandle bousehold finances, manage domesiic chores,
perform activities of daily living, and level of care needed. Based on the UHDRE wtal functional
capacity {TFC), HD is divided into stages 1o 3 of disease progression. The categorization of HI3,
based orr THFC score {also referred to as Shoulson and Fahn stages), are also described as early
stage of HD {corresponding to stages 1 or 2, based on TFC score), moderate stage or mid stage
HD {(corresponding o stage 3, based on TFC score} and advanced siage or late stage HD

{corresponding to stage 4 or 3, based on TFC score).

{8007] An iniernational application published as WOZ020/0053873 identified a genus of
compounds that can be used in the treatment of HD, methods of meaking the same and
pharmaceutical formulations of the same. It also provided data showing that the compounds
inibited endogenous Huntington protein (HTT), o an I0s assay.  One of the compounds
disclosed in that application as a parcularly potent inhubitor of HTT, 2-[3-(2,2,6,6-
tetramethylpiperidin-4-v1}-3H-{1,2 3ltniazolofd, 5-¢lpyridazin-0-v1}-5-{2H-1 2, 3-riazol-2-

viiphenol has since been found o be effective in reducing human HYT production i vive in



WO 2022/104058 PCT/US2021/059139

3-
iransgenic mouse models of Huntiogton’s disease (resulta not vt published). At present, only
symptomatic treatments are available Thus, to date, there is no small molecule therapy available
to stow the progression of HIY. Accordingly, there is a need for small molecule disease-modifying

therapies for HID (1.2, therapeutic options that can slow disease progression).
SUMMARY OF THE INVENTION

{B008] In oue aspect the invention relates to a tablet comprising, as an active ingredient, 2-{3-
{2,2,6 G-tetramethyipiperidin-d-y1}-3H-[1,2 3tnazole{4, S-clpyridazin-6-v1 |-5-{2H-1,2 3-triazol-

Z-vhiphenol thercinafter Compound 1), or a pharmaceutically acceptable salt thereof, wherein
Compound 1 is present in an amounnt of from about 1% 1o about 30% by weight of the total weight

of the tablet, an intragranular excipient, and an extragranular excipient,

[B009] wherein the intragranular excipient comprises microcrysialline cellulose and a diluent,
wherein the ratio of wmicrocrystaliive celivlose to diluent i3 abouwt 101 to about 114 and
mtcrocrystalline cellulose is present in an amount of about 15% to sbout 259 by weight of the
total weight of the tablet, a disintegrant in an amount of about 1% to 3% of the total weight of the
tablet, and povidone in an amount of about 1% to gbout 5% by weight of the total weight of the

tablet, and

{80 18] wherein the extragranular excipient comprises an additional amount of the diluent and an
additional amount of the disintegrant.

{6011} In one aspect Compound 118 present 1y an amount of about 5% to about 25% of the toial
weight of the tablet. In another aspect Compeound 1 is present at about 10% of the total weight of
the tablet

{8012} In one aspect, the amount of Compound 1 in the tablet is in a range from 1 mg 1o 200 mg,
{313] In another aspect, the amount of Compound 1 in the tablet is in a range from 1 mg to
100 mg.

{6014} In ancther aspect, the amount of Compound 1 in the tablet is selected from 1 mg, 5 mg,

10 mg, 15 mg, 20 mg, 25 mg, 30 mg, 35 mg, 40 mg, 45 mg, 50 mg, 55 mg, 60 mg, 65 mg, 70 mg,

<3

75 mg, 83 mg, 85 mg, S0 mg, 95 myg, 100 mg, 165 me, 110 mg 1S mg, 120 mg, 125 mg, 130 mg,

o«
D

Smg, 140 mg, 145 myg, 150 mg, 155 mg, 160 mg, 165 mg, 170 mg, 175 mg, 180 mg, 185 mg,

13
19 mg, 195 mg, and 200 mp.
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{31 5] In another aspect, the amount of Compound 1 o the tablet is selected from 1 mg, S mg,
10 mg, 15 mg, 20 mg, 25 mg, 30 mg, 35 mg, 50 mg, 60 mg, 65 mg, 70 mg, 73 mg, 80 mg, 85 mg,

90 mg, 95 mg, 100 mg, 110 myg, 120 mg, 135 myg, and 140 mg.

{8016} in another aspect, the amount of Compound 1 in the tablet is selecied from 1 mg, 5 mg,
10 mg, 15 mg, 20 mg, 25 mg, 30 myg, 50 myg, 60 myg, 65 mg, 70 mg, 75 mg, 80 mg, 85 mg, 20 mg,

95 mg, 100 mg, 110 mg, 120 mg, 135 mg, and 140 mg.

{0317} In another aspect, the amount of Compound 1 in the tablet is selected from 1 mg, 5 mg,

10 mg, 15 myg 20 mg 25 mg, 30 mg, 30 mg, 60 mg, 65 mg, 70 mg, and 100 mg.

{6018} In avother aspect, the aount of Compound 1 in the tablet s selected from 1 mg, 3 mg,

10 mg, 20 mg, 30 mg, and 50 myg.

J001%} In another aspect, the amount of Compound | in the tablet 1s selected from I mg, S mg

10 mg, 15 mg, 20 mg, 25 rug, 30 g, SO mg, 60 mg, 65 myg, 70 myg, and 100 mg,

{320} In another aspect, the amount of Compound 1 in the tablet is selected from 1 mg, S mg,

20 e 30 re and &
10 myg, 20 myg, 30 mg, and 50 mg.

{8021} Iv another aspect, the amount of Compound 1 in the tablet is selected from T myg, Swmg or

50 mg.
{80221 In another aspect, the amount of Compound 1 in the iablet 1s selected from 5 mg or 50 myg.

{8023} In another aspect, the amount of Compound 1 in the tablet s selecied from 3 mg, 10 myg,

20 mg, and 30 mg.

{6024} In another aspect, the amount of Compound 1 in the tablet i3 selected from 5 mg, 10 mg,

and 20 mg.

{8025} In one aspect, the dituent i lactose monohydrate.

{8026} In one aspect, the disintegrant is croscarmeliose sodinm.

{80271 In one aspect, the ratio of microerystalline cellulose to diluent in the intragranular excipient
is about 1102

(08281 In one aspect, at least one of the extragranular excipient and intragraonular excipient further

comprises a surfactant. In one such aspect, the surfaciant is a poloxamer,
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{329] In one aspect, the disintegrant is croscarmeltlose sodivmy,

{30} In one aspect, the extragranular excipient further comprises a lubricant. in one such aspect,

the lubricant 1s magnesium stearate,

{8031} In cue aspect, the extragranular exciplent further comprises a glidant. In one such aspect,

the ghidant is colloidal silicon dioxide.

16032} In one aspect, the total weight of the exiragranular excipient is from about 15% 1o about

30% of the total weight of the tablet.
{6033} In one aspect, the infragranmar excipients have been wet granulated.

{60341 In another aspect, the tablet comprises Compound 1 in an amount of about 10% by weight
of the tablet, the intragranular excipient comprises ricrocrystailine cellulose and lactose
monohvdrate in a ratio of about 1:2 and the microcrystalline celluiose is present in an amount of
about 20% by weight of the tablet, the disintegrant in an amount of 19 to about 3% by weight of
the tablet, and the povidone in an amount of sbout 2% by weight of the tablet, and the extragranular
excipient comprises an additional amount of lactose monchydrate in an amount of about 10% to
about 258% of the weight of the tablet, an additional amount of the disintegrant in an amount of
about 1% 1o about 5% by weight of the tablet, and poloxamer in an amount of about 0.5% to about

2% by weight of the tablet.

{6035] In ancther aspect the iablet further comprises colloidal silicon dioxide v an amount of
about 0.25% to about 2% by weight of the tablet.

[8036] In another aspect, the tablet further comprises yoagnesiurg stearste in an amount of about
3.3% to about 2% by weight of the tablet.

{80371 The invention also relates to a method of making the tablet comprising wet granulating the
extragranular excipients, drving the resulting intragranular blend, mixing the extragranulasr

exciptent with the intragranular excipient, and compressing the resulting mixture to form a tablat.
{6033} In another aspect, the method further comprises as step of coating the tablet with a film.

{0039} In one aspect, the invention alse relates to a method of treating or amchorating

Huntingion's I¥aease in a subject in need thereof, comprising administering to the subisct a tablet
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having a therapeuntically effective amount of Compound 1, or 2 pharmaceutically accepiable calt
thereot

{6040} In another aspect, the invention also relates to the use of Compound 1, or a
pharmacentically acceptable salt thereof, in a treatment slowing progression of Huntington's
disease; wherein, the effect of weatment with Compound 1, or a pharmaceutically acceptable salt
thereof, slows progression of Huntingion's disease by producing an in-frame stop codon between
exons 49 and 30 in the HTT mBNA,; wherein, the etfect of treatment with Compound 1, or a
pharmaceutically acceptable salt thereof, slowing progression of Huntington's disease is a disease-

modifying therapy, wherein, the effect of treatment with Compound 1, or 3 pharmaceutically

acceptable sali thereof, slows the decline of motor function associated with Huntington's disease;
wherein, the effect of treatment with Compound 1, or a pharmaceutically acceptable salt thereof,
slows cognitive decline associated with Huntington's disease; wherein, the effect of treatment with
Compound 1, or a pharmaceutically acceptable salt thereof, slows psychiatric decline associated
with Huntington's disease; wheretn, the effect of treatment with Compound 1, or a
pharmaceutically acceptable salt thereof, slows the decline of functional capacity associated with
Huntington's disease; wherein, the effect of treatment with Compound 1, or a pharmaceutically

acceptable salt thereof, slows the progression of Huntington's disease pathophysiology.
BRIEF DESCRIPTION OF THE DRAWINGS

i0841] Figure 1 is a plot of individual plasma concentrations of Compound ¥ over time after oral
admdristration of a Compound 1 suspension formulation (Batch 213 in 0.5% hydroxypropyl methyl

cetlulose (HPMOY i water at 30 mg o Male Cynomolgus Monkeys (Leg 1)

{6042] Figure 2 is a plot of mean plasma concentrations of Compound | over time after cral
administration of s Compound 1 suspension {Baich 213 in 0.5% HPMC in water at 30 mg in Male
Cynomolgus Monkeys {Leg 1},

{8043} Figure 3 is a plot of individual plasma concentrations of Compound 1 over time after oral

admirsstration of Tablet Formulation A {dry granulation Batch 153 81 30 mg in Male Cynomolgus

Monkeys (Leg 23
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{0344] Figure 4 is a plot of mean plasma concentrations of Compound 1 over time after oral

administration of Tablet Formulation A {dry gramulation Batch 15) at 30 myg in Male Cynomolgus

<

Monkeys (Leg 2}

{8045] Figure 5 is a plot of individual plasma concentrations of Compound 1 over time after oral
administration of Tablet Formulation B (wed granulation Batch 20) at 30 mg in Male Cynomolgus

Monkeys (Leg 3},

{6046] Figure 6 is a plot of individual plasma concentrations of Compound | over time after cral
administration of Tablet Formulation B {wet granulation Batch 20} at 30 my in Male Cynomolgus

Mouokeys (Leg 3},

30471 Figure 7 is dissolution profiles {94 dissolved Compound 1 over time) of 5 myg tableis

, 2 P ; p , g

produced from Batch 23 before and after storage at 2 weeks at S0°C or 1 month at 40°C/75%

relative humidity.

648} Figure 8 is dissolution profiles (% dissolved Compound 1 over time} of 530 mg tablets
i

produced from Batch 23 before and after storage at 2 weeks at 50°C or 1 wonth at 40°C/75%

relative humidity,

i004%] Figure 9 shows a dose-dependent reduction in HTT mRNA in whole blood taken from
healthy volunteers participating tv a Stogle Ascending Dose (SAD) and Multiple Ascending Dose
study of a Phase 1 clinical trial.

{6030} Figure 9A shows a lowering of HTT mBNA in whole blood taken from healthy volunteers
in the SAL cohort where splicing was evaluated 24 hours after they were administerad a cug day,
single dose of either placebo, 5 myg, 15 myg, 45 myg, 90 mg, or 135 mg of Compound 1.

j8051] Figure B shows the lowering of HTT mRMNA in whole Blood taken from healthy
volunteers in the MAD cobort dosed daily with either placebo, 15 mg or 3¢ mg of Compound 1
for 14 days. HTT splicing was then evaluated by RT-PCR 6 hours after adminstration of
Compound 1 on day 14

{00521 Figure 10 shows how decay rates can be modeled to predict drug-dependent decrease o

mRNA and protein Concentration over time,

{B053] Figure 11 shows graphs that model the rate of HTT mRNA (Figure 11A) and HTT protein

{Figure 118} decay based on their half-lives and then predicted the time to reach steady state after
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Compound 1 treatment at 30 mig daily dose. For HTT mRNA the half-iife ts estimated to be about
24 hours. HTT mRNA in Figure 1A reaches steady state after approximately 5 days. For HTT
protetn, the hatf-life is estimated to be S-7 days and consequently HTT protein steady siate levels

should take about & weeks from the beginning of treatment.

{8054} Figure 12 compares the trajectory of HTT mRBNA (Figure 12A) and protein (Figure 12B)
fowering seen in Muliiple Ascending Dose Study with those values predicied from the half-life of

HTT mRNA and protein as shown in Figure 11

{6083} Figure 13 shows that Compound 1 crosses the Blood Brain Barrier in non-hurnan primates

{(Figure 13A} and tn humans (Figure 138}

{00586} Figure 14 is a plot of Y% of baseline of H77 RNA measured over time in whole blood of
human subjects administered a placebo or 2 single dose of 90 mg of Compound 1, as deseribed in
the Single Ascending Bose (SAD} study in Part 1 of Example 10, The results show that the H77

sphicing effect of Compound 1 is reversible and perssts for 72 hours post cessation of treatment,

{6087] Figure 15 18 a plot of % baseline of H7T RMA measured over tiroe in the whole blood of
human subject administered a placebo or 15 or 30 myp of Compound |, as described in the Multiple
Ascending Dose (MAD) study described in Part 2 of Example 10, H7T7T splicing was monitored

after the final dose at day 14, calculated as %% H77 remaining from baseline {pre-dose day ().

{6038] Figure 10 is a bar graph showing the huntingtin mBNA and protein levels in whole blood
from MAD cohort 2.3 (30 mg admirustered for 21 days with 100 mg loading dose (L3} for 2 days),
as described in Example 10, a3 a percent of baseline, after administration of vehicle or compound
1 %0 & human, 24 hours after the last dose. The results show H77T mRBRNA reduction reached steady

state. Longer dosing was requiired for HTT protein fevels to reach maximal steady state reduction.
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DETAILED DESCRIPTION OF THE INVENTION

{6059) tnless explained otherwise, all technical and scientific terms used herein have the same
meaning as commonly understood 1o one of ordinary skill 1o the ant to which this disclosure
belongs. Although methods and materials similar or equivalent to those described berein can be
used in the practice or testing of the present disclosure, the materials, methods, and examples are
ilfustrative only and oot intended to be Umiting. Other features of the disclosurs are apparent from

the following detailed description and the claims.

{0068} Titles or subtitles may be used in the specificanion for the sole convenience of the reader
but are not intended io influsnce the scope of the present disclosure or to fimit any aspect of the

disclosure to any subsection, subtitle, or paragraph.
1. Definitions

{8061} As used herein, the singular forms a7 “an,” and “the,” are intended fo include the plural

forms as well, unless the context clearly indicates otherwise.

{0062} As used herein and in the claims, the phrase “at least one,” in reference 1o a hist of one or
wore elemenis, should be vnderstood to mean at least one element selected from any one or more
of the elements in the list of elements, but not necessarity including at least one of each and
every element specifically Hsted within the st of elemends, and not excluding any combinations
of elements in the list of slements. This definition alse allows that elements may optionally be
present other than the elements specifically identified within the list of elements to which the
phrase “ai least one” refers, whether related or unrelaied to those elements specifically identified.
Thus, as a non-limiting example, “at least one of A and B” {or, equivalently, “at least one of A or
B, or, equivaiently “at least one of A and/or B} can refer, in one aspect, 1o at least one, optionally
including more than one, A, with no B present {and optionally including elements other than B
o another aspect, to at least one, optionally including wore than one, B, with no A present {and
optionally including elements other than AY, in yet another aspect, to at least one, optionally
inchuding more than ooe, A, and at least ove, optionally including roore than one, B {and optionally

including other elements); etc.

{6063] When the term “about” is used in conjunction with a numerical range, it modifies that range

by extending the boundaries above and below those numerical values. In general, the term “about”
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is used herein to modity a sumerical value above and below the stated value by a variance of 20%,
10%, 3%, or 1%. In certain aspects, the term “about” is used to modify a numerical value above
and below the stated value by a variance of 10%. In certain aspecis, the term “about” is used to
modify a numerical value above and below the stated value by a variance of 5%, In certain aspects,
the term “about” is used to modity a vumerical value above and below the stated value by a

variance of 1%

{60464} The terms “subject” or “patient” are used interchangeably to refer to an individual human
suffering from g disease described herein {(e.g Huntington’s Syndrome} that can be treated by

administration of a composition described herein.

{8065] When a range of values is listed herein, it 18 intended to encompass gach value and sub-
range within that range. For example, 13 ng” or a range of “I ng to § ng” i3 intended to
encompass 1 ng, 2 ng, 3 ng, 4 ng, 5u0g, -Zng, 1-3 ng, -4 ag, 1-5 ng, 2-3 ng, 2-4 ng, 2-5 ng, 3-4

ng, 3-5 ng, and 4-3 ng.

EEIRTR

{0066] It will be further undersiood that the terms “comprises,” “comprising,” “tncludes,” and/or
“including,” when used herein, specify the presence of stated features, integers, steps, operations,
elements, and/or components, but do not preclude the presence or addition of one or more other

features, integers, steps, operations, elements, components, and/or groups thereof.

{6067] The terms “treat,” “treatment,” “treating” refer to therapeutio treafments, wherein the
object is to reverse, alleviate, ameliorate, inhibit, stow down or stop the progression of severity of

1

a disorder. The termn “ireating” includes, in the alternative, the term "ameliorating,” which refers
io reducing or alleviating at least one adverse effect or symptom of a condition, disease or disorder.

1

Treatment is generally “effective” If one or more symptoms or clinical markers are reduced.
Alternatively, treatment s “effective” if the progression of a disorder is slowed, reduced or halied.
That is, “treatment” includes not fust the improvement of sympioms of markers, but also a
cessation of, or at least slowing of, progress or worsening of symptoms compared to what would
be expected 1o the absence of treatment. Beneficial or destred clintcal resulis include, but are not
timited to, alieviation of one or more symptom{s), diminishment of extent of disease, stabilized

{i.e., not worsening) state of disease, delay or slowing of disease progression, amelioration or

palliation of the disease state, remission {whether partial or total}, and/or decreased mortality,
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whether detectable or undetectable. The term “treatment” of a disease also inchudes providing

relief from the symptoms or side-etfects of the disease (including palliative treatment).

{8068} The term “excipient” as used herein means any substance, not iiself a therapeutic agent,
used as a carier or vehicle for delivery of a therapeuiic agent to a subject or added to a
pharmaceutical composition 1o improve its handling or storage properties or to permit or facilitate
formation of the dose unit of the composition into a discrete article, such as a capsule or tablet
suttable for oral administration. Excipients include, by way of illustration and not limitation,
difuents, disintegrants, binding agents, adhesives, surfactants, iubricants, glidants, surface
modifying agents, substances added to mask or counteract a disagreeable taste or odor, flavors,

dyes, fragrances, and substances added to improve the appesrance of the composition.

{0369] The terms "HD' or "Huntington's disease”, as used berein, refer 1o the neurodegenerative
disorder, characterized by motor, cognitive, psychiatric and functional capacity decling, and

caused by CAG repeat expansions in the huntingtin gene.

§087¢] The term “indragrannlar” as used herein refers to ngredients that are incorporated into &
formulation prior to granulation, 1.e. ingredients that are focated internally in or part of the granule
structure.

{6071} The term “extragranular” as used herein, refers to ingredients that are incorporaied tnto a

formulation after granulation, 1.¢. ingredients that are located externally to the granule structure.

{6072} The terros “adrminister” o “admunistration” a3 used herewn, refer o the act of physically

delivering a substance as it exists outside the body inte a subject.

§0873] The terms "manifest HD" or "manifest Huntingion's disease”, as used herein, refer to
having diagoosis of HD as clinically established {e.g on the basis of confiroed faraly hstory or
positive genetic test {confirmation of CAG repeat expansion 236, and onset of motor disturbances
[diagnostic confidence score (DCS) of 4, as defined by the Unified Huntington Rating Scale
(UHDRS) total motor score (TM3)] In one aspect, the term "manifest HD" or “manifest
Huntington's disease”, as used herein, refers to a patisnt having disgnosis of HD as clinically

established [e.g. on the hasis of confirmed family history or positive genetic test {contirmation of
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confidence score {(I3US) of 4, as defined by the Unified Huntington Rating Scale (UHDRS) total

mator score {TMS}].

{8074] The terms "pre-mantfest HD' or "pre-manifest Huntington's disease”, as nsed herein, refer
to having genetic diagnosis of HE [e.g. on the basis oft positive genetic test {confirmation of CAG
repeat expansion 2403 without onset of motor disturbances as clinically stablished, for example,
as assessed according to standard scales, such as, clinical scales [e.g. on the basis of a diagnostic
confidence score (B3US) of <04, as defined by the Unified Huntington Rating Scale {UHDRS) total
motor seore {TMS)L In one aspect, term "pre-mantfest HD" or "pre-manifest Huntington's
disease”, as used berein, refers to a patient having genetic diagnosis of HD [e.g. on the baais of
positive genetic test {confirmation of CAG repeat expansion 2403] without cuset of motor
disturbances as clinically stablished, for example, as assessed according to standard scales, such
as, clinical scales {e.g. on the basis of & diagoostic confidence score (DUS) of <4, a3 defined by

the Unified Huntington Rating Scale (UHDRS) total motor score {(TME}

{6075] The terms "slowing progression of HD', "slowing progression of Huntington's disease”,
“to slow the progression of HD' or "o slow the progression of Huotington's disease”, as used
herein, refer {0, one or more treatment etfects selected from reducing the rate of Huntington's
disease progression {e.g. reducing the rate of progression between stages of Huntington's disease);
delaying the onset of Huntington's disease, defaying the onset of sympioms associated with
Huntington's disease; reducing the rate of progression {e.g. reducing the annual rate of decling) of
sympioms {e.g. one oF wore symptoms) associated with Huntington's disease; or reducing the rate
of progression of Huntington's disease pathophysiology (e.g treatment effects compared to
placebo or comparsd to natural history control group: e.g. according to standard scales, such as

clinical scales, herein above or below, or according to neuroimaging measuregs).

{3076} The term "rate of progression”, as used herein, refers, for example, to the annual rate of
change {e.g. decline} or the rate of change {e.g decline) per vear, for example as assessed

according to standard scales, such as chimecal scales, or according to neurcimaging measures.
{8077 The term “reducing”, as used herein, refers to e.g. 5%, 10%, 20%, 30%, 40%, 50%, 60%
or 70% reduction, for example, per year of treatment,

{6078} The term "delaying”, as used hersin, refers to delay forat least g 051, 2,3, 4,5, 6, 7,

3,9,10, 11,12, 13, 14 or 15 years.

bl
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{379] The terms “slowing progression of HD", "slowing progression of Huntington's disease”,
“to slow the progression of HD" or "o slow the progression of Huntington's disease”, as used
herein, refer to delaving the onset of Huntinglon's disease, g increasing time for the onset of
Huntington's disease as definad herein. In another aspect, the terms refer 1o reducing the rate of
progression between stages of Huntington's disease, for exarple, reducing the rate of progression
from an initial stage of HE into a more advanced stage of HD, as assessed, for example, compared
to placebo, according o standard scales, such as clinical scales [e g according to the UHDRS iotal
functioonal capacity (TFC) scale, for example, in Newrology, 1979, 29, 1231 In ancther aspect, it
refers to reducing the rate of progression from stage 1 of HID into stage 2 of HD (e g compared 1o
placebol. In ancther aspect, the terms refer fo reducing the rate of progression from stage 2 of HD2
into stage 3 of HE {e.g. compared 1o placebo}. In another aspect, the terms refer to reducing the
rate of progression from stage 3 of HD into stage 4 of HI¥ (e g compared to placebo). In another
aspect, the terms refer to reducing the rate of progression from stage 4 of HE into stage 5 of HD
{e.g. compared to placebo). In another aspect, the terms refer to reducing the rate of progression
from early HD into middle stage HD (e g compared to placebo). In another aspect, the terms refer
to reducing the rate of progression from middle stage HD into advanced HD {e.g compared to

placebo).

{0080} The term “reducing the rate of progression”, as used herein, refers, for example, to

increasing time for progression of stage of HI {e.g. compared {0 placebo}.

{6081} The terms "slowing progression of HE', "slowing progression of Huntingion's disease”,
“to slow the progression of HID or "to slow the progression of Huntington's disease”, as used
herein, refer to delaying the onset of Hontinglon's disease {e.g. increasing time for the onset of
Huntington's disease as defined hersin} by at least 25% (e.g. by 25% or more, such as from 25%

0 S0%).
j8082] The tero "ouset of Huntington's disease”, as used herein, refers to clinical dlagnosis of HD
as generally established [2.g onset of motor disturbances based on diagnostic confidence score

(DCS) of 4, as defined by the Unified Huntington Rating Scale (UHDRS) total motor score

{0083} The terms “slowing progression of HD', "slowing progression of Huntington's disease”,

"o slow the progression of HIY or "to slow the progression of Huntington's disease”, as used
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herein, refer to delaving the onset of symptoms associated with Huntingion's disease, eg.
increasing tirne for the onset of one or more syraptom assoctated with Huntington's disease
selecied from decline of motor function associated with Huntington's disease, cognitive decling
associated with Huntington's disease, psychiatric dechine associated with Huntington's disease and
decline of functional capacity associated with Huntington's disease, a3 defined herein. In another
aspact, the terms refer to reducing the rate of progression of one of more symptom associated with
Huntington's disease selected from dechine of motor function associated with Hontington's disease,
cognitive decling associated with Huotington's disease, psychiatrie decling associated with
Huntington's disease and decline of functional capacity associated with Huntington's disease, as
defined hersin. The term "reducing the rate of | as used berein, refers, for example, to increasing
time for onset of increasing time for a rise of severity {(e.g. compared to placebol. In another aspect,
the terms "slowing progression of HDY, "slowing progression of Huntington's disease”, "to slow
the progression of HD" or "to slow the progression of Huntington's dissase”, as used herein, refer
o reducing the rate of progression of pre-manifest HE oto manifest HD [T e delaying the onset
of manifest HD, e.g. compared 1o placebo; .g. as assessed by a diagnostic confidence score (DUS)

of 4, as defined by the Unified Huntington Rating Scale (UHDRS) total motor score {TMS)1

{8084] The terrus "slowing progression of HDY, "slowing progression of Huntington's disease”,
“to slow the progression of HDY or "o slow the progression of Huntington's disease”, as used

herein, refer to slowing the progression of Huntington's disease pathaphysiology.
> g g ] D

{6085] The term "slowing the progression of Huntington's discase pathophysiclogy”, as used
herein, refers to reducing the rate of progression of Huntington's disease pathophysiology, for
example, a3 assessed by magnetic resonance imaging (MRI) {e.g. by neurcimaging measures, such
as in Lamcer Newral 2013, 12 (7}, 637-649]. For example, it refers to reducing the rate {e.g.
reducing the annual rate, for example, versus placebo) of brain {e.g. whole brato, candate, striatum
or cortex) volume loss {e.g. % from bassline volume) associated with Huntington's disease {e.g.
as assessed by MRI}

{6086} The term "motor function”, as used berein, refers to motor features of HD comprising, for
example, one or more selected from the group consisting of ccular motor function, dysarthria,

choresa, postural stability and gait.
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{087] The term "decling of motor function”, as used herein, refers to decreased motor function
{e.g. from normal motor function or from previous clirie visit). Decline of motor function may be
assesaed, for example, according o standard scales, such as clinical scales {e.g. UHDRS motor
assessment scale, as measured by the UHDRS Total Motors Score; e.g. in Movement Disorders,

1996, 11, 136-142).

{0838] The terms "slowing the decline of motor fimction” or "o slow the decling of motor
function”, as used herein, refer to reducing the rate of decline of motor function {e.g. compared to
placebo; e.g. reductionin the annual rate of dechine of motor function, for exaruple, versus placebo,

2.g. as assessed by the UHDRS Total Motors Score).

{6089} The term "reducing the rate”, as used herein, refers to increasing time for onset or
increasing tivoe for a rise of severity {e.g. compared 1o placebo; e.g. reduction in the annual rate of

decling, for example, versus placebo)

{6090} The term “cognitive decling”, as used herein, refers to decreased cognitive abilities {e. g
from pormal cognition function or from previous clinie visit). In one aspect, the term refers to, for
example, decline of one or more cognition functions selected from the group consisting of
attention, processing speed, visuospatial processing, tining, emotion processing, memory, verbal
fluency, psychomaotor function, and executive function. Cognitive decline may be assessed, for
example, according to standard scales, such as clindeal scales [e.g. as assessed by the Symbol Digit
Maodalities Test, the Stroop Word Reading Test, the Montreal Cognitive Assessment or the HD
Cognitive Assessment Battery {comprising the Symbol Digit Modalities Test, Trai Making Test
B, Ouoe Touch Stockings, Paced Tapping, Emotion Recognition Test, Hopking Verbal Learning

Test), .z in Movement Disorders, 2014, 29 (10), 1281-12388).

{8091} The terms "slowing cognitive decline” or "o slow cognitive decline”, as used heretn, refer
1o reducing the rate of cognitive decline {(e.g. compared 1o placebe; g reduction in the annual
rate of cognitive decline versus placebo; e.g. as assessed by the Symbol Digit Modalities Test, by
the Stroop Word Readiog Test, by the Montreal Cognitive Assessmient or by the HD Cognitive
Assessment Baitery). The term "reducing the rate”, as used heretn, refers to increasing time for
onset of increasing tinme for 3 rise of severity {e.g. compared to placebo; & g reduction in the annual

rate of decline, for example, versus placebo).
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{092] The term "peychiairic decline”, as used berein, refers to decreased peychiatric functicn {e.g.
from normal psychiatric function or from previous clinic visit). In one aspect, the term refers to,
for example, one or more paychiatric functions selected from the group counsisting of apathy,
anxigty, depression obsessive compulsive behavior, sutcidal thoughts, irritability and agitation.
Paychiatric decline may be assessed, for example, according to standard scales, such as clinical
scales {2.g. as assessed by the Apathy Evaluation Scale or by the Hospital Anxiety and Depression
Seale; e.g. in Movement Disorders, 2016, 31 {10}, 1466-1478, Moversent Disorders, 2013, 30

(14), 1954-1960).

{8093} The terms "slowing psychiatric decline” or "o slow psychiatric decline”, as used herein,
refer 1o reducing the rate of psychiatric decline {e.g compared to placebo; e.g reduction in the
annual rate of psychiatric decline versus placebo; e.¢. as assessed by the Apathy Evaluation Scale
or by the Hospital Anxiety and Depression Scale). The termn "reducing the rate”, as used herein,
refers o jncreasing tme for onset or increasing ime for a rise of severily (e.g. compared to

placebo; e.g reduction in the annual rate of dechine, for example, versus placebo).

j8094] The term "functional capacity”, as used herein, refers, for example, to the ability 1o work,
handle financial affairs, manage domestic chores, perform activities of daily living, and level of
care needed. Functional capacity comprises, for example, ong or more selected from the group
consisiing of capacity to work, capacity to handle financial affairs, capaciiy to manage domestic

chores, capacity to perform gotivities of daily living, and level of care needed.

{6895} The torm "decline of functions! capacity”, as used berein, refors {0 decreased functional
capacity {e.g. from normal functional capacity or from previous clinic visit). Decline of functional
capacity may be assessed, for example, according o standard scales, such as clinical scales (e g
UHDRS functional assessment seale and independence scale, and UHDRS Total Functional

Capacity Scale e.g. in Movement Disorders, 1996, 11, 136-142).

j80%8] The terms "slowing the decline of functional capacity” or "to slow the decline of functional
capacity”, as used herein, refer to reducing the rate of decline of functional capacity {e.g. compared
to placebo; e.g. reduction in the annual rate of decline of functional capacity versus placebo;, e g
as assessed by the UHDRS functional assessment scale and independence scale or by the UHDRS

Total Functional Capacity Scale). The term "reducing the rate”, as used herein, refers to increasing
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time for onset or increasing time for a tise of severity {e.g. compared to placebe; e . reduction in

the annual rate of decline, for example, versus placebo).

{6097} The term "decline”, as used herein, rvefors, for example, to worsening over time {eg
annually or per vear} of a condition or of a particular feature of 2 condition, for example aa asaessad

according to standard scales, such as clincal scales.

{6098] The terms "Unified Huntington Disease Rating Scale” or "UHDRS" as used herein, refer
to the chinical rating scale developead by the Huntington Study Group {e.g. in Movement Disorders,
1996, 11, 136-142, which is incorporated fully herein by reference), which assesses domains of
clinical performance and capacity in HD. The UHBRS comprises rating scales for motor function,
cognitive function and functional capacity. It vields scores assessing primary features of HD (e g

motor and cognitivel and overall functional impact of these features.

{6099 The term "cHDRE" refers to the composite Unified Huntington Disease Rating Seale,
which provides composite measure of motor, cognitive and global functioning (e g in Nesnrology,

2017, 89, 2495-2502}.

3106] The terms "HID stage 1%, "HID stage 1", "Huntington's disease stage 1%, "Huntington's
3 Lo ) k b L <o

oy

isease stage 1, "stage 1 of Huntington's disease”™ or “stage 1 of Huntington's disease”, as used
herein, refer to a disease stage of HID as clinically stablished {e 2. as assessed according to standard
scales, for example, clinical scales, such as on the basis of the UHDRS total functional capacity
{(TFCY scale, wheretn the TFC acore s from 11 1o 131 At HI¥ stage 1, typically, the patient has
been clinically diagnosed with BD, is fully functional at home and at work and maintains
independence as regards functional capacities) typieally G to § years from onset of Hustington's

disease.

{6101] The terms "HD stage 2", "HD stage H", "Huntington's disease stage 27, "Huntington's
disease stage 1) "stage 2 of Huntington's disease” or "stage I of Huntington's disease”, a3 nsed
herein, refer to a disease stage of B as clinically stablished [e g as assessed according to standard
scales, for example, chinical scales, such as oo the basis of the UHDRS total functional capacity
{TFC} scale, wherein the TFC score is from 7 to 101 At HD stage 2, typically, the patient is still
functioval at work, however at lower capacity, 1s mostly able to carry out daily activities, despite
some difficulties, and usually reguires ounly slight assistance; typically 3 10 13 vears from onset of

Huntington's disease.
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{102] The terms "HEP stage 3", "HD stage HI", "Huntington's disease stage 37, "Huntington's
disease stage HI", "stage 3 of Huntington's disease” or "stage Il of Huntingion's disease”, as used
herein, refer to a disease siage of HD as clinfeally stablished [e.g. as assessed according to standard
scales, for exampie, clinical scales, such as on the basis of the UUHDRS total functional capacity
{TFC) scale, wherein the TFC score is from 4 1o 6] At HD stage 3, typically, the patient can no
fonger conduct work or manage household chores, requires substantial help for daily financial
affaire, domestic responsibilities, and activities of daily living; typically 5 1o 16 years from onset

of Huntington's disease.

{0163} The terms "HD stage 4, "HD stage IV", "Huniington's disease stage 4", "Huntington's
discase siage 1V", "stage 4 of Huntington's disease” or "stage IV of Huntington's discase”, as used
herein, refer 1o a disease stage of HE¥ as clinically stablished {2 g, as assessed according to standard
scales, for example, clinical scales, such as on the basis of the UHDRS total functional capacity
{THC) acale, wheretn the TFC acore is from 1 10 3] At HID siage 4, typically, the patient is not
independent, but still can reside at home with help from either family or professionals, however,
requiring substantial assistance o financial affairs, domestic chores, and most activities of daily

fiving; typically 9 to 21 years from onsat of Huntingfon's disease.

{0104] The terms "HD stage 5", "HD stage V7, "Huntington's disease stage 5", "Huntington's
disease stage V", "stage S of Huntington's disease” or "stage V of Huntington's disease”, a3 used
herein, refer to a disease stage of HD as clinically stablished [e g as assessed according to standard
scales, for example, clinical acales, such as on the basis of the UHDRS total functional capacity
{TFC} scale, wherein the TFC score is 0] At HD stage 5, typically, the patient nesds total support
o daily activities from professional nursing care, typically 11 to 26 years from onset of

Huntington's dissase.

[0195] The terms "early HD', "early Huntington's disease”, "early stage of HD" or "early stage of
Huntington's disease”, as used herein, vefer to s disease stage of HI, wherein the patient is largely
functional and may continue to work and live independently, despite suffering from, for example,
one or more selecied from the group consisting of minor involuotary movements, subie loss of
coordination and difficulty thinking through complex problems. tn another aspect, the terms "early
HD", "early Huntington's disease”, "early stage of HD" or "early stage of Huntington's disease”,

refer to "HID stage 27, as defined herein.
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{6196] The terms "moderate HEY', "moderate Huntington's dsease”, "moderate stage of HDY,
“moderate stage of Huntington's disease”, "middle stage HDYY, "middle stage Huntington's
disease”, "middie stage of HD" or "middie stage of Huntington's disease”, as used herein, refer to
a disease stage of HD, wherein the patient may nc be able to work, manage own finances or
perform own household chores, but will be able to eat, dress, and attend to personal bygiene with
assistance. Typically, at this stage, for example, chores may be prominent, as well as problems
with swallowing, balance, falls, weight loss, avd problers solving. In another aspect, the terms
“moderate HIX', "moderate Huntington's disease”, "moderate stage of H", "moderate stage of

7

Huntington's disease”, "nudidle stage HDY", "middle stage Huntington's disease”, "nuddle stage of

HD"™ or "middle stage of Huntinglon's disease” vefer to "HID stage 3", as defined heretn.

{6187} The terms "advanced HDY', "advanced Huntington's disease”, "advanced stage of HDY,
“advanced stage of Huntington's disease”, "late HD" or "late Huntington's disease”, "late stage of
HIX or “late stage of Huntington's dissase”, as used herein, refer 1o a disease stage of HI, wherein
the patient requires assistance in all activities of daily living. Typically, at this stage, for example,
chorea may be severe, bul more often 1 is replaced by nigidity, dystonia, and bradvkinesia. In
ancther aspect, the terms "advanced HDY', "advanced Huntington's disease”, "advanced stage of
HIDY, "advanced stage of Huntington's disease”, "late HI" or "late Huntivgton's disease”, "late
stage of HDY or "late stage of Huntington's disease” refers to "HE stage 4" or "HD stage 3%, ag

defined herein,

{6193} The terms "juvenile HI3" or "juvenile Huntington's disease”, as used herein, refer to
diagnosis of HD as clinically stablished {2.g. on the basis of confirmed family history or positive
genetic test (.o confirmation of CAG repeat expansion 236 (SEQ D NO: 223 and onset of

symptoms by age< 21 years},

10199] The termas "puversle HD' or "juvenile Huntington's disease”, as used herein, refer 1o a
patient affected by HD {e.g ov the basis of: confirmed fanuly history or positive genetic test (l.e.
confirmation of CAG repeat expansion 2:36 {(SEQ D NO: 223} and who has onset of symptoms

by age< 21 vears.

{6118} The terms "pediatric HD" or "pediatric Huntington's disease”, as used herein, refer to a

patient affected by HI {ep. on the basis of confirmed tfamily history or positive genetic test (i.e.
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confirmation of CA{ repeat expansion 2:36 {SEQ 1D NG 22)) and clinteal disgnosist and who is

aged <13 years,

[8111] The terms "HD patient”, "Hoptington's disease patiemt”, "patient with Huntington's
disease” or "patient with HE" refer to 3 patient with HID, a8 defined herein.

>

"oty

{8112} The terms "treat” "treating” "treatment” or “"therapy”, as used herein, refer to obtaining
beneficial or desired resubts, for example, chincal results. Beneficial or desired results can include,
but are not limited to, stabilizing or improving progression of stage of HI3 {e.g. compared to
placebo). One aspect of the treatment is, for example, that said treatment should have & minimal
adverse effect on the patient, e.g the agent used should bave a high level of safety, for example

without producing adverse side effects. In another aspect, the term "method for the trestment”, as
used herein, refers 1o "method 1o treat”.

{6113} The terms "intermiitent dosing regimen” or "intermittent dosing achedule”, as used herein,
mean & dosing regiraen that comprises adnunistering Compound |, followed by a resting period.
For example, Compound 113 administered according to an intermittent dosing schedule of at least

two cveles, each oycle comprising () a dosing perind and thereafter (b} a resting perod.

i0114} As used herein, the term "resting peried” refers, in particular, 10 a period of time during
which the patient is not given Compound 1 {i.e, a period of time wherein the treaiment with
Compound | 15 withheld). For example, if Compound 1 is given on a daily basig, there would be
rest period if the daily administration te discontinued for some time, e.g., for some number of days,
or the plasma concentration of Compound 1 is maintained at sub-therapeutic level for some time
e.g., for some number of davs. The dosing period and/or the dose of Compound 1 can be the same
or different betwesn cycles. The total treatment time (i e, the number of cycles for treatment) may
also vary from patient to patient based, for example, on the particular patient being treated (e.g,

Stapge 1 HID patient).

{8115} in another aspect, an intermittent dosing schedule comprises at least two cyeles, gach cycle
comprising {a} a dosing period during which a therapeutically effective amount of Compound 113
administered to said patient and thereafter (b} a resting period. The terms “intermittent dosing
regioen” of "intermittent dosing schedule”, as used herein, refer to both a dosing regimen for
Compound 1 alone {i.e. wonotherapy} or a dosing regimen for administering Compound 1 in

combination with at least g further active ingredient (i e. combination therapy). In another aspect,
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the terms "intermittent dosing regimen” or "intermitient dosing schedule” refers to repeated on/oft
treatment, wheretn Compound 1 is administered at regular intervals in a periodic manner, for
example, once a day, every 2 days, every 3 days, every 4 days, once a week, or twice a week.

9

{8116} The term "once a day” or "once daily”™ or "OD" in the context of administering a drug nreans
herein administering one dose of a drug once each day, wherein the dose is, for example,

administersd on the same day of the week.

{6117} In one aspect, the terms "administering” or "administration of Compeound 1 once a day,” as
used herein, refer to the amount of Compound 1 in the fablet in 4 range of from 1 mg to 100 mg,

administered once a day,

{0118} in another aspect, the amount of Compound 1 in the tablet is in a range of from 1 mg to

200 mg, administered once a day.

j8189] In another aspect, the amount of Compound 1 1o the tablet is in a range of from L mg o

100 mg, administersd once a day.

{6120} In another aspect, the amount of Compound 1 in the tablet is selected from 1 mg, 5 mg,
10 mg, 15 mg, 20 mg, 25 mg, 30 mg, 35 myg, 40 mg, 45 mg, S0 mg, 55 mg, 60 mg, 05 mg, 70 mg,

75 mg, 80 mg, 85 mg, 0 me, 95 mp, 100 mg 165 me, 110 mg, 115 mg, 120 mg, 125 mg, 130 myg,

1353 mg, 140 mg, 145 g 130 mg, 155 myg, 160 mg, 165 mg, 170 mg. 175 wg, 180 mg, 185 mg,

D>

190 mg, 195 mg, and 200 myp, administered once a day.

{8121} In ancther aspect, the amount of Compound 1 in the tablet is selected from 1 mg, 5 mg,

W

10 mg, 15 mg, 20 mg, 25 mg, 30 mg, 35 myg, 30 mg, 60 mg, 65 mg, 70 mg, 75 mg, &0 mg, &85 mg,

90 mg, 95 mg, 100 mg, 110 mg, 120 mg, 135 mg, and 140 mg, administered once & day.

{3122} In another aspect, the amount of Compound 1 in the tablet is selected from I mg, 5 myg,
1 mg, 153 mg, 20 mg, 25 mg, 30 mg, 50 mg, 60 mg, 653 mg, 70 mg, 73 mg, 830 mg, 85 mg, 90 mg,
95 mg, 100 mg, 110 mg, 120 mg, 135 mg, and 140 myg, administered once a day.

{6123} In ancther aspect, the amount of Compound 1 in the tablet is selected from 1 myg, 5 mg,

10 mg, 15 mg, 20mg 25 mg, 30 mg, 30 mg, 60 myg, 65 mg, 70 mg, and 100 me, administered

once a day.
[8124] In another aspect, the anmount of Compound 1 in the tablet 15 selected from I mg, S mg,

10 mg, 20 mg, 30 mg, and 50 mg, adminisiered once a day.
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{:1258] In another aspect, the amount of Compound 1 in the tablet is selected from 1 mg, Smg,
Wmg, i5mg 20mg 25 mg, 30 mp 50 mg, 60 mg, 65 my, 70 mg, and 100 my, administered

By
once a day.
{8126} In another aspect, the amount of Compound 1 in the tablet is selected from T mg, S mg or

50 mg, admunistered once a day.

{127] In another aspect, the amouunt of Compound 1 in the tablet is selected from 5 mg or 50 mg,

administered once a day.

{6123} In ancther aspect, the amount of Compound 1 in the tablet 15 selected from § mg, 10 mg,

20 mig, and 30 mg, admimstered onee a day.

{81291 Io ancther aspect, the amount of Compound 1 i the tablet is selected from 5 mg, 10 mg,

and 20 myg, administered once a day.

{8138] The torm “once a week” or "once weekly” or "W in the context of administering
Compound 1 means herein administering one dose of Compound 1 once sach week, wherein the

dose s, for example, adnunistered on the same day cach week.

{8131} v one aspect, the terms "adroinistering” or "adoinistration of Compound 1 ooce a week,”
as used herein, refer to Compound 1 administered in an amount selected from a range of from
25 mgto 100 mg once a week, a range of from 25 myg to 200 mg once a week, and a range of from
50 mg to 200 mg once a week.

{6132} In another aspect, Compound 1 is administered in an amount selected from 35 myp once a

week, 70 rog once a week, and 140 g once a week

{0133} The torm “twice a week” or "twice weekly” or "BIW 0 the context of administering
Compound | means hersin administering one dose of Compound 1 twice sach week, wherein each
T

dose 1 administered ou separate days each week at regular intervals o a range of from 4810 72

hours,

{6134} In one aspect, the terms "administering” or "administration of Compound | twice a week,"
as used herein, refer to Compound 1 administered o an amount selected from a range of from
10 mg to 100 mg twice a week, a range of from 10 mg to 200 myg twice a week, and a range of

from 25 myg to 100 mg twice 3 week,
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{EL38] In another aspect, Compound 1 is administered in an amount selected from a range of from
10 mg to 20 mg twice a week, such as about 15 mg twice a week, g range of from 30 mg to 40 mg
twice a week, such as 35 mg twice a week, and a range of from 30 mg to 90 mg twice a week, such

as 70 mg twice a wesek,

{6136} The term “"about" in relation to a numerical value X means, for example, X £+ 15%,

inchiding ali the values within this range.

{8137} The terms "disease-modifying therapy” or disease-modifying treatment”, as used herein,
refer 1o a drug that can modity or change the course of a condition or a disorder or a disease (1.2, a

disease-moditying drug), such as HE, a3 defined herein.

{0138} The term "subject”, as used herein, refers to a mammalian organism, preferably a human

being (male or female).

{139] The term "patient”, as used herein, refers to a subiect who is diseased and would benefis

from the treatment.

{6140} The term "a subject in need of ") as used herein, refers to a treatment if such subject (patient)

would benefit biologically, wedically or in quality of life from such treatment.

{8141} The terms "a therapeutically effective amount™ or "an effective amount” of Compound 1,
as used herein, refer to an amount of Compound 1 that will elicit the biological or medical response
of a subiect. in ancther embodiment, the term refers to the amount of of Compound 1 that, when
administered to a subject, 15 effective to at least partially ameliorate a condition, or a disorder or a

dizease.
{81421 The term "oune or more” refers to etther one or a number above one {eg. 2, 3, 4, 5, ete. .
2. Compound

i0143] An active ingredient of the tablet compositions disclosed herein is 2-{3-{2,2,6,6-
tetramethylpiperidin-4-y-3H-{ 1,2, 3}irnazolof4, S-cipyridanin-6-vi}-S~+(2H-1,2 3-triaecl-2-
viphenol (Compound 1) or a pharmaceutically acceptable salt thereof. Compound 1 and a suitable

method of reaking it are disclosed in WOZ2020/003873 {compound 163 in that publication).

{6144] In one aspect, the amount of Corpound 1 in the tablet, by weight of the total weight of

the tablet, is selected from 5% o 309, 5% to 25%, 10% to 209, and 109%.
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{61458} In one aspect, the amount of Compound 1 in the tablet is in a range from 1 mg to 200 mg.
{6146} In another aspect, the amount of Compound 1 in the tablet is in a range from | mg to
100 g,

{81471 In avother aspect, the amount of Compound 1 in the tablet 15 selected from 1 mg, 5 mg,

10 mg, 15 mg, 20 mg, 25 mg, 30 myg, 35 myg, 40 mg, 45 mg, 50 mg, 55 mg, 60 mg, 65 mg, 70 myg,
75 mg, B0 mg, 85 myg, 90 ug, PS5 mg, 100 mg, 105 mg, 10 mg, 1S mg, 120 mg, 125 mg, 130 mg,
135 mg, 140 mg, 145 mp, 150 mg, 155 mg, 160 mg, 165 mg, 170 mg, 175 mg, 180 mg, 185 mg,

190 g, 195 mg, and 200 myg.

{6148} In avother aspect, the aount of Compound 1 in the tablet s selected from 1 mg, 3 mg,
10 mg, 15 meg, 20 mg, 25 mg, 30 myg, 35 myg, 30 myg, 60 mg, 65 mg, 70 me, 75 mg, 40 mg, &5 myg,
90 myg, 95 mg, 100 mg, 110 mg, 120 mg, 135 mg, and 140 mg.

{8142] In another aspect, the amount of Compound 1 in the tablet is selected from 1 mg, S mg,
10 mg, 15 mpg, 20 mg, 25 mg, 30 mg, 50 mg, 60 mg, 65 mg, 70 mp, 75 myg, 80 mg, 35 mg, 90 mg,
S mig, 100 mg, Homg, 120 mg, 135 mg, and 140 mg.

{8158 Io another aspect, the amount of Compound 1 in the tablet is selected from 1 mg, 5 mg,
10 mg, 15 mg, 20 mg, 25 mg, 30 mg, 50 mg, 66 mg, 65 myg 70 mg, and 100 mg.

{3151} In another aspect, the amount of Compound 1 in the tablet is selected from I mg, 5 myg,
18 mg, 20 mg, 30 mg, and 30 mg.

{6152} In another aspect, the amount of Compound 1 in the tablet is selected from 1 mg, 5 mg,
10 mg, 1S mg 20 mg, 25 mg, 30 mg, 50 mg, 60 mg, 65 mg, 70 myg, and 100 mg.

{0153} In avother aspect, the amount of Compound 1 in the tablet (s selected from 1 mg, 5 g,
10 mg, 20 mg, 30 mg, and 50 mg.

{6154} In ancther aspect, the amount of Compound 1 in the tablet is selected from 1 mg, Smg or
50 mg.

{155] In anotber aspect, the amount of Comwpound 1 in the tablet is selected from S mg or 530 mg.
{6156} In another aspect, the amount of Compound 1 in the tablet 15 selected from 5 mg, 10 mg,

20 mg, and 30 mg.
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{E187] In another aspect, the amount of Compound 1 in the tablet is selecied from S mg, 10 mg,

2 m
and 20 mg.

[8138] Tablets of Compound | can be made by direct compression, by admixing Compound 1
with excipients and compressing them 1o form a tablet. Tablets of Compound 1 can also be made
by other methods, including wet granulation or dry granulation. When granulation is used,
Compound 1 conld be an intergranuiar and/or extragranular ingredient of the tablet. In one aspect
of the present invention, Compound 1 18 an totragranular ingredient of the tablet. Compound |
cany be mixed with at least one intragranular excipient and wet or dry granulated to form an
intragramuiar blend used in making a tablet. In an aspect of the present invention, & tablet is made
by a process that wcludes mixing Compound 1 with at least one intragranular excipient and wet
cramulating the mixture 1o form an intragranular blend, mixing the intragrannlar blend with at least

one extragranular excipient, and compressing the resulting mixture to form a tablet,
3. Excipients

[0159] In one aspect, the tablets provided herein comprise excipients selected from the group
consisting of a diluent, a binder, a surfactant, a disintegrant, a glidant, and a lubricant. In the
aspects of the tablets provided herein, some excipients are only intragranular excipients or

extragranular excipients, while others are both intragranular and extragranular excipients.
a. Diluent

[0160] Diluents are excipients which are used for diluting formulation components such as
active ingredients and adjusting them to amounts appropriate to the formulation, and in some
cases, for imparting stability or improved moldability. Examples of diluents include sugars such
as lactose or glucose, sugar alcohols such as mannitol, xylitol, maltitol, sorbitol, isomalt and
crystalline cellulose. lactose, glucose, sucrose, fructose, maltose, trehalose. Microcrystalline
cellulose can also serve as a diluent in tablet formulations, and it is included as an intragranular
excipient in the tablets of the invention. However, the term “diluent” as used herein refers to
diluents other than microcrystalline cellulose.

{6161} In one aspect, the amount of microcrystaliine cellulose included as an intragranular
excipient in tablets of the present invention is selected from the group consisting of a range of from
about 1396 10 about 25%, and about 15% 1o about 20%, by weight of the iotal weight of the tablet.

o another aspect, the amournt of microcrystatline cellulose included as an intragranular excipiont
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in tablets of the present invention is about 20% by weight of the total weight of the tablet. In one
aspect, the diluent included as an intragranular excipient is present in a ratio of microcrystalline
cetuiose to diluent selected from the group consisting of a ratic in a range of from about 11
about 174, and about 1:1 10 about 1.2, In another aspect, the diluent included as an intragranuiar
exciptent is present in a ratio of about 1.2, In ope aspect, the arvount of diluent included as an
intragranuiar excipient is selected from the group consisting of a range of from about 15% 1o about
40%, and about 20% to about 40%, by weight of the total weight of the iablet. In another aspect,
the amount of diluent included as an intragranular excipient is about 40% by weight of the total
weight of the tablet. When the diluent is included as an exiragranular excipient, in ong aspect, i
is present in an amount selected from the group consisting of a range of from about 3% o about
25%, and about 10% to about 25%. by weight of the total weight of the tablet. When the diluent is
included a3 an extragranular excipient, in another aspect, it is present in an arnount of about 20%%

by weight of the total weight of the tabiet.
10162} In one embodiment, the diluent 15 a lactose, preferably lactose monchydrate.
b. Binder

(0163} Binders are classified as excipients which umport the stickiness for maintaining quality
after forming a fablet. The amount of binder in the tablets provided herein varies based upon, for
example, the type of binders (properties such as roolecular weight, solubility and viscosity), the
type and amouni of other excipients, the type and amaunt of the composite, and iis dosage form of

the formulation step (granulation method and tableting method)

{8164} Exaroples of binders that could be used wclude hydroxypropyl celiulose, hypromeliose,
methyl cellulose, hydroxyethyl cellulose, hvdroxyethyl methyleelluiose, hydroxvpropyl starch,
maize starch, peas starch, pregelatinized starch, acacia, tragacanth, modified gurus, gelatin, and

povidone.

{8165} In one aspect, povidone is included as an infragranular excipient a tablet of the invention,
and 1s present in an amount of 194 to about S%, alternatively, 1.5% to about 4%, alternatively about

2% to about 3%, alternatively about 2%, by weight of the total weight of the tablet.
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c. Disintegrant

{4166} Disintegrants are excipients which function to disintegrate a tablet by absorbing water after
administration, swelling, and thereby facilitating refease of the active ingredient. In an aspect of
the present tablet, a disintegrant is included as both an intragranular and as an extragramilar
excipient. In one aspect, the amount of disintegrant is selected from the group consisting of a
range of from about 1% to about 5%, about 1% to about 3%, and about 1.5% to about 2.5% by
weight of the total weight of the tablet in each of the intragranular and extragranular parts of the
tablet, In another aspect, the amount of disintegrant s about 2.5% by weight of the total weight

of the tablet in gach of the intragranular and extragramalar parts of the tablet.

{8167} Examples of suitable disintegrants include sodium starch glycolate, Crospovidone, cross-
Hoked alginic acid, crosslinked starch, crosslinked alginate sodinm, carmeliose, carmeliose
calcium, croscarmellose sodium, glycerin fatty acid ester, low-substituted sodium carboxymethyl
starch and partially pregelatinized starch.  In one embodimeni, the disintegrant is carmellose

sadium,
d. Surfactant

i0168] A surfactant is an excipient used to improve solubilization of the active agent. A surfactant
can be included as an intragranular and/or extragranular excipient. In one embodiment a surfactant

is included as an intragranular excipient and in ancther it is included as an extragranular excipient.

{0169] Non-limiting examples of surfactants that can be used include quaternary aromonium
compounds, for example dioctyl sedium sulfosuccinate, polyoxyethviene alklphenyl ethers, for
example nonoxynol 9, nonoxynol 10 and octoxynol 9, poloxamers {poloxvethylene and
polvoxypropylene block copolymers, such as Poloxamer 4073, polyoxyethyvlene faity acid
glycerides and oils, for example polyoxyethvlene (8), caprylic/capric mono- and diglyeerides,
polyogyethylens (353 castor oil and polvoxyethylene (40) hydrogenated castor ofl, polvethylene
alky! ethers, for example poloxyethvliene (20} cetostearyi ether, polyoxyethelene fatty acid esters,
for example polyoxyethylens (40} stearate, polvosvethylene sorbitan esters, for example
polysorbate 20 and polysorbate 80 {e.g. Tween 80}, propylene glveol fatty esters, for example
propylene glveol laurate, sodivm lauryl sulfate, fatty acids and salts thereof, for example oleic

acid, sodivm oleate and tristhanolamine oleats, glveeryl fatty acid esters, for example sorbitan
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monclanrate, sorbiian monooleate, sorbiian monopalmitate and sorbitan monostearate, tvloxapol,

and mixiures thereof

{8178} In one aspect, the amount of surfactant included in the tablet s suitably selected from the
group conststing of a range of from abowt §.5% to about 2%, and about 0.5% to about 1.5%. In

another aspect, the amount of surfactant included in the tablet 1s preferably about 1%.
{8171} The surfactant included n the present tablet is g poloxamer, preferably Poloxamer 407,
e. Lubricant

{6172] Lubricants are exciptenis that can be used to reduce friction between equipment and a
gramulated mixture during compression to form g tablet. Examples of suttable lubricants include,
sither individually or in combination, glyceryl behenate, glyceryt behaptate, sodium stearyl
fumarate, stearic acid and salts thereof, including magnesiom, calcium and sodivm stearates;
hydrogenated vegetable oils, colloidal silica; tale; waxes; borie acid, sodium benzoate, sodinm
acetate; sodinm fumarate; sodium chioride; Dl-leucine; polyethvlene glycol; sodium oleatg;
sodinm fauryl sulfate; and magnesium lauryt sulfate. When a Inbricant is used in the tablet of the

invention, it is preferably magnesium stearate.

{8173} In one aspect, lubricant is included as an extragranuiar excipient by weight of the fotal
weight of the tablet. In another aspect, the amount of lubricant included as an extragranulsr
excipient is selected from the group consisting of a rangs of fromy 0.5% to abowt 3%, and about 1%
to about 2% by weight of the total weight of the tablet. o another aspect, the aysount of hubricant
included as an extragranular excipient is about 1.5% by weight of the total weight of the tablet.

The lubricant 1s preferably magnesinm stearate.
f. Glidant

{6174] A glidant is an excipient used as an anti-adherent. Examples of glidanis include colloidal
stlicon dioxide, hydrated sodium sulfoaluminate and talc. In one aspect of the present tablet, a
ghdant is incladed as an extragranular excipient. When present, the ghidaot is present in an amount
selected from the group consisting of a range of trom about 0.25% 1o about 2%, and about 0.25%
i about 1%, by weight of the total weight of the {ablet. When present, the glidant is present in an

amount of about 0.5% by weight of the total weight of the tablet.
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g. Other Excipients

{6175} The tablet provided herein may contain various excipients other than the ones described
above. Examples of other excipients include, but are ot hnuted to solubility enhancers,

stabilizers, pH adjustors, coating agents and pigments.
4. Coating

{6176} The tablets of the invention are optionally coated with g film suitable for an immediate
release tablet, such as a Bl costing comprising polyvioyt aleohol and hydroxypropyl methyl

cetlulose.

5. Process of Making Tablet

{6177} In one aspect, the invention 18 a process for making a tablet of the invention, using wet
granuation. That is suitably done tn three stages according o the following steps:

Stape one (intragranular stage);

(a} Dissolving the povidone in water,

(b} Passing the remaining intragranular tngredients through a sieve, e.g. a #30 mesh,

(¢} Bleuding the sieved ingredients to form a gramulate,

{d} Wetiing the granulate with the povidone selution and blending until optimuny granules are

obtained,

{e3 Drying the optimum granules, preferably until a moisture content of about 2% 15 achieved,
{f} Passing the dried granules through a sieve of a particular size, e.g a #20 mesh sieve.

Niage two {extragranular stage}

{ay Passing all the extragranular excipients except for the lubricant {e g magnesium stearate)
through a sieve, e.g. a #20 mesh,

(b} Adding the steved extragranular excipionts to the milled granules from stage one and blending,
{¢} Sieving the lubricant, & g. using 3 #30 mesh sieve, and adding i1 10 the blend and blending

further,

Stage three {tableting)
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{6178} Compressing the blend from the final step of Siage two above into tablets using a tablet

press, and optionally coating each tablet with a film coating.
6. Tablet Characteristics

{6179] Tablets of Compound 1 of the present wvention preferably bhave all of the following

characteristics:

{6180} — Rapid disintegration when dissolved in 0.01 N HCl

{8181} - Good broavailability of Compound | when admirnistered 1o a subject
[B182] - Physical integriiy of the tablet, &.g. good friability, and strength.
{183] - Stability of Compound 1 tn the iablet

7. Use of Compound 1

{0184} The tablets of Compound 1 provided herein are usetul for treating or ameliorating

Huntington’s Disease.

[0185] In one aspect, treating or ameliorating Huntington’s Disease with Compound 1, or a
pharmaceutically acceptable salt thereof, as a disease-modifying therapy, results from the
production of an in-frame stop codon between exons 49 and 50 in the HTT mRNA transcript;
wherein, the resulting decrease in mRNA and reduction of wildtype and mutant HTT protein has
one or more of the following effects:

[0186] (1) slowed rate of decline in loss of motor function associated with Huntington's disease,
wherein the slowed rate of decline of motor function associated with Huntington's disease after
treatment with Compound 1 is shown by decrease in mRNA and reduction of wildtype and mutant
HTT protein or by comparison to placebo; wherein, motor function is selected from the group
consisting of ocular motor function, dysarthria, dystonia, chorea, postural stability and gait; and,
is assessed by using standard clinical scales, such as the UHDRS motor assessment scale (e.g. in
Movement Disorders, 1996, 11, 136-142);

[0187] (ii) slowed rate of cognitive decline associated with Huntington's disease, wherein the
slowed rate of cognitive decline associated with Huntington's disease after treatment with
Compound 1 is shown by decrease in mRNA and reduction of wildtype and mutant HTT protein

or by comparison to placebo; wherein, cognitive function is selected from the group consisting of
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attention, processing speed, visuospatial processing, timing, emotion processing, memory, verbal
fluency, psychomotor function, and executive function; and, is assessed by using standard clinical
scales, such as the Symbol Digit Modalities Test, the Stroop Word Reading Test, the Montreal
Cognitive Assessment or the HD Cognitive Assessment Battery (comprising the Symbol Digit
Modalities Test, Trail Making Test B, One Touch Stockings, Paced Tapping, Emotion Recognition
Test, Hopkins Verbal Learning Test); e.g. in Movement Disorders, 2014, 29 (10), 1281-1288];
[0188] (iii) slowed rate of psychiatric decline associated with Huntington's disease, wherein the
slowed rate of psychiatric decline associated with Huntington's disease after treatment with
Compound 1 is shown by decrease in mRNA and reduction of wildtype and mutant HTT protein
or by comparison to placebo; wherein, psychiatric decline is selected from the group consisting of
apathy, anxiety, depression, obsessive compulsive behavior, suicidal thoughts, irritability and
agitation; and, is assessed by using standard clinical scales, such as the Apathy Evaluation Scale
or by the Hospital Anxiety and Depression Scale; e.g. in Movement Disorders, 2016, 31 (10),
1466-1478, Movement Disorders, 2015, 30 (14), 1954-1960];

[0189] (iv) slowed rate of decline of functional capacity associated with Huntington's disease,
wherein the slowed rate of decline of functional capacity associated with Huntington's disease after
treatment with Compound 1 is shown by decrease in mRNA and reduction of wildtype and mutant
HTT protein or by comparison to placebo; wherein, functional capacity is selected from the group
consisting of capacity to work, capacity to handle financial affairs, capacity to manage domestic
chores, capacity to perform activities of daily living, and level of care needed; and, is assessed by
using standard clinical scales, such as the UHDRS Total Functional Capacity, Functional
Assessment and Independence scales (e.g. in Movement Disorders, 1996, 11, 136-142);

[0190] (v) slowed progression of Huntington's disease pathophysiology, wherein the slowed
progression of Huntington's disease pathophysiology associated with Huntington's disease [e.g.
reducing the rate of brain (e.g. whole brain, caudate, striatum or cortex) volume loss (e.g. % from
baseline volume)] after treatment with Compound 1 is shown by decrease in mRNA and reduction
of wildtype and mutant HTT protein or by comparison to placebo, and assessed using standard
techniques, such as MRI (e.g. by neuroimaging measures)(see, .e.g. Lancet Neural. 2013, 12 (7),
637-649);

[0191] (vi) slowed onset of Huntington's disease or the onset of symptoms associated with

Huntington's disease, wherein the slowed onset of Huntington's disease or the onset of symptoms
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associated with Huntington's disease after treatment with Compound 1 is shown by decrease in
mRNA and reduction of wildtype and mutant HTT protein or by comparison to placebo, and
assessed by using standard clinical scales, such as the Huntington's Disease Health-related Quality
of Life questionnaire (HDQoL) (e.g. in Movement Disorders, 2018, 33 (5), 742-749); or,

[0192] (vii) reduced decline in quality of life associated with Huntington's disease, wherein the
slowed onset of Huntington's disease or the onset of symptoms associated with Huntington's
disease after treatment with Compound 1 is shown by decrease in mRNA and reduction of wildtype
and mutant HTT protein or by comparison to placebo, and is assessed by using standard clinical
scales, such as the Huntington's Disease Health-related Quality of Life questionnaire (HDQoL)
(e.g. in Movement Disorders, 2018, 33 (5), 742-749).

[0193] In another aspect, treating or ameliorating Huntington’s Disease with Compound 1, or a
pharmaceutically acceptable salt thereof, has one or more of the following effects: (i) a favorable
therapeutic profile, such as a favorable safety profile or metabolic profile; or, (ii) a favorable oftf-
target effect profile, such as a favorable psychiatric adverse event profile, a favorable toxicity (e.g.
genotoxicity) or cardiovascular adverse event (e.g. blood pressure, heart rate, electrocardiography

parameters) profile.

{8194} Iv one aspect, a patient in need thereot is orally adimdrustered a tablet of the nvention,

containing a therapsutically effective amount of Compound 1.

{0185} In another aspect, the tablet contains the therapeutically effective amount in a range of from

1 1ug to 200 rog of Compound 1.

{6196} In another aspect, the tablet contains the therapeuntically effective amount in arange of from

L myg te 100 mg of Compound 1.

{6197} In ancther aspect, the tablet contains the therapeutically effective amount selected from
I mg, 5mg, mg, 15mg 20mg, 25 mg, 30 mg, 35 mg, 40 mg, 45 mg, 50 mg, 55 mg, 00 mg,
65 mg, 70 mg, 75 mg, 80 myg, 85 mg, 90 mg, 93 mg, 100 mg, 105 mg, 110 mg, 115 mg, 120 mg
125 mg, 130 mg, 135 mg, 140 mg, 145 mg, 150 mg, 155 mg, 160 mg, 165 mg, 170 mg, 175 mg,
180 mg, 185 mg, 190 mg, 195 mg, and 200 mg.

{6198} In ancther aspect, the tablet containg the therapeutically effective amount selected from
I mg, 5mg, mg, 15mg 20mg, 25 mg, 30 mg, 35 mg, 30 mg, 60 mg, 65 mg, 70 mg, 75 mg,

80 mg, 85 mg, 90 mg, 95 mg, 100 mg, 110 mg, 120 mg, 135 mg, and 140 mg.
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{:199] In anocther aspect, the tablet contains the therapeutically effective amount selected from
Pmg, Smg, 10mg, 1Smyg 20 mg, 23 mg, 30 mg, 50mg, 60 myg, 5 mg, 70 mg, 75 mg, 80 mg,

BS mg, 90 mg, 95 mg, 100 mg, 110 mg, 120 mg, 135 myg, and 140 mg,

{8208 In another aspect, the tablet contains the therapeuiically effective amount selected from

I mg, 5mg, 10mg, 15 mg, 20 myg, 25 myg, 30 myg, 50 mg, 60 mg, 65 mg, 70 mg, and 100 mg.

(02811 In another aspect, the tablet contains the therapeutically effective amount selected from
1 mg, 5 mg, 10 mg, 20 mg, 30 mg, and 50 mg.
{6202} In ancther aspect, the tablet contains the therapeutically effective amount selected from

, 65 mg, 70 mg, and 100 mg.

Pog Smg, 10 mg, 153 mg, 20 mg, 25 mg, 30 mg, S0 mg, 60 g

{6203} In ancther aspect, the tablet contains the therapeutically effective amount selected from 1

s

mg, 5 mg or 50 mg

&

{8204} In another aspect, the tablet contains the therapeutically effective amount selected from §

mg or 50 mg.

{6205} In ancther aspect, the tablet containg the therapeutically effective amount selected from

S mg, 10 mg, 20 mg, and 30 mg.

{0206} In another aspect, the tablet contaings the therapeutically effective amount selected from

S mg, 10 mg, and 20 mg.

16287} In one aspect, a patient in need thereof 18 orally administered a tablet of the invention,

coniaining a therapeutically effective amount of Compound 1, administered once a day.

{6208} In ancther aspect, the tablet contains the therapeutically effective amount in a range of from

I mg to 200 mg of Compound 1, adnunistered onee a day.

{62089} In another aspect, the tablet contains the therapeutically effective amount o avange of from

I mgto 100 mg of Compound 1, administerad once a day.

{3210} In another aspect, the tablet contains the therapeutically effective amount selected from
Tg, dmg, W0 wmg 1dmg 20 mg 25 mg, 30mg, 35 mg 40 mg, 45 mg, SO mg, 55 mg, 60 mg.
65 mg, 70 mg, 75 me, 30 mg, 85 mg, Y0 mpg, 95 mg, 180 mg, 105 mg, 110 mg, 115 mg, 120 mg,
125 mg, 130 mg, 135 mg, 140 mg, 145 mg, 150 mg, 155 mg, 160 mg, 165 mg, 170 mg, 1753 mg,

180 myg, 185 mg, 190 myg, 195 my, and 200 mg, administered once a day.
£, & # # ¥ :



WO 2022/104058 PCT/US2021/059139

-34-
{8231} In anocther aspect, the tablet contains the therapeutically effective amount selected from
Pmg, Smg, 10mg, 1Smyg 20 mg, 23 mg, 30 mg, 35 mg, 30 mg 0 mg 65 mg, 70 mg, 75 mg,
B0 mg, 85 mg, 90 myg, 95 myg, 100 mg, 110 mg, 120 mg, 135 myg, and 140 mg, administered once

a day.

{8212} In another aspect, the tablet contains the therapeutically effective amount selected from
Tmg, Sme, 18 meg 15mg Z0me, 23 mg, 30 meg, S0mg, 00mg, 65 mg, 70 mg, 75 mg, 80 mg,
&5 myg, 90 my 95 myg, 100 mg, 110 mg, 120 myg, 135 mg, and 140 mg, administered once a day.
{6213} In ancther aspect, the tablet containg the therapeutically effective amount selected from
Tmeg, Smg, 10mg, 15 mg, 20 mg, 25 mg, 30 mg, 50 mg, 60 mg, 65 mg, 70 mg, and 100 mg,
administered once a day.

{0284} In another aspect, the tablet contains the therapeutically effective amount selected from

1rag, 5 mg, 10 mg, 20 mg, 30 mg, and 50 mg, administered once a day.

fe>]

{6215} In ancther aspect, the tablet contains the therapeutically effective amount selected from
Pog, Smg, 10mg 15mwg, 20mg 2Smg, 30mg, 30mg, 60 mg 65 mg 70 mg, and 100 g,

administered once a day.

i0214] In ancther aspect, the tablet contains the therapeutically effective amount selected from 1

mg, 3 mg or 30 mg, adimiristered once a day.

{8237} In another aspect, the tablet contains the therapeutically effective amount selected from §

mg ot 50 mg, admintstered once a day.

{8218] v another aspect, the tablet contains the therapeutically effective arvount selected from

S me, 10 mg, 20 mge, and 30 mg, administered once a day.

{0219} In another aspect, the tablet contains the therapeusically effective amount selected from

3 mg, 10 mg, and 20 mg, adnunistered once a day.

[0220] In another aspect, the tablet contains the therapeutically effective amount of 1 mg of
Compound 1.
{0221} In another aspect, the tablet containg the therapeutically effective amount of S mg of

Compound 1.
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[0222] In another aspect,
Compound 1.
[0223] In another aspect,
Compound 1.
[0224] In another aspect,
Compound 1.
[0225] In another aspect,
Compound 1.
[0226] In another aspect,
Compound 1.
[0227] In another aspect,
Compound 1.
[0228] In another aspect,
Compound 1.
[0229] In another aspect,
Compound 1.
[0230] In another aspect,
Compound 1.
[0231] In another aspect,
Compound 1.
[0232] In another aspect,
Compound 1.
[0233] In another aspect,
Compound 1.
[0234] In another aspect,
Compound 1.
[0235] In another aspect,
Compound 1.
[0236] In another aspect,
Compound 1.
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the tablet contains the therapeutically effective

the tablet contains the therapeutically effective

the tablet contains the therapeutically effective

the tablet contains the therapeutically effective

the tablet contains the therapeutically effective

the tablet contains the therapeutically effective

the tablet contains the therapeutically effective

the tablet contains the therapeutically effective

amount of 10 mg of

amount of 15 mg of

amount of 20 mg of

amount of 25 mg of

amount of 30 mg of

amount of 35 mg of
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the tablet the therapeutically effective amount of contains 50 mg of

the tablet contains the therapeutically effective

the tablet contains the therapeutically effective

the tablet contains the therapeutically effective

the tablet contains the therapeutically effective

the tablet contains the therapeutically effective

the tablet contains the therapeutically effective

amount of 55 mg of

amount of 60 mg of

amount of 65 mg of

amount of 70 mg of

amount of 75 mg of

amount of 80 mg of
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[0237] In another aspect, the tablet contains the therapeutically effective amount of 85 mg of
Compound 1.
[0238] In another aspect, the tablet contains the therapeutically effective amount of 90 mg of
Compound 1.
[0239] In another aspect, the tablet contains the therapeutically effective amount of 95 mg of
Compound 1.
[0240] In another aspect, the tablet contains the therapeutically effective amount of 100 mg of
Compound 1.
i0241} In another aspect, the tablet contains the therapeutically etfective amount of 103 mg of

Compound 1

[0242] In another aspect, the tablet contains the therapeutically effective amount of 110 mg of
Compound 1.
[0243] In another aspect, the tablet contains the therapeutically effective amount of 115 mg of
Compound 1.
[0244] In another aspect, the tablet contains the therapeutically effective amount of 120 mg of
Compound 1.
[0245] In another aspect, the tablet contains the therapeutically effective amount of 125 mg of
Compound 1.
[0246] In another aspect, the tablet contains the therapeutically effective amount of 130 mg of
Compound 1.
[0247] In another aspect, the tablet contains the therapeutically effective amount of 135 mg of
Compound 1.
[0248] In another aspect, the tablet contains the therapeutically effective amount of 140 mg of
Compound 1.
[0249] In another aspect, the tablet contains the therapeutically effective amount of 145 mg of
Compound 1.
[0250] In another aspect, the tablet the therapeutically effective amount of contains 150 mg of
Compound 1.
[0251] In another aspect, the tablet contains the therapeutically effective amount of 155 mg of
Compound 1.
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[0252] In another aspect, the tablet contains the therapeutically effective amount of 160 mg of
Compound 1.
[0253] In another aspect, the tablet contains the therapeutically effective amount of 165 mg of
Compound 1.
[0254] In another aspect, the tablet contains the therapeutically effective amount of 170 mg of
Compound 1.
[0255] In another aspect, the tablet contains the therapeutically effective amount of 175 mg of
Compound 1.
[0256] In another aspect, the tablet contains the therapeutically effective amount of 180 mg of
Compound 1.
[0257] In another aspect, the tablet contains the therapeutically effective amount of 185 mg of
Compound 1.
[0258] In another aspect, the tablet contains the therapeutically effective amount of 190 mg of
Compound 1.
[0259] In another aspect, the tablet contains the therapeutically effective amount of 195 mg of
Compound 1.
[0260] In another aspect, the tablet contains the therapeutically effective amount of 200 mg of
Compound 1.
[0261] In another aspect, a tablet containing the therapeutically effective amount of Compound 1
is administered once per day.
[0262] In another aspect, the tablet containing the therapeutically effective amount of Compound
1 is administered twice per day.
[0263] In another aspect, a tablet containing the therapeutically effective amount of Compound 1
is administered three times per day.
[0264] In another aspect, a tablet containing the therapeutically effective amount of Compound 1
is administered once per week.
[0265] In another aspect, a tablet containing the therapeutically effective amount of Compound 1
is administered once every two weeks.
[0266] In one aspect, a use of a tablet containing a therapeutically effective amount of Compound
1, or a pharmaceutically acceptable salt thereof, in treating or ameliorating Huntington’s Disease

as a disease-modifying therapy, includes Huntington's disease selected from the group consisting
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of Huntington’s Disease genetically characterized by CAG repeat expansion of from 36 to 39 in
the H7T gene on chromosome 4; and, Huntington's disease genetically characterized by CAG
repeat expansion of from >39 in the 77 gene on chromosome 4.

[0267] In one aspect, a use of a tablet containing a therapeutically effective amount of Compound
1, or a pharmaceutically acceptable salt thereof, in treating or ameliorating Huntington’s Disease
as a disease-modifying therapy, includes Huntington's disease selected from the group consisting
of manifest Huntington's disease, juvenile Huntington's disease, pediatric Huntington's disease,
early stage of Huntington's disease, middle stage of Huntington's disease, advanced stage of
Huntington's disease, stage I of Huntington's disease, stage II of Huntington's disease, stage Ill of
Huntington's disease, stage IV of Huntington's disease, stage V of Huntington's disease, and pre-
manifest Huntington's disease.

[0268] In one aspect, a tablet containing a therapeutically effective amount of Compound 1, or a
pharmaceutically acceptable salt thereof, is administered according to an intermittent dosing
schedule.

[0269] In another aspect, a tablet containing a therapeutically effective amount of Compound 1,
or a pharmaceutically acceptable salt thereof, is administered once a week or twice a week.
[0270] In another aspect, a tablet containing a therapeutically effective amount of Compound 1,
or a pharmaceutically acceptable salt thereof, is administered orally.

[0271] In another aspect, a tablet containing a therapeutically effective amount of Compound 1,
or a pharmaceutically acceptable salt thereof, is provided in the form of a pharmaceutical
composition.

[0272] In another aspect, a tablet containing a therapeutically effective amount of Compound 1,
or a pharmaceutically acceptable salt thereof, is provided in the form of a pharmaceutical
combination.

[0273] In another aspect, a tablet containing a therapeutically effective amount of Compound 1,
or a pharmaceutically acceptable salt thereof, is administered following gene therapy or treatment
with an antisense compound.

[0274] In one aspect, a method of treatment for slowing progression of Huntington's disease in a
subject in need thereof, comprising administering to the subject one or more tablets containing a

therapeutically effective amount of Compound 1.
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[0275] In another aspect, a method of treatment for slowing the decline of motor function
associated with Huntington's disease in a subject in need thereof, comprising administering to the
subject one or more tablets containing a therapeutically effective amount of Compound 1.
[0276] In another aspect, a method of treatment for slowing cognitive decline associated with
Huntington's disease in a subject in need thereof, comprising administering to the subject one or
more tablets containing a therapeutically effective amount of Compound 1.
[0277] In another aspect, a method of treatment for slowing psychiatric decline associated with
Huntington's disease in a subject in need thereof, comprising administering to said subject one or
more tablets containing a therapeutically effective amount of Compound 1.
[0278] In another aspect, a method of treatment for slowing the decline of functional capacity
associated with Huntington's disease in a subject in need thereof, comprising administering to the
subject one or more tablets containing a therapeutically effective amount of Compound 1.
[0279] In another aspect, a method of treatment for slowing the progression of Huntington's
disease pathophysiology [e.g. reducing the rate of brain (e.g. whole brain, caudate, striatum or
cortex) volume loss (e.g. % from baseline volume)] associated with Huntington's disease (e.g. as
assessed by MRI)] in a subject in need thereof, comprising administering to the subject one or
more tablets containing a therapeutically effective amount of Compound 1.
[0280] In another aspect, a method of treatment for slowing the decline of motor function
associated with Huntington's disease in a subject in need thereof, comprising administering to the
subject one or more tablets containing a therapeutically effective amount of Compound 1; wherein,
motor function is selected from the group consisting of ocular motor function, dysarthria, dystonia,
chorea, postural stability and gait.
[0281] In another aspect, a method of treatment for slowing cognitive decline associated with
Huntington's disease in a subject in need thereof, comprising administering to the subject one or
more tablets containing a therapeutically effective amount of Compound 1; wherein, cognitive
decline is selected from the group consisting of attention, processing speed, visuospatial
processing, timing, emotion processing, memory, verbal fluency, psychomotor function, and
executive function.
[0282] In another aspect, a method of treatment for slowing psychiatric decline associated with
Huntington's disease in a subject in need thereof, comprising administering to said subject one or

more tablets containing a therapeutically effective amount of Compound 1; wherein, psychiatric
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decline is selected from the group consisting of apathy, anxiety, depression, obsessive compulsive
behavior, suicidal thoughts, irritability and agitation.

[0283] In another aspect, a method of treatment for slowing the decline of functional capacity
associated with Huntington's disease in a subject in need thereof, comprising administering to the
subject one or more tablets containing a therapeutically effective amount of Compound 1; wherein,
functional capacity comprises one or more selected from the group consisting of capacity to work,
capacity to handle financial affairs, capacity to manage domestic chores, capacity to perform
activities of daily living, and level of care needed.

[0284] In another aspect, a method of treatment for slowing the progression of Huntington's
disease pathophysiology [e.g. reducing the rate of brain (e.g. whole brain, caudate, striatum or
cortex) volume loss (e.g. % from baseline volume)] associated with Huntington's disease (e.g. as
assessed by MRI)] in a subject in need thereof, comprising administering to the subject one or
more tablets containing a therapeutically effective amount of Compound 1.

F0285] In one aspect, a method of treating or amehorating Huntington’s Dhsease 1w a subject in
need thersof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or & pharmaceutically acceptable salt thereof]
wherein each tablet contains a therapeutically effective amount of Compound 1 1o a range of from

i e 200 mg.

§0286] In another aspect, a method of treating or amehorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or & pharmaccutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of Compound 1 1o 2 range of from

i te 180 mg

[0287] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 1 mg of Compound 1.

{6288} In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising adnunisienog to the subject one or mwore tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,

wherein each fablet containg a therapentically effective amount of S myg of Componnd 1
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[0289] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 10 mg of Compound 1.

[0290] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 15 mg of Compound 1.

[0291] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 20 mg of Compound 1.

[0292] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 25 mg of Compound 1.

[0293] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 30 mg of Compound 1.

[0294] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 35 mg of Compound 1.

[0295] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 40 mg of Compound 1.

[0296] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject

in need thereof, comprising administering to the subject one or more tablets containing a
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therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 45 mg of Compound 1.

[0297] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of contains 50 mg of Compound 1.
[0298] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 55 mg of Compound 1.

[0299] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 60 mg of Compound 1.

[0300] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 65 mg of Compound 1.

[0301] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 70 mg of Compound 1.

[0302] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 75 mg of Compound 1.

[0303] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,

wherein each tablet contains a therapeutically effective amount of 80 mg of Compound 1.
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[0304] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 85 mg of Compound 1.

[0305] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 90 mg of Compound 1.

[0306] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 95 mg of Compound 1.

[0307] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 100 mg of Compound 1.
{8308} tn ancther aspect, a method of ireating or ameliorating Huntington™s Dsease in 3 subject
in need thereof, comprising adninistertng to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or 2 pharmaceutically acceptable salt thereof,

wherein each tablet containg a therapeutically effective amount of 105 mg of Compound 1.

[0309] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 110 mg of Compound 1.

[0310] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 115 mg of Compound 1.

[0311] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject

in need thereof, comprising administering to the subject one or more tablets containing a
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therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 120 mg of Compound 1.

[0312] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 125 mg of Compound 1.

[0313] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 130 mg of Compound 1.

[0314] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 135 mg of Compound 1.

[0315] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 140 mg of Compound 1.

[0316] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 145 mg of Compound 1.

[0317] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 150 mg of Compound 1.

[0318] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,

wherein each tablet contains a therapeutically effective amount of 155 mg of Compound 1.
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[0319] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 160 mg of Compound 1.

[0320] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 165 mg of Compound 1.

[0321] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 170 mg of Compound 1.

[0322] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 175 mg of Compound 1.

[0323] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 180 mg of Compound 1.

[0324] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 185 mg of Compound 1.

[0325] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 190 mg of Compound 1.

[0326] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject

in need thereof, comprising administering to the subject one or more tablets containing a
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therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 195 mg of Compound 1.
[0327] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprising administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein each tablet contains a therapeutically effective amount of 200 mg of Compound 1.
[0328] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprises administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
once per day.

[0329] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprises administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
twice per day.

[0330] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprises administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
three times per day.

[0331] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprises administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
once per week.

[0332] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprises administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
once every two weeks.

[0333] In one aspect, a method of treating or ameliorating Huntington’s Disease in a subject in
need thereof, comprises administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein Huntington's disease is selected from the group consisting of Huntington’s Disease

genetically characterized by CAG repeat expansion of from 36 to 39 in the H77T gene on
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chromosome 4; and, Huntington's disease genetically characterized by CAG repeat expansion of
from >39 in the H77 gene on chromosome 4.

[0334] In one aspect, a method of treating or ameliorating Huntington’s Disease in a subject in
need thereof, comprises administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
wherein Huntington's disease is selected from the group consisting of manifest Huntington's
disease, juvenile Huntington's disease, pediatric Huntington's disease, early stage of Huntington's
disease, middle stage of Huntington's disease, advanced stage of Huntington's disease, stage I of
Huntington's disease, stage II of Huntington's disease, stage 11l of Huntington's disease, stage IV
of Huntington's disease, stage V of Huntington's disease, and pre-manifest Huntington's disease.
[0335] In one aspect, a method of treating or ameliorating Huntington’s Disease in a subject in
need thereof, comprises administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
according to an intermittent dosing schedule.

[0336] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprises administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
once a day, once a week or twice a week.

[0337] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprises administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
orally.

[0338] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprises administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof, in
the form of a pharmaceutical composition.

[0339] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprises administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof, in

the form of a pharmaceutical combination.



WO 2022/104058 PCT/US2021/059139

-48-

[0340] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprises administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof,
following gene therapy or treatment with an antisense compound.

[0341] In another aspect, a method of treating or ameliorating Huntington’s Disease in a subject
in need thereof, comprises administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof, to
produce an in-frame stop codon between exons 49 and 50 in the HTT mRNA.

[0342] In another aspect, a method of slowing progression of Huntington’s Disease in a subject in
need thereof, comprises administering to the subject one or more tablets containing a
therapeutically effective amount of Compound 1, or a pharmaceutically acceptable salt thereof, to

produce an in-frame stop codon between exons 49 and 50 in the HTT mRNA.

EXAMPLES

{0343} The following exampies inchude illustrations of aspects of the invention. The examples are

not to be construed as lmitations.
Example 1

{6344} Six development batches (1-0) of tableis of Compound 1 were prepared using direct
compression, by weighing and sieving components through mesh #3535 followed by low shear
miing and compressing inio tablets. However, the flow was not adequate and sticking to tablet
punches was observed while tableting. Two batches of placebo tablets (7 and 8} were preparad

the same way without Compound 1. The compositions of the baches are ilfustrated in Table 1,

below.

TABLE 1
Blend # 1 2 3 4 5 6
Excipient Yow/w | Yow/w | Yow/w | Y%ew/w | Y%w/w | Y%w/w
Compound 1 5 5 2 10 2 10
Lactose monohydrate 38 78 70 50 50
Pearlitol® SD100 38
Pregelatinized starch 18 18
STARX1500
Microcrystalline cellulose 50 50 41 33
Sodium Starch Glycolate 5 5
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Blend # 1 2 3 4 5 6
Croscarmellose Sodium 5 5
Colloidal Silicon Dioxide 1 1 1 1 1 1
Magnesium Stearate 1 1 1 1 1 1
Total 100 100 100 100 100 100
Example 2

18345] To resolve poor flow and sticking issues with direct compression found in the batches in
Fxample 1, dry granulation using roller compaction was introduced to prepare another three
batches (9, 10, and 113 by weighing and sieving the components through mesh #33, mixdog with
a turbula mixer followed by roller compaction. That was followed by crushing the ribbons and
passing through mesh #20 and using a turbula mixer to mix the extra granular components,
followed by compression in a tablet press. Good blend uniformity was obtained. The composition
of all three batches was the same and similar to batch 6, above, except that it contained equal
percent by weight of lactose monohydrate and mee (41.5% cach). However, differcot roller
compaction parameters (roll speed, screw speed, and pressure} were used {or each batch. Batch 9
produced the best ribbons on roller compaction. Batch 11 stuck o the roll and the ribbouns were

brittle, while batch 12 produced a discontinuous ribbon.

{6346} Dissolution tests were conducted on dry granulation batch 9, but there were granules

floating on the surface of the dissolution media due to a wetting 1ssue with Compound 1.
Example 3

{83471 To mitigate the wetting issue observed in Example 2 a decision was made to introduce
surfactants into the formulations. Direct compression batches 13 and 14 were prepared with 5%
wiw sodiur lauryl sulfate (SLE)Y and 1% Poloxamer 183, respectively, and with 50 rog strength of
Compound 1. Batch 13 with SLS showed even more undissclved granules of Compound 1 floating
arcund with minimal drog release than Baich 9, tested in Exarople 2. Batch 14 with 1% Poloxamer
188 showed better dissolution performance with no granules flosting on the surface of the
dissolution media. Thus, inclusion of Poloxamer seemed to mitigate the wetting of the Compound
1 granules. However, a mounding phenomenon observed during the dissolution experiment at 50
revolutions per minute (rpm), with complete drug release only observed when the paddle speed

was increased to 159 tprw at 75 minutes.
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{8348] A direct compression batch 17 was also prepared in 2 similar way with 2 lower
concentration of microcrystalline cellulose and Poloxamer 407 as a surfactant. There were issues

with poor processabiiity with this batch,

{8349} The composition of batches 13, 14, and 17 are summarized in Table 2, below:

TABLE 2
Blend # 13 14 17
Excipient Y%ow/w Yow/w | %w/w
Compound 1 10 10 10
Lactose monohydrate 39 41 60
Pregelatinized starch 10
STARX1500
Microcrystalline cellulose 39 41 13
Croscarmellose sodium 5 5 4
Sodium Lauryl Sulfate 5
Poloxamer 188 1
Poloxamer 407 1
Colloidal silicon dioxide 1 1 1
Magnesium stearate 1 1 1
Total 100 100 100
Example 4

{3350} To minimize the mounding phenomenon in the dissolution vessel, wet granulation baiches
15 and 16 were prepared with a lower amount of Avicel PHI0Z and 0.5% w/w and 2.5% wiw
polyvinylpyrrolidene (PVP) K30, respectively and 19% Poloxamer 407, Wet granulation was
performed using a wmortar and pestle. Totragranular ingredients were passed through #20 mesh
sieve and blended. Povidone K30 was dissolved in water 1o obtain granulation fluid. Then, the
preblend was wet granulated with the povidone K30 solution using the mortar and pestle to obtain
optimum granules. The wet mass was dried in a tray oven at 600C until achieving a moisture
content of about 2%. The dried granules were passed through #20 sieve and blended with #20
mesh scereensd extragranuiar excipients.  The unlubricated blend was mixed with #35 mesh

screened magnesium stearate to obtain the final blend.

{8351} Batch 15 was found to be an optimal formulation with little mounding upon dissolution at

50 rpm. Batch 16 with 2.5% wiw PVP K30 was found to be inferior to Baich 15 in terms of
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dissohution performance, most bkely due 10 more compact granuies due to a higher level of PVP
3¢ hinder.

{83521 A wet granulation batch 18 was also prepared o the same way as above with g lower
amount of Avicel PHI02 (1056 w/w) to test whether the mounding in dissolution could be reduced
further. However, upon dissolution testing, that batch failed to release Compound | completely.
FB353] A wvet granulation baich 19 was also prepared in a similar way a3 described above but with
30% meo in both the intragranular and extragranular blends. This batch also had issues with
mounding and poor integrity.

Example S

{8354] An additional dry granulation bateh 20 was prepared with 41% microcrystalline cellulose
{mec) and lactose monchydrate in the intragranular blend but no mee or lactose monchydrate in

the extragranular components,

{#355] The composition of baiches 15, 16, 18, 19, and 20 are shown in Table 3, below,

TABLE 3
Blend # 15 16 18 19 20
Excipient Yow/w Yow/w Yow/w Y%ow/w Yow/w
Intragranular
Components
Compound 1 10 10 10 10 10
Lactose monohydrate,
FlowLac90 20 20 10 30 41
Microcrystalline Cellulose 20 20 10 30 41
Povidone K30 1 2.5 1 1
Croscarmellose Sodium 2.5 2.5 2 2 3
Colloidal Silicon Dioxide 0.5
Magnesium Stearate 0.5
Extragranular
Components
Lactose monohydrate,
FlowLac90 41.5 50 61.5 11.5
Croscarmellose Sodium 2.5 2.5 3 3 2
Poloxamer 407 micro 1 1 1 1 1
Kolliphor® P407 micro
Colloidal Silicon Dioxide 0.5 0.5 0.5 0.5 0.5
Magnesium Stearate 1 1 1 1 0.5
Total
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Example 6

{63586} Dissolution performance of batches 9, 14, 15, 16, 17, 18, and 20 were tested in300 ml
0.010 HOL while stirring with paddies at 50 rpm to 60 min, increased to 75 tpmw to 75 min,

increased 10 150 rpm until 90 min, removing S ml ar 5, 10, 15, 20, 30, 45, 60, 75, and 90 min.

{357] Batches 15, 16, and 17 were also tested for degradation at 7 and 14 days after storage at
&0oC at 3% relative humidity and ai 80°C and 75% relative humidity. No degradation was found
in any of the samples at the loewer humidity, and degradation was minimal and comparable in all

three batches tested at the higher humidity level

{0358) Dissolution stability of Batch 15 was tested at various paddle speeds (50, 63, and 75
revolutions per nunute) and at accelerated temperature conditions. It was found that the %6 of drug
released at sach time point was higher at faster speeds, and 81%, 88%, and 95% of the initial
refoase respectively was released at each speed, respectively in the first S minutes. Release rates
were even faster when tested in 001N HCI a1 a paddie speed of 75 rpm at room temperature, 40°C,

or 65°C, where the % of inifial release was 95.4, 92.6, and 96 .4, respectively.

{0359] Based on the results above, Batches 15 (wet granuiation) and 20 {drv granulation) were

selected for further testing, with pharmokinetics.
Example 7

{8360} A study was conducted, as follows, 1o evaluate the exposure of Compound 1 following oral
(PO administration of three formulations of the compound in fasted male Cynomolgus monkeys.
One of the formulations (Batch 21) was a suspension of 6% w/w Compound 1 in 0.5% wiw
hydroxvpropyimethy! cellulose (HPMC). The other two formulations tested were tablets from the
wet gramafation Bateh 15 and from the dry granulation baich 20 prepared as described in Example

4, sbove.

{8361} The mounkeys were separated into three groups of four aniroals each. Monkeys were fed o
the afternoon prior to the day of dosing and the remaining food was removed at 7 pm. Food was
returned at four hours post dosing. Hach monkey received an oral dose of 30 mg of Compounid 1
via nubber oral gavage wbe or tablet (5 mi of & mg/mi of Compound 1 in suspension Bateh 21, 2

tablets/animal of 15 myg per tablet of wet granulation Batch 15 or dry granulation Batch 20}, and
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each dose was followed by a 3 ml flush using detonized water. Blood samples were drawn from
each monkey at the following time points: pre-dose (03, 0.5, 1, 2,3, 4,6, 8, 12 24 and 48 hours.
Each sample was centrifuged for at a temperaturs of to &olC at 3,000xg for S minutes, plasma was
coliected, and frozen on drv ice until testing. Plasma concentrations were determined by LO-

ME/MS. Pharmacokinetios parameters were deterroined.

{8362} A plot of the individual plasma concentrations of Compound 1 after oral administration of
the oral Compound | suspension formulation (Batch 21) in 0.5% HPMC in water at 30 mg in the
male Cynomolgus Mookeys (Leg 1) ie provided in FIG. 1. The four monkevs in the study are
tdentified as “Mky 15-218,7 “Mky 15-1727 “Mky 16108, and “Mky 1700047 in FIG. 1 and
other figures below. A plot of mean plasioa concentrations at each tiwe point in Leg 1 is provided

in Fi(3. 2. The results are summarnized in Table 4, below:

TABLE 4

Animal ID 15-218 | 15-172 | 16-108 | 170004 | Mean (n=4) | SD
Animal Weight (kg) |  4.20 4.18 407 | 496 435 0.41

Dosed (mg) 30 30 30 30 30 0
Dose (mg/kg) 7.14 7.18 737 | 6.05 6.93 0.60
Cuax (ng/mL) 50.6 113 113 167 111 47.6
tmax (hr) 12 6.0 6.0 6.0 75 3.0
ty2 (hr) ND 22.6 18.7 | ND 20.7 ND
AUChy (hrng/mL) 1388 2845 2623 | 3203 2515 788

{6363} As shown in Table 4, tollowing PO dosing of the suspension formulation (Batch 21) at 30
wglanimal (Leg 1), maximum plasma concenirations {average of 111 # 47.6 ng/ml) were
observed between ¢ and 12 hours post dosing. The averags balf-lite following oral dosing was
207 hours, The average total exposure for Compound 1 {Leg 1) at 30 mg/animal was 2515 + 783

hr*og/mi. and based on the dose notmalized ALC last was 369 £ 138 hetlig™ng/ml/mg.

{6364] A plot of the mdividual plasma concentrations obiained from each monkey after oral
administration of 30 mg/animal (Leg 2) of Tablet Formulation A (wet granulation Bach 15} i3
provided in FI{3. 3. A plot of mean plasma concentration at each time point i3 provided in FI(z 4.

The results of Leg 2 of the study are summarized in Table §:
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TABLE 5
Animal ID 15-218 | 15-172 | 16-108 | 170004 | Mean (n=4) | SD
Animal Weight (kg) | 4.21 436 400 | 495 438 0.41
Dosed (mg) 30 30 30 30 30 0

Dose (mg/kg) 7.13 6.88 750 | 6.06 6.89 0.61
Cuax (ng/mL) 43.7 118 170 166 124 58.8
tmax (hr) 8.0 8.0 8.0 6.0 75 1.0
ty2 (hr) 43.4 22.0 228 | 237 28.0 10.3
AUC (hr-ng/mL) 1718 1364 4052 | 3506 3110 997
Relative F (%) 124% 107% | 157% | 110% 124% 23%

{03658} As shown in Table 3, following PO dosing of tablet formulation & (wet granulation Batch
15} at 30 mg/animal {Leg 2}, maximum plasma concenirations {average of 124 = 8.8 ng/mb.}
were observed between 6 and B hours post dosing. The average hali-life following oral dosing was

28.0+ 103 hours. The average total exposure for Compound 1 (Leg 2) at 30 mg/animal was 3110

+ 997 hr¥ng/ml and based on the dose normalized AUCu0 was 455 £ 151 hrtkg¥ng/mb/mg.

{8366} A& plot of the imdividual plasma concentrations obtained from each ywonkey after oral
administration of 30 mg/animal {Leg 3} of Tablet Formulation B {wet granuiation Batch 15) is
provided in FIG. 5. A plot of mean plasma concentration at each time point is provided in FIG 6.

Results of Leg 4 of the study are summrarized in Table 6, where * indicaies p<(.035 when compared

to Al ks from suspension formulation.

TABLE 6

Animal ID 15-218 | 15-172 | 16-108 | 170004 | Mean (n=4)| SD
Animal Weight (kg) | 4.49 4.46 432 5.14 4.60 0.37

Dosed (mg) 30 30 30 30 30 0
Dose (mg/kg) 6.68 6.73 6.94 5.84 6.55 0.49
Cumax (ng/mL) 415 87.1 455 120 73.5 37.2
tmax (hr) 6.0 6.0 6.0 6.0 6.0 0.0
ty2 (hr) 26.0 22.4 248 322 26.4 4.20
AUCs (hr-ng/mL) | 920 1883 1185 2107 1524 562
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Animal ID 15-218 15-172 16-108 170004 | Mean (n=4) SD

Relative F (%) 62% 62% 42% 63% 58% 10%

{367} As one can see from Table ¢, foliowing PO dosing of tablet formudation B (dry gramsdation
Batch 20) at 30 mg/animal {Leg 3}, maximum plasma concenirations {average of 73.5 £ 372
ng/mol) were obaerved at & hours post dosing. The average half-life following oral dosing was 26.4
*+ 4.2¢ hours. The average total exposure for Compound | (Leg 3} at 30 me/animal was 1524

362 hr¥*og/ml, and based on the dose normalized AUCky was 237 + 102 betkg*ng/mL/mg.

{6363] Based on the average dose normalized AUCha values, Tablet formulation A {wet
cranulation Batch 203 had an exposure of 455 hrkg*ng/mi/mg, which is 124 £ 23% of the
exposure from suspension formulation (369 h¥kg*ng/ml/mg) Tablet formulation B {(dry
granulation Batch 15) had an exposurs of 237 hr¥*kg™ng/mi/mg, which is 38 = 10% of the
exposure from suspension formulation. Thus, the AUC from solid formulation & was found to be
very comparable to the one from the suspension formulation. However, the AUC from solid
formulation B was significantly lower (P<0.05) compared to the value from the suspension
formulation.  In other words, these studies show that Compound 1 was significantly more
binavailable in the tablets produced by wet granulation (formulation Batch 20) than in the

suspension formulation or in the tablets produced by dry granulation {formulation Batch 153
Example 8

{6369} Using the iablets of wet granulation formula Batch 20 as a starting poing, additional studies
were conducted to identify excipients and concentrations of cach exeipient that could be scaled up
and readily processed during the tableting process, and which had superior physical characteristics,
inciuding rapid dissclution characteristics. Grades of lactose and cellulose were selocted that are
particularty suitable for wet granulation processes and the total amount of intragranular excipients
was increased. The concentration of Povidone was increased trom 1% to 2% to 3% in three
different batches. The total amount of lactose wmonohydrate used in the formulation was also
increased, and the ratio of meo 1o laciose monohydrate was reduced. Examples of thres
formudations prepared and tested are provided 1u Table 7, below. 580 gram batches of 30 g of

Compound 1 per batch were prepared of sach formulation below,
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TABLE 7
Batch No 22 23 24 25
Ingredient name Yow/w Yow/w Yow/w Yow/w
Intragranular
Compound 1 10.0 10.0 10.0 10.0
Microcrystalline cellulose 101 25.0 20.0 20.0 20.0
Lactose monohydrate 310 15.0 40.0 40.0 40.0
Povidone K30 1.5 2.0 5.0 3.0
Croscarmellose sodium 2.5 2.5 2.5 2.5
Poloxamer 407 1.0
Water USP 30% IP 25% IP 40% IP 40% IP
Subtotal (dry basis) 55.0 74.5 77.5 77.5
Extragranular
Lactose monohydrate 316 41.0 20.0 17.0 19.0
Croscarmellose sodium 2.5 2.5 2.5 2.5
Poloxamer 407 1.0 1.0 1.0
Colloidal silicon dioxide 0.5 0.5 0.5 0.5
Magnesium stearate MF-3-V 1.0 1.5 1.5 1.5
Total (dry basis) 100.0 100,0 100.0 100.0

{8378] Tablets produced by wet granulation with the compositions described above were coated,
but the coating did not atfect the disintegration time. Table 8, below, shows the results from testing

tablet cores prodhced from batches 23-25, above, some with 5 mg (A} and others with 50 mg (B}

of Compound .

TABLE 8
Weight Thickness | Hardness Friability | Disintegration
Cores (mg) (mm) (kp) (%) (min)
(Strength/Tooling) n-lO{Rf:ported as Average wt: 6.5 g N=6
(Minimum-Maximum)

Batch 23A 52.1 2.50 3.5 00.07 First:5.2
(Smg/5Smm) (51.7-52.6) | (2.47-2.53) (3.1-3.9) ) Last: 6.1
Batch 23B 509 5.08 9.9 017 First: 3.5
(S0mg/11mm) (507-510) | (5.05-5.10) | (8.9-10.6) ‘ Last: 4.0
Batch 24B 508 4.99 9.9 017 First: 17.3
(S0mg/11mm) (504-512) | (4.95-5.02) | (9.6-11.1) ' Last: 18.8
Batch 25A 51.7 2.54 23 0.08 First: 6.0
(Smm/11mm) (50.7-52.6) | (2.52-2.56) (2.0-2.5) ' Last: 6.8
Batch 25B 510 5.14 10.6 014 First: 11.3
(50mg/11mm) (508-515) | (5.12-5.17) | (10.0-11.5) ' Last: 12.6
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{8371 Stcking ocourred in haich 22, with a PYP level of 1% and the formulation exhibited a
farge amount of fines when the formulation was scaled up to 500 g Due to such issues, the

compreasion of this lot was aborted.

{83721 Baich 23, with 3 PVP level of 2%, was found to compress iute tablets with no sticking
153005,

{373) For Batch 24, with g PVP level of 5%, disintegration time of produced tablets increased
congiderably to 17 min. The final blend of Batch 24 also showed seprepation between granules

and powdered extra-granuiar excipients.

{0374} Batch 23, with PVP level of 3% showed a disintegration tune between that of batches 23

and 24 indicative of the role of PYP as a binder.
Example 9

{8375] Tablets produced from Bateh 23 {with 2% PVF) containing § mg and 50 mg of Compound
1, reapectively, as described above were tesied for stability after storage for 2 weels at S0°C and
atter 1 month at 40°C/73% relative humidity. Dissolution was carmnied out in 500 ml of 0.01N H(CJ,
Apparatus IE stired at 75 revolutions per min. The sblets showed chenucal stability by no
increase in related substances observed. The resulting dissolution profiles are iHustrated in Figures
& {3 myg iablet) and 9 (30 myg tablet). The dissolution profiles show immediate release of
Compound | from each tablet, and comparable profiles to inital, even after storage at the higher

temperature and humidity
Example 10: Phase 1 Clinical Study Protocol

{6376} Phase 1 Dose Hscalation Study was tnttiated 10 assess the safety and pharmacokinetics of

Compound 1 Oral Tablets {3 mg and 50 mg) compared to placebo in healthy subjects.
Primary Study Objectives:

{83771 (i) To characterize the safely and tolerability of single ascending doses of Compound 1 in

JERY

healthy subjects; (1} To characterize the safety and tolerability of Compound 1 administered for
14 or up to 21 days in healthy subjects; (111} To characterize the pharmacokinetics in plasma and
cerebroapinal fluid {O8F) after administration of Compound 1 for 7 days in healthy subjects;

{iv} To characterize the tood effect on the pharmacokinetics (PK) in plasma of Compound 1 after
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administration of a single dose of Compound 1 in healthy subiects, and, {v} To characterize the

safety and tolerability of Compound 1 administered for up to 28 days in healthy subjects.
Secondary Study Objectives:

{8378} (1) To characterize the phammacokinetics of single doses of Compound 1 in healthy
subjects; (i1} To characterize the pharmacokinetics of Compound 1 adnunistered for 14 orupto 21
days in healthy subjects; (31} To assess the (T¢ and drug concentration effect of Compound 1 after
repeated ascending doses; (iv To assess safety and tolerability of Compound | atter administration
for 7 days in healthy subjects; (v} To characterize the safety and tolerability of single doses of
Compound 1 administersd in the fed state in healthy subjects; and, (vi) To characterize the

pharmaccekinetics of Compound 1 administered for up to 28 days in healthy subjects.
Exploratory Study Objectives:

{8379] () To explore the effect of single dose of Compound 1 administered oo huntingtin (HTT)
premRINA splicing in the blood of healthy subjects; (i) To explore the effect of Compound !
administered for 14 or up 10 21 days oo HTT pre-wBNA sphicing and HTT protein fovels in the

FESaY

biood of healthy subjects; (i1} To explore the effect of single dose of Compound 1 administered
{with food) on HTT pre-mmRNA splicing in the blood of healthy subjects; and, (111} To explore the
effect of Compound 1 administered for up 1o 28 days on HT'T premRNA splicing and HT'T protein

fevels in the blood of healthy subjects.
Study Design:

{6388} The Phase 1 study was conducted in 5 parts: single ascending doses (SAD Y Part 1}, muliiple
ascending doses (MADMPart 23, CSF and blood sampling after 7 days of Compound 1
admdristration {Part 3), food effect (Part 4}, and multiple dosing for up to 28 days (Part 3). Part 1,
Part 2, and Part 5 are doublebling; Part 3 and Part 4 are open-label. Note that Part 3, Part 4, and

Part 3 may be conducted concurrently.
Study Methodology:

{8381} The study was montiored by a Safety Review Commitise {(SRC). The intent of the SRU
was to ensure that treatment does not pose undue risk to subjects. Safety and tolerability was

asaeased by the SR{ between each cohort prior to ascending from one dose level to the nexthigher
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dose level in Part 1 {single ascending dose [SAIX ) and Part 2 {multiple ascending dose [MADT),

and prior to initiating Part 3 {CSF), Part 4 (FE), and Part 5.

{8382] The SRC was composed of the following persomnel Principal Investigator or delegate
{delegation only when the Principal Investigator is not available), Sponsor medical monitor or
delegate {must be a physician}; Other internal or external experts may be invited to participate in
the review or may be consnlted.

{8383} The parts of the study were not necessarily be conducted in numerical sequence and may
run concurrently. The SRC met prior to the mitigtion of Part 3 to determine the doses to be used
tn this portion of the study. Boses (which may include loading and maintenance doses) wers
selected prior to initiation of Part § based on the available SAD and MAD data. The SRC did not

plan to mest between cohorts within Part 5.
Part 1 (SAD):

{6384} The single ascending dose (SADY) part of the study was randomized, double-blinded, and

placebo controlled 1o healthy male and fomale subjects,

{8385 Five dose levels are planned to be tested in 5 cohorts of B subjecis each (Cohort 1.1 to 1.5},

However, the Sponsor may elect to evaluate an additional cohort(s).

{0388] The inttial dose in the first cohort was <1/10 of the human equivalent dose (HED) estimated
from the NOAEL {(no observed adverse effect level} of the (male} rat, which is the most sensitive
species, following the FDA guidance on the maximom recommended starting dose (MRSD) and
EMA guidelines. The NOAEL of the rat is 6 wg/kg. This was set by the observation in male rats
of germ cell exfoliation in epididvmis and testes. The HED of 097 me/kg was calculated; this
scaled in a 70 kg burnan to 68 rog. Adjusting this dose to 1/10, the dose of the first cohort was 6.8;

the actal administered dose will be 5 mg.

{0387} In Cohort 11, sentinel dosing was performed in 2 subjects {1 subject with Compound |
and 1 subject with placebo). The remaining subjects in this cohort were dosed at least 24 hours
fater, if no clinicaily significant safety issues are observed. The remaining 6 subjects {5 subjesis
with Compound 1 and 1 subject with placebo) may be dosed as a group. Cohort 11 was the only
cohort in which sentinel dosing was performed. In subsequent cohorts, all 8 subjects may be dosed

as a group.
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{83838} After sach cobort completed dosing, a dose escalation meeting was to fake place. The dose
tevel for the next cohort would be based vpon the PK and safery from the previcus cohort. The
incremental increase i dose was determined by the relationship of mean exposurs in the cohort to

that of the NOAEL.

{0389 If the roean area under the curve (AUCY was <1/10 of that at the NOAEL, the dose may be

increased by up 10 200%. That is, the subsequent dose may be up to thres times the prior dose.

{8390} If the mean AUC was between >1/10 and <1/5 of the AUC at the NOAEL the dose may

be increased by up to 100%. That is, the subsequent dose may be up to two fimes the prior dose.

{6391} I the mean AUC was between 2175 and <172 of the AUC at the NOAEL, the dose may be
increased by up to 50%. That i, the subsequent dose may be up to one- and one-half fmes the

prior dose.

{8392} The highest dose level wags that associated with 3 mean exposure not exceeding 1/2 of the
AU at the NOAEL, no additional escalations were 1o be performed. The doss escalation was to

continue unless dose escalation stopping criteria were mek.

{6393} Eligibility was to be assessed during a scresning period of up to 28 days. Subjscts were to
tnto the clinic 1 day before dosing (Day -13. On the morning of Day 1, Compound 1 or placebo
were orally administered after an overnight fast of at teast 10 hours, Subjects were released from
the clinic on Day & after all required study procedures are completed and if medically appropriate.

A foltow-up safety phone call was {0 occur 4 weeks (&1 week) after discharge on Day &
Part 2 (MAD):

{03%24] The multiple ascending (MAD) part of the study was randomized, double-blind, and
placebo controlled in healthy male and female subiects. Up to five regimens are planned o be
tested in up to 3 cohorts of & subjects each {Cohort 2.1 10 2.5). Within each cohort, 6 subjecis were
to receive Compound | and 2 subjects were to receive placebo. Subjects in Cohort 2.1 and 2.2

were to be dosed for 14 days, subjects in Cohort 2.3 10 2.5 were to be dosed for up to 21 days,

i0393] Part 2 may be initiated once ai least 2 cohoris in Part 1 bave been dosed, safety parameters
have been reviewed, the respective SAD PR parameters have been calculated, and MAD dosing
stmulations of corresponding SAD doses have been performed. Selection of specific multiple dose

fevels werse to be intormed by available SAD PX data, simulations and general safety observed in
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Part 1. After the dose levels have been evaluated in once-daily format, a pharmacokinetic
sirnulation was to be performed to determine the fluctuation within the dosing interval. In Cohort
2.3, dosing on Dday 1 and 2 were io be with a loading dose that was to be bigher than the dose
selected for the remainder of the scheduled doses. A similar dosing schedule may be selected for
Cobort 2.4 and 2.5 Alternative dosing schedules may be considered for all coborts in Part 2 i data

coligcted and analyzed during the study wamrant it

{6396} Eligibility was to be assessed during a screening period of up 1o 28 days. Subjects were to
check into the chinie 1 day before dosing (Bray -1}, Ouo cach mormiog of the scheduled dosing period
iz, Day 1 up to Day 21}, Compound 1 or placebo were to be orally administered afier an overnight
fast of at feast 10 hours. Subjects were 0 be released from the clinic 7 days after the last dose
{ie, Day 21 or up to Day 28} and after all required study procedures are completed and if medically
appropriate. Subjects were to return o the clinie for an ambuolant visit 7 days after release (ig,
Day 28 or up 1o Bay 35) for the collection of PK and PD (mRNA and HTT protein} samples. A

follow-up safety phone call or ambulant visit was to oocur on Day 49 (7 days).
Part 3 (CSF):

{8397] The concentrations of Compound § 1o plasma and CSF were to be assessed 1o an open-
iabel design in healihy male and female subjects. A single dose of Compound 1 was to be
administered datly for 7 days 1o | cohort of 6 subiects {Cohort 3.1}, The dose level of Part 3 was
1o be determined based upon a review of the safety, tolerability, and PK data of Part 1 and Part 2
of the study. While the MAD dose was 1o be determined further in development, that dose and

schedule was to be applied to this part of the study.

{6398} Eligibility was to be assessed during a screening pericd of up to 28 days. Subjects were to
check iuto the chivie 1 day before dosing {Day -1). On the moming of Day 1o Day 7, Compound
1 was to be orally administered after an overnight fast of at Ieast 10 hours each day. Serial sampling
of CSF and sampling of plasma for drug concentrations was to be performed on Day 7. The exact
Haring of the CSF and blood samples was to be determined based on the resuits of Part 1 and
Part 2. Subjects were to be released from the clinic on Day © after all required study procedures
are completed and if medically appropriate. A follow-up safety phooe call was to ocour 4 weeks

(=1 week) after discharge on Day 9.

Part 4 (FE):
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{8399} The food effect (FE) part was a paraliel, open-label part in healthy male and female subjects
in up 10 3 cohorts of & subjects each. Up to 3 dose levels of Compound t was to be admirastered
30 minutes after the start of a bigh-fat, bigh calorie breakfast. Part 4 way be initfiated when
sufficient data of Part | are available. The dose levels for this part were to be chosen based upon

a review of available safety, tolerability and PK data as determined 1o Part 1 and Part 2.

{4890} Ehigibility was to be assessed during a screening pericd of up to 28 days. Subjects were to
check into the clinic T day before dosing (Day -13. On the morming of Day 1, Compound 1 was to
be orally administered after tngestion of a standardized, igh-fat, high calorie breakfast. Subjecis
are released from the clinic on Day 8 after all required stady procedures are completed and if
medically appropriate. A follow-up safety phone call was to occcur 4 weeks {1 week) afler

discharge on Day 8.
Part 5 (Multiple Dosing for up to 28 days [MD28D]):

{0401} Part 5 was a randomized, double-blind, and placebo-controlled assessment of multiple
doses for up to 28 days in healthy male and female subjects. Up to 3 cohorts of B subjects each are
planned. Prior 1o the initiation of Part S, the SR was to meet for selection of dose {which may
include loading and waintenance doses}), dosing regimen {ncluding fed or fasted condition), and
duration (up to 28 days) for this part of the study based upon available data from the completed
coborts of Part 1 and Part 2. Within each cohort, 6 subjects were to receive Compound 1, and 2
subjects were to receive placebo. The total dose on any day was not {o exceed doses that were

established as well tolerated in Part 1 {(SAD).

{6402] Bhigibility was to be assessed during a screening period of up to 28 days. Subjects were to
check into the clinic 1 day before dosing (Day -1). On each day of dosing, Compound 1 or placebo
was 1o be orally adiinistered 1o the moroiog either after an overmight fast or following & standard
highfat meal, per the SRC determined regimen selectaed for a given cohort. Subjects were to be
released from the chinie 7 days after the final dose and after all required study procedures are
completed and if medicaily appropriate. Subjects were to return to the clinic for an ambulant visit
7 davs after being relessed from the clinic for the collection of PK and PD (mRNA and HTT
protein} sampies, and safety assessments. On Day ©and on the day of anticipated maximum
exposure (ie, either Day 2 or, if loading doses are not used, Day 29) patients were to be monitored

with a 24-hour Holler monitor device.
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Study Population:
{6403} Part 1: Up o 48 male and female subjects between 18 and 65 years of age, inclusive.
{6404] Part 2: Up to 40 male and fomale subjects between 18 and 65 years of age, inclusive.
{3405] Part 3: 6 male and female subjects between 50 and 65 years of age, inclusive.
{8486} Part 4: Up 1o 18 male and female subjects between 18 and 65 years of age, inclusive.
{6487} Part 5: Up 1o 24 male and female subjects between 18 and 65 vears of age, inclusive.
Inclusion Criteria:
{84908} The following criterta must be met by all subjects 1o be considered for study participation:

18409] For Part 1, Part 2, Part 4, and Part 5. Healthy male or female subjects aged from 18 to 65
vears old, inclusive, at Screening. For Part 3 bealthy male of female subjects aged 50 to 65 years

oid, inclusive, at Soreening.

{3410} Subjects must understand the nature of the study and must provide signed and dated written

informed consent before the conduct of any study-refaied procedures.

{0411] Body Mass Index (BMI} of >18.5 ke/m? and <30.0 kp/m® with a body weight >50.0 kg for

male subjects and a body weight >45.0 kg for female subjects at Screening,

[0412] Healthy as determined by the lovestigator, based upon a medical evaluation including
medical history, physical examination, laboratory test results, ECG recording {sg, QTcF <450
msec for males and QTeF <470 ma for ferales) and vital signs. Out of range values can be

repeated once.

{8413} Male subjects and female subjects of childbearing potential must be willing to use

2 methods of buth control for the duration of the study and for 30 days after the last dosing,

{6414} Postmenopausal female sobjects must have had >12 months of sponianeous amenorrhea
{with follicle-stimulating hormone (FSH) 230 mlil/ml at Screening}. Surgically sterile women
are defined as those who have had 2 hysierectomy, bilateral ovariectomy, or bitateral tubal ligation

=6 months prior to Screening.

[0415) All female subjects of childbearing potential must have g negative serum pregnancy tost

resuli at Nereening and a negative urine pregunancy test on Day -1
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{4 i6] Male subjects must agres 1o vot donale sperm for the duration of the study and for at least

3 months after the last dosing.
{84171 Part 3 only: Subject must be willing to undergo lumbar puncture for CSF samphing.

{8418} Part 4 only: Subject must be willing and able to consume the entire high-fat breakfast v

the designated timeframe.
Exclusion Criteria:
{841 9] Subjects will be excluded when they meet avy of the following criterial

{34290} Subjects that participated in any drug or device clivical investigation within 60 days prior
to Screening or who anticipate participating in any drug or device clinical investigation within the

duration of this study.

{8421] Prior or ongoing medical condition {eg, concomitant iliness, paychiatric condition),
medical history, physical findings that, in the Investigator’s opinion, could adversely affect the

safety of the subject or could irupair the assessment of study results,
{84221 An abnormal general neurclogical examination.
{8423 Presence of any clinically significant abnormality during Screening.

{6424} Anv psychological, emational problems, any disorders or resubtant therapy that are hikely
to invalidate informed cousent or limi the ability of the subject to comply with the protocol

requirements.

j3425] A positive Hepatinis B swrface antigen, positive Hepatitis C antibody or human

frarpunodeficiency virus (FHV) antibody result at Scresning.

{34261 Donation of plasma within 7 days prior o dosing. Donaticon or loss of bleod {excluding
volume drawn at screening or menses) of 50 mL to 499 mL of blood within 30 days, or more than
498 mi. within 56 days prior 1o the dosing.

el

10427} Excessive alcohol consumption {regular alcohol intake >21 units per week for mals
subjects and > 14 units per week for female subjects) within 6 months prior {o Screening. One unit
{8 g} 1s equivalent to 8 ¥4 pint {280 mi) of beer, 1 measurs (25 mb} of apirits or T small glass (125

ml) of wine.
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{8428} The subject is a smoker or uses other nicotine-containing products. Ex-smokers must have

ceased smoking >3 months prior {0 Screening.

[8429] A positive urine drug sereen, cotinine screen ot alcohol breath test at Screening ot on Day 1

of each treatment pericd.
{0430} Females who are pragnant or pursing.
i0431} Subject has previously recetved Compound 1

j8432] Part 3 only: Contraindication to lumbar puncture, eg, low platelet count. abnormal
prothrombin Uwe international normalized ratio (PT-INR), spinal deformities or other spinal

conditions that in the judgment of the Investigator would preclude a lumbar puncture,
Duration Of Treatment:

[0433] Part 1: 1 day; Part 2 14 days {Cohort 2.1 and 2.2) or up to 21 days (Cohort 2.3 10 2.5,

Part 3. 7 days; Part 4: 1 day; Part S: up to 28 days
Criteria For Evaluation:

Efficacy:

{8434} The following PK parameters were assessed wherever feasible on Part Day 1 (Single Dose)
PR [Part 1 (SAD), Part 2 (MAD, Day 1), Part 4 (FE}, and Part 5 (MD2ED, Day D Coux the
maamum observed plasma covcentrafion, CuedB); Dose normalized Can (Part 1 only ), Teec the
time to reach Cae AUCo2s {Area under the concentration-time curve from O to 24 hoursy, AUC..
72 {Area under the concentration-time curve from © to 72 hours), AUCoam {Area under the
concentration-time curve within dosing interval, calculated by linear up/log down irapezoidal
method, for Part 2 only ), AUCes (Area under the concentration-tirne curve from time zero 1o time
t, where t is the time of the last measured (or measurable) concentration {Cy), calcudated by Hinear
up/tog down trapezotdal method (Parts 1 and 4 only), AUC/D (Dose normalized AUC from time
zero to the last quaniifiable concentration, Part 1 only), AUCe-r, {Ares under the concentration-
timg curve from dme zero to infinity, Al/Couw = AUCs + Cvh, where R is the terminal
elimination rate constant, calculated by linear up/log down trapezoidal raethod (Parts T and 4 oulyy,
ALICou'D3 (Dose normalized AUC from time zero to infinity, Part 1 only}, A (Apparent terminal

rate constant calculated by linear regression of the terminal linear portion of the log concentration
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ve. time curve, Parts § and 4 only}; tin {Apparent terminal half-life calouiated as In{2¥h., Parts 1
and 4 onlvy;, CL/F {Total body clearance, calculated as Dose/AUChaws, Parts 1 and 4 onlvy, and,

VA {Apparent volume of distributicn, calculated as Dose/{A* AUCh1ar}}

{8435} The following PK parameters were assessed wherever feasible on Day 14, Day 21, or Day
28 (Multiple Dose) PK [Part 2 (MAD) Cohort 2.1 and 2.2 (Day 14), Cohort 2.3 to 2.5 (Day 213,
and Part § (MAD) Cobort 5.1 to 5.3 {Bay 233 Caa {The maximum observed plasma
concentration over a dosing interval}, Twax {The time to reach Cma over 2 dosing interval);
Cran (The minimum concentration over a dosing interval), Cavp {Average concentration over a
dosing intervaly;

E

AliCoas {Area under the concentration-time curve within dosing interval,
calculated by hoear upflog down trapezoidal method), AUCo4/D3 (Dose notmalized AUCoau);
Az {Apparent terminal rate constant caleniated by linear regression of the terminal linear portion of
the log concentration vs. time curve); tyz {Apparent terminal half-life caleulated as 2V CL/F
{Total body clearance, calculated as DBose/AUCow);, VAV {(Apparent volume of distribution,
caleulated as Dose/(3* AUCoam)), AUCRam: {Accumulation ratic based on AUCoum AUCowm on
Last Bose™/ AUC o on Bay 1} and, AUCR e (Accumulation ratio based ont Cuac Cmax on Last

Dose*/Cmax on Day 1}

{8436} The following PK parameters were assessed wherever feasible for ¥Last Dose on Day 14
for Part 2 {Cohort 2.1 and 2.2 or Day 21 for Past 2 (Cohort 2.3 10 2.5 or Day 28 for Part § (Cohort

51t0 53 and Day 7 (Muluple Dose) PK [Part 3 (Bay i

{8437] Cuac {The maximum observed plasma concentration);, Tea {The time to reach Cuax);
AUCs 502 { Area under the concentration-time curve from time 0.5 10 12 hours | calculated by linear
up/log down trapezoidal method), and, CoF/Plasma ratio {Concentration ratios in CSF over plasma

{Past 3 only}

Safety:

{84381 The following parameters were defined as parameters regarding safety and tolerability:
i043%} Change trom hascline to each scheduled time point up to EQS for vital signs; Change from
baseline to each scheduled time point up to EQS for ECG parameters; Change from baseline to
each scheduled tirne point up to EOS for clinical laboratory tests; Changes from baseline in C-

SSRES scores (Part 2, Part 3, and Part 5 ooly), Treatment-emergent adverse events {AEs}) up to
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HOR, Treatment-emergent ABs leading to premaiure discontinnation of study drug, Treatment-

emergent serious adverse events {SAEs) up to EOS; and, Abnormalities in physical examination.
Statistical Methods:
Pharmacokinetics:

{84481 Individual subject listings were provided. Mean and individual plasma concentration-tire

protiles for Compound 1 were presented graphically for each group.

j8441] PR varisbles were to be summarnized using artthmetic mean, standard deviation, geometric

mean, median, minimum, maximum, and CV%.

{6442} Attainment of steady state conditions were to be determined by visual inspection of the

trough plasma concentrations.

{04431 To assess the effect of food, the PK parameters of Compound 1 in fasted (Part 1) and fed
(Part 43 condition were to be graphically displaved, and descriptive statistics were to be prepared.
Statistical analysis per dose level were o be performed 1 6 subjects for Compound 1 using
treatment in fed condition as test (Part 4) and the treatment with the same dose in fasted condition

as reference (Part 1),

{8444} The privoary PK parameters were to be Crax, AUCo4, and AUCewme The PK parameters of
Crax, ACoy, and AUCwwr were {0 be naturally log-transtormed first, and the means of these
Iogiransformed pararoeters were to be estimated by the lnear model with treatment (Compound |
administered under fed conditions over that of Compound 1 administered under fasting conditions)
as the ouly fixed factor. The difference of these means (in log scale) and its 90% confidence
interval (C1) were t0 be exponentiated to form the ratio of geomeiric means (GME) and
corresponding C1 for the ratio. Absence of food effect were to be concluded if all 90% €1 resulis
of the GMRs for the Cnas, AUCo, and AUCear are contained within the interval 36.00% -

125.00%.
Safety:

{0445] Al safety parameters were 10 be summarized by dose level 1o Part | through Part 5
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{6446] Summary statistics {mean, median, standard deviation, mintmum, maximuom, and number
of available ohservations) were to be provided for continuous demographic variables {eg age,

height, and weight), Individual subject Histings of demographic data were to be provided.

{84471 Qualitative demographic characteriatics {gender, race} were to be summarized by counis
and percentages. Other baseline subject characteristios {eg, medical history, physical examination

chinteal findings, previous medications, and tnclusion/exclusion checklisty were to only be linted.

{6448} ECG variables, vital sign measurements and laboratory measurements were o be
summarized at cach time point using mean, median, standard deviation, min, may, number of
avalable observations, and change from baseling. C-XSRE parameters were 10 be analyzed using
descriptive statistics where appropriate. Individual subject listings of ECG data, vital signs data,

faboratory measurements and C-NSRE (Part 2, Part 3, and Part S only) were to be provided.

{6449} Distributions of these paramesters were 1o be compared betwesn the treatment groups

{fasted or fed) only descriptively. No statistical inference were to be performed.

{0458} Holter analysis/Compound 1 plasma concentration-JTe effects may be performed, and

results were o be provided in a separate report.
Phase 1 Study Results

{8451} The key objectives of the Phase 1 healthy volunteer irial were to establish a target dose
range of Compound 1 Compound for lowering HTT miBRNA and protein. The irial consisted of
single {SAD)Y ascending dose (SAD) and multiple (MAD) ascending dose (MAD) cohorts. The
dosing in all coborts was well-tolerated with no safety-related findings, exhibiting dose-dependent
splicing of HT'T mRMNA. The study duration for the MAD cohort was of a longer duration, enabling
fonger-term evaluation of A7 mRMA sphicing and HTT protein lowering. The MAD cohort
demonstrated that Compound 1 showed a long drg half-life, with maintenance of splicing up to

72 bours following the last dose.

[84532] The CSF sarapling enabled the evaluation of pharmacokinetics of Comwpound 1 in the CSF
wherein Compound 1 levels in the USF were compared with Compaound 1 levels in plasma. The
Phase 1 Study resulis demonstrated that Compound 1 levels in the USF were equal o or greater

than levels observed in plasma.  The food effect portion enabled the evaluation of
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pharmacokinetics of Compound 1 in plasma after administration of 2 single dose of Compound 1

in healthy subjects.

{8453} As shown in Figore 94, the SAD cohort resulied in a dose~dependent fowering of HTT
mBRNA in whole blood taken from healthy voluntesrs 24 hours after they were administered with

either placebe, 3 mg, 15 mg, 45 mg, 90 mg, or 135 mg of Compound L.

{3454] Sunilarly, the MAD cohort (Figure 9B) also showed a dose-dependent loweriog of HTT
mRNA in whole blood taken from healthy volunteers dosed with either placebo, 15 mg or 30 mg
of Compound 1 for 14 days. The amount of HTT mRNA was then evaluated by RT-PCR & hours

after administration of Compound 1 on day 14

{0455} The target level of 30-50% lowering was achieved with the lowest dose tested both in the
SAD and MAD cohorts. The half-life of HTT mBRNA was estimated (o be about 24 hours. Thus,
after one day, if oo HTT mRNA was synthesized, the total amount of HTT mRNA would be
predicted to be about 30% of baseline. The administration of Compound { Compound in the SAD
cobort essentially inhibited all de nove HTT mBNA aynthesis. Thus, even with bigher
concentrations of Compound 1, the total amount of HTT mBMNA remained at about 530% of bageline

representing the amount of HTT mBNA synthesized prior to the admingstration of Compound 1

{6456} Resulis from measurement of HTT mRNA in the whole blood of subjects in the SAD
cohorts are illustrated in Figure 14, The results also show that the H7T splicing effect of

Compound 1 is reversible and persists for 72 hours post cessation of treatment,

{0457} Results from measurement of HTT RNA in the whole blood of human subject administersd
a Maceho or 15 or 3¢ myg of Compound 1, as described in the Multiple Ascending Dose (MAD)
study above are tustrated o Figure 15, HTT splicing was monitored after the final dose al day

14, calculated as % HTT remaining from baseline {pre-dose day 0).

{0458] Figure 10 1s an exemplary depiction of HTT wwRNMNA and protein degradation Kinetics that

feads to a steady-state levels of RNA and protein.

{045%] In unireated cells, there is a steady state level of mRMA and protein because the amount of
MmRNA or protein being svnthesized matches the amount that 1s being degraded, so that the wRMA
and protein levels are the same over time. The addition of Compound 1 triggers the inclusion of

the HTT pseudoexon into the transcript which results in the rapid decay of the HTT mRNA and a
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reduction of HET mBNA 1o ~50% of baseline. The halt-life of the HT'T mRNA i3 about 24 bours.
Hence, a day after drug treatment, the amount of HTT mRNA present is regulated by the dose of
Compound 1. In this example, ~50% of newly synthesized mRNA was inhibited. Of the HTT
mRNA synthesized prior to treatment, about 30% is degraded after 24 hours. The HT'T protein
fevel depends on how rouch mBNA is produced. Thus, a reduction by 50% would cause a 530%
reduction of the HY'T protein. However, HTT protein has g half-life of about 5-7 days, so it takes
fonger to get to the new steady state fevel, Fioally, a new steady state is reached where 50% of the
mBRMNA is present, and the new level of protein has fallen to 50% of the original arount. Changes
in HTT protein levels were assessed in MAD cohort over a longer period of time. Accordingly,
healthy subjects were ireated for 21 days before the amount of HTT mRNA and protein was

measured in blood samples taken from cach subject.

{68468} Figure 16 shows the huntingtin mRMA and protein levels measured in wheole blood from
MAD cobort 2.3 (30 mg administered for 21 days with 100 mg LD for 2 days), as described above,
as a percent of baseline, atter administration of vehicle or compound 1 1o a human, 24 hours after
the last dose. The results show H77 mRNA reduction reached steady state. Longer dosing was
required for HT'T protein levels to reach maximal steady state reduction. It is anticipated that the
observed H7T mRNA changes in blood will result in similar decreases in HTT protein levels in
Huntington’s disease patients when steady state decrease in HTT is attained over time with

continued treatment with Compound 1.

{451} Figure 11 shows graphs that model the rate of HTT mRNA (Figure 11A) and HTT protein
{Figure 118} decay based on their half-lives and predict the time o reach steady state after
Compound | treatment at 30 myg datly dose. For HTT mRNA, the half-ife was estimated to be
about 24 hours. HTT mENA reaches steady state afler approximately & dayvs. For HT'V protein, the
half-hte was estimated to be 3-7 days and consequently HTT protein steady state levels would

only be attained about © weeks from the beginning of treatment.

{3462] Figure 12 compares the trajectory of HTT mRNA (Figure 12A) and protein (Figure 128}
fowering seen in the Multiple Ascending Dose Study with those values predicted from the half-
tife of HTT mBMNA and protein as shown in Figure 11, The resulis show that HTT mRNA levels
rapidly decreased and reached steady state st about 4-3 days of treatment. As predicted, the rate of

protein lowering was much slower, but after 21 days of treatiment there was approximately 40%
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fowering in the amount of HTT protein. Bouivalent steady state levels of HTT mRNA and protein

could therefors be reached after about 4-5 weeks from the onset of treatment.

{8463] As shown in Figure 13, the level of Compound 1 in the cerebrogpinal fluid (CSF)
demonsirated that Compound 1 therefore crossed the biood brain barrier and was in direct
correlation with the level of Compound | in free plasma both in humans (Figure 13A) and none
human primates (Figwre 13B). The two subjects in this cohort received 30 mg daily doss.
Compound 1 therefore crossed the blood brain barrier. The levels of Compound 1 found in the
CSF were at least equivalent or greater than levels observed in the plasmas, thus demonstrating i

humans that Compound 1 was in humans, Compound 1 is not subject to effiux.

{8464} In the food effect cohort, Compound 1 showed similar exposures regardiess of whether the

subjects were fasted or fed.

{6465} In conclusion, the Phase | sindy demonstrated Compound 1 penefrated the blood brain
barrier and selectively reduced HTT mRNA and protetn in both the CNS and periphery in a dose
dependent manner. These reauits confirmy that exposure to Compound 1 in human patients leads

to demonstrable reduction for both HTT mRNA and HTT protein.
Example 11: Phase 2 Clinical Study Protocol

j8466] A 12 week Phase 2, Randomized, Placebo-Controlted, Dose-Finding Study to Evaluate the
Safety and Efficacy of Compound 1 in Subjects with Huntington's {hsease.

{6467} Prior to the development of this Phase 2 study, Compound | was extensively evaluated in
i vivo and 1o vitro prechivicsl pharsacology models, in a comprehensive toxicology program,
anid inn an ongoing Phase 1 study in healthy volunteers. Together, the resulting data validate that
Compound 1 treaiment resulis in dose-dependent pre-mRNA splicing and reduced protein
iranseription and that Compound | ireatment is safe and well tolerated 1n the clinic at single doses
as high as 135 mg and multiple doses as high as 30 mg for 21 davs

[8468] The present 12-week double-blind study will aliow for the guantification of the effect of
Compound 1 on total HTT ((HTT) protein reduction in subjects with HD and evaluation of the
satety of two doses over 12 weeks of Compound 1 treatment.

1046%9] A paraliel-group desigo was selected becanse it allows recruitment of patients for all

treatment arms in the same tmeframe. The time course in untreated patients for BT protein,
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mRNA, and other indicators of drag response in the blood are not available. The use of a parallel
arm design with concurrent placebo control allows a direct assessment comparison to determine

the effect of active treatment,

{8478} The patient population was selected o reduce variability in an otherwise heierogeneous
discase population by identifyving subjects with active disease who have not yet experienced
functional declive. o this stndy, al randomization, subjects will thus be enrolled in the trial based
upon CAG repeat fength and Baseline measures of the Symbol Digit Modality Test (SEMT), Total
Motor Score (TMS), Independence Scale (I8) and Total Functional Capacity (TFC). These factors
will be used 1o identify and enroll subjects with active disease who have not vet experiencaed
functional decline, which may indicate a disease progression amenable to intervention. The
Huntingion’s disease prognostic index (Plan) or its normed version (PINup} score can be used to
predict likelihood of HD progression. The PIN score will be caleulated at Baseline to identify

subjects eligible for participation in the study.

{0471} Based on the kinetics of Compound t-mediated HTT lowering in humans, the maximal
extent of HTT protein Jlowering tn HID patients i3 expecied 1o be achieved between 4 and 6 weeks.
The 12-week dosing regimen may further demonstrate that a steady-state decrease in tHTT is
maintained over time with continued Compound 1 treatment in the Phase 2 Study, followed by a
one year, open fabel extension. In addition to the prirary endpoints of ¢1TT protein change from
Baseling and safety, the Phase 2 swudy includes exploratory clinical outcome endpoints to assess
the effect of Compound 1 on subjsets’ cognition and motor function as measured by the Unified
Huntington’s Disease Rating Scale (UHDRE) The UHDRS has been extensively studisd and
developed to assess disease progression in multiple domains. Coguitive impatrment, motor
function loss, and accelerated brain volume loss in the caudate and putamen are key features of
this disorder and have a notable tmpact on gquality of Iife. The assessment of more sensitive and
early motor changes via wearable devices will also be included in the Phase 2 atudy as an
exploratory endpoint. Studying these endpoints over 12 weeks will provide insight into the rate of
change in earlier stages of disease and identify key measurements which may be early indicators

of HI progression.

Risk/Benefit Assescment
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{8472} As described, HI¥ i3 a relentlessly progressive, newrodegenerative disorder. Early in the
course of the disease, patients exhibit subtle symptoms; as the disease progresses, involuntary
writhing movements become more proncunced, voluntary motor capabilities decline, and speech
and swallowing are increasingly impaired, while aggressive and disinhibited behavior
hecome more frequent. Late-stage discase is marked by severe inability 1o walk, speak, swallow,
or care tor oneself, culminating in the need for full-time care and ultimately death,
typically 15 to 18 vears after the onset of symptoms (see, Caron, N, Wright, G and Hayden, M,

(20203}, Huntington DHsease; Seattle, WA, Upiversity of Washington}.

{8473} There are currently ne disease modifving interventions approved for use in HE and,
without intervention, the patient population to be included 1o this trial will face continued disease
progression, ioss of function, and inevitably, death The inexcorable disease progression and
inevitable mortality of the disease indicate that HD represents a high unmet medical need.

Reduction of mHTT bas been confirmed as an importast therapeutic target,

{0474} As described above, in the Phase 1 study, multiple doses of Compound 1 were associated

modeling based on intertm data from the Phase 1 study determined that exposures at the 10 mg
and 20 mg QD doses were associated with decreases in full-length H77 mRNA leovels that
precisely bookend the established mean 30% 1o 530% target range for HT'T protein reducticn. The
10 mg and 20 myg QD doses are thus anticipated 1o be associated with therapeutic benefit and the

eventual slowing of disease progression in this Phase 2 study.

{34758} The Phase 1 study results provided evidence of Compound 1 safety and tolerability at
single doses ranging from S mg o 135 mg and multiple doses of 15 mg and 30 my for durations
of up to 21 days. In this study, Compound 1 was safe and geoerally well tolerated. In both the
single ascending dose {SAD) and multiple ascending dose (MAD) portions of the Phase 1 study,
the oversll incidence of ARs was comparable between subjects who recetved placebo and those
who recetved Compound 1. There were no events considered to be dose-limiting toxicities, and all
Adverse Events {AHs) were resolved at the time of the interiny analysis cut-off date. There were
also no clinically significant laboratory abnormalities or electrocardiogram (ECG) findings at any

dose i either portion of the study.
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{8476} The Phase 1 study will bave a Data and Safety Monitoring Board (DRMB) that will closely
raoniter the safety of subjects. Based on the preclinical and clintcal data to date, Compound 1 has

a favorable risk/benefit profile in subjects with HDD
Primary Study Objectives:

{8477} Evaluate the safety and pharmacodynamic effects of 2 treatment regimens of Compound 1
and placebo in subjects with Huntington’s disease (HI¥}) as assessed by: () Occurrence of
treatment-emergent  adverse events {THAEs) and asbanormalities in laboratory  values,
electrocardiogram {ECG), vital signs, slit lamp eve examination, and physical examination; and,
(i1} Reduction in blood total bustingtin protein (HTT) levels. This aspect is intended 1o demonsirate
the safety, tolerability and pharmacology of Compound 1 and reduction of HTT mRBNA and HTT

protein in HE patients,
Secondary Study Objectives:

{6478} (i) Determune the effect of Compound 1 on H77 mBNA in biood and mHTT protein in
cerchroapinal fluid (CSF); and, (1) Reduction in blood mutant huntingtin protern {mHTT) levels.
This aspect is intended to demonstrate the effect of Compound 1 on blood based, CSF-based and

radiographic biomarkers of Huntington’s disease.
Exploratory Study Objectives:

{8479} (i) Assess the effect of Compound 1 on change in whole brain, caudate, and putamen
volume via volumetric magnetic resonance imaging (vMRIY, (1) Assess the effect of change
ventricular volume vis vMRI (il Assess the effect of Compound I on plasma and C8F
acurofifament light chain (NfL) protein concentrations; {iv} Assess change after 12 weeks of
ireatment in relevant scales, which will tnclude an Assessment using the Uniffed Huntington’s
nsease Rating Scale (UHIKS) and each of its subcomponents, including {a) Svmbol Digit
Modalities Test (3DMT), (b} Total Motor Score {TMRS), (o) Independence Scale, (dY Toual
Functional Capactty (TFC) {e) Gait and motor assessment via a wearable accelerometer; {f)
Chinical Global Impression of Change (CGI-C); and, (g Huntington's Disease Quality of Life

questionnaire {HDQol.}.
Pharmacokinetic Objective:

{6480} Evaluate the concentration of Compound 1 in subjecis with HD.
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Clinical Endpoints:
Primary Safety Endpeints:

{6481} Evaluate the safety profile as characterized by TEAESs, laboratory abnormalities, ECG,

vital signs, shit lamp eyve examination, and physical examination.
Primary Efficacy Endpoint:

{0482} Change from Baseling in blood total HTT protein at Visit 5.
Bismarker Endpoints:

{0483} (1) Percent reduction in HTT protein in O8F; (i) Changes in neurofilament light chain
{IN1L} in plasma and CSF, and (111} Change in caudaie, putamenal, ventricular volume on
volumetric MRI imaging.

=econdary Endpoins:

{6484} (1) Change from Baseline in blood H7Y wmBNA at Visiis 3, 4, and §; {313 Change from
Baseline in CSF mHTT at Visit §; and, (1) Change from Baseline in blood mHTT protein at
Yigit 5.

Exploratory Endpeints:

{34858] (1) Change from Baseline in whole brain, caudate, putamen, and vestricular volume (a8
assessed by vMRI); (1) Change from Baseline in plasma and CSF NEL protein concentrations; {iit)
Change from Baseline in UHDRS scores for each subscale, including the SDMT, TMS,
Independence Scale, and TFC; (iv) Change from Baseline in total UHDRS; (v) Change from
Baseline in wearable accelerometer assessment of gatt and motor function; (vi) Assesament of
change via the CGI-C; and, {vil) Change from Baseling in the HDQoL. guestionnairs.
Pharmacokinetic Endpeoint

{8486 (1) Plasma trough concentration {Cwmen} and accumulation ratio of plasma of Compound 1

on Visits 3, 4, and 3; and, {1} Accumulation ratio of Compound | in C8F on Visit 5.

Bismarker Endpeints:
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{3487} (1) Percent reduction 1o HTT protein in CSF, (i1} Changes in neurofiiament light chain
{MEL) in plasma and CSF; and {ii1) Change 1o caudate, putamenal, ventricular volume on

volumetric MRI imaging,
Study Design/Methodology:

{0488} The Phase 2 Study is a randomized, placebo-controlied, paraliel arm, dose-finding study to
evaluate the safety and efficacy of 10 and 20 mg of Compound 1 and to determine the HTT protein

fowering effect of these doses after 12 weeks of treatment in subjects with HDY,

{6489] Individuals who sign an informed consent will enter screening to determine eligibility for
the study. At Screening, potential subjects will have their gene mutation status confirmed by the
Investigator {either via historical gene sequencing or through an in-study gene sequencing
assessment} and undergo additional evaluation to confivm they meet the eorollment criteria
Subjecis who satisty all enrollment criteria at Screening will undergo baseline evaluations and be
randomized to cither 10 or 20 mg of study drug or placebo in a 11111 randomization for g total of
12 weeks on treatment (plus or minus vistt windows). Once assigned freatment, subjects will take
their assigned dose of study medication, once a day, in the morning, at least 2 hours before their
firstmeal of the day. Subjects will be asked to returnto the clinic every 28 days after randomization
{approximately Days 29, 57 and Day 85) or receive home care services in lieu of in-person visits
to undergo study assessments. On Day 85, subjects will take their final dose of study medication
and complete the end of study assessments. There will be a follow-up safety visit on Day 113 via

iefephone/ielchealth to collect AEs.
Sample Size Justification:

{8498} The sample size calculation is based on mean change from Bassline in blood total
HTT protein at Visit 5 (primary endpoint). Using effect size of 085 (e, the magnitude of
treatrent difference s 85%6 of one standard deviation), achisvement of 90%6 power at Z-sided alpha
tevel 0.05 would require 31 subjects. Assuming a 10% dropout rate, approximately 35 subjects

will be randomired {o sach dose.
Planned Number of Patients:

{84911 Approximately 200 adult male and female subjects will be enrolled.
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Inclusion Criteria:

{64492} Individuals eligible to participate in this study include those who meet all of the following
inclusion oriteriar (1) Ambulatory male or female patient aged 25 years and older, inclusive,
(it} Subyect {or legally anthorized representative} is willing and able to provide informed consent
andd comply with all protocol requirements; (i1t} Genetically confirmed HD diagnosis with a
cytosine~-adenine-guanine (A repeat length from 42 to 50, inchusive, {iv) A UHDRS-
Independence Scale score of 100; (v A TFC score of 13; (vi) A normed prognostic index for HD
score between (.18 to 493, wclusive; (vil) Women of childbearing potential (WOCBPY: must
agree 10 use highly effective methods of contraception during dosing and for © months after

stopping the study medication

{:493] WOURP are defined as women who are fertile, following menarche and until becoming
postmenopausal  unless  permanently  sterile.  Permanent  sterilization methods  include
hysterectomy, bilateral salpingectomy, and bilateral cophorectomy. A postroenopausal stale is
defined as no menses for 12 months without an alternative medical cause. A high follicle
stimulating hormone (FSH) level tu the postmenopansal range wsay be nsed to confirm a
postmenopausal state o women not using boronal contraception or hormonal replacement
therapy. However, in the absence of 12 months of amenorrthea, a single FSH measurement is
insufficient. Highly effective contraception methods are defined as those that can achieve a failure
rate of less than 1% per year when used consistently and correctly and include those selected from
{a} combined (estrogen and progestogen containing} hormonal coniraception associaied with
inhibition of ovulation, including contraception that 15 administered orally {(WOCBP using oral
contraception should have been stable on the same pill for & minimuro of 3 months prior to
Nereentng), intravaginally, or transdermally; (b} progestogen-cnly hormonal contraception
assoctated with inhibition of ovulation, including condraception that s administered ovally
{WOCRP using oral contraception should have been stable oo the same pill for 2 minimum of 3
months prior to Screening), vig imjectable, implantable, intrauterine device or intravterine
hormone-releasing aystern; or, {¢} contraception asscciated with bilateral tubal occlusion,

vasectomized partner or sexual abstinence.

18454 (viit) Sexually active and fertile males must use a condom during intercourse while taking

study drug and for & months afier stoppiog study drug, and should neither father a child nor donate
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spersy in this period. A condom it required to be used also by vasectomized men in order to

prevent potential delivery of the drug via seminal fluid.
Main CUriteria for Exclusion:

{8495} Individuals are vot eligible to participate in this study if they have met or meet any of the
following exclusion criteria; (i} Inability or unwillingness to swallow oral tablets; (it} Receipt of
an experimental agent within 90 days or S halt-hives prior to Screening ot asytime over the dutation
of this study, inchuding RNA- or DNACargeted HID specific investigational agents, such as
antisense oligonuclectides, cell transplantation, or any other experimental brain surgery; (1i) Any
history of gene therapy exposure for the treatment of HID; (v Participation in an investigational
irial or investigational paradigm {such as exercise/physical activity, cognitive therapy, brain
stunnlation, eic.} within 90 days prior to Sereening or anviine over the duration of this stndy; (v}
Presence of an implanted deep brain stimulation device: {vi} Family history of early onset cataracts
or presence of cataracts at Baseline using a cataract grading system (Lens Opacities Classification
System [H) exam, {vii} Brain and spinal pathology that may interfere with USF homeostasis and
circulation, increased intracranial pressure (ucluding presence of a shuwnt for the drainage of CSF
or an implanted CNS catheter), maiformations, and/or tumors; (viti} Hospitalization for any major
maedical or surgical procedure involving general anesthesia within 12 weeks of Screening or
planned during the study, (ix}) At significant risk of suicide a5 measured by the Columbia Suicide
Severity Rating Scale {C-S5RS) with a moderate nisk ratung or higher score; () Risk of a major
depressive episode, peychosis, confusional state, or viclent behavior as assessed by the
fnvestigator, {xi} Anv medical history of brainy or spinal disease that would interfere with the
fumbar punciure process or safety assessments; (xii) History of malignancy of any organ system
{other than localized basal cell carcinoma of the skin or in sifu cervical cancer), treated of
untreated, within the past 5 vears, regardless of whether there 13 evidence of local recurrence or
metastases; (it} Any medical history or condition that would interfere with the ability to complete
the protocol-specified assessments (g, implanted shunt, conditions prechuding MRI scans); (av)
Antidepressant or benzodiazepine use, unless receiving a siable dose fur at least 6 weeks prior to
Screcning and with a dose regimen that is not anticipated to change during the study; (xvi) Lifetime
history of drug or alcohol use iu the igh-risk category of risk drivking levels according to the
World Health Grganization for a duration of | month or longer as assessed by the Investigator

{xvii) Clinically significant medical condition, which in the opinion of the Investigator could
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adversely affect the safety of the subject or impair the assessment of study results; (xviit) Cosrrent
significant renal iropairment defined as estimated glomernlar filtration rate <60 mb/min at
Nereening, {ovixy Cusrent hepatic irapatrment resulting in elevated liver function test {aspartate
trapsaminase, alanine transaminase, alanine phosphatase) at 3 tumes the upper limit of normal at
Screening, (xx) Pregnancy, planning on becoming pregnant duning the course of the trigl, or
currently breastfesding, (xxi} Use of medications that are moderate or strong inhibitors of CYF3 A4
within 1 week of Screening or medications that are moderate or strong inducers of CYP3 A4 withio
2 weeks of Screening or planned use of moderate or strong CYP3A4 inhibitor or inducer

medications during the study perioed.
Tnvestigational and Reference Produet, Dosage and Mode of Administration:

{8496} Compound 1 tablets will be administered orally QD The two investigation produet dosing

arms will be 10 mg for 12 weeks and 20 mg for 12 weeks.

{6497} Compound 1 active investigational product and matching placebo reference product tablets
will be admyinistered orally 2D Compound 1 investigational drug product s 2 film-coated tablet
dosage form for oral adnunistration. The white to off-white round coated tablets will be provided
in 2 dosage strengths of 10 myg and 20 myg tablets which each contain Compound 1 drug suhstance
and excipients selected from microcrystaliine celiulose, lactose monchydrate, povidone K30,
croscarroellose sodiurn, poloxamer 407, and magoesium stearate. The 10 mg and 20 mg tablets
will be provided in 2 different sizes The placebo tablet contains the same compendial
exciptents and i« manufactured in the same tablet sizes with the same appearavce to match the

10 mg and 20 mg Compound 1 tablets,

{6498} Evidence for the safety of the selected doses is provided by the ongoing Phase 1 siudy and
the results of the comprebensive preclinical toxicology program to date. In the Phase 1 study,
single doses ranging from 5 mg to 135 mg and muliiple doses for 14 davs of 15 mg and 30 mg

have been safe and generaily well tolerated.

{499 A target 30%5 10 50% decrease 1o mHTT 13 the range associated with decreased pathology
and anticipated therapeutic benefit in patients. In the Phase | study, Compound i-mediated HTT
pre-mBMA aplicing was dose~-dependent across all cohorts in both the SAD and MAD portions of
the siudy. Mean decreases in full-length HTT mRNA levels of 40% and 60% were observed after

14 days of treatment with Compound 1 at 15 myg and 30 mg, respectively. On the basis of these
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chinteal data, a PK-PD compartment model was used to simudate percentage of mRNA decreases

{and thus the anticipated magnitude of HTT protein lowering) at additional potential clinical doses.

[6508] At the selecied doses of 10 mg O and 20 mg QD the predicted percent full-length H77
mBRNA decreases are within the target range of 30 to 530% reduction from baseline. Preclinical data
in a bacterial artificial chromosome transgenic mouse model of HD, mice showed a strong
correlation between levels of AT pre-mRNA aplicing and the degree of protein lowering
following Compound | administration. Therefore, the observed preclinical #77 mRNA changes
are anticipated to result in similar decreases o HTT protein levels in HE patients. Thus, based
upon the totality of the clinical and preclinical safety data to date, and the anticipated reduction in
HTT mBNA aod protein denived from clinical date and pharmacokivetic-pharmacodynamic
modeling, the doses of 10 mg and 20 mg are expacted to be safe, well tolerated, and beneficial to

subjects with HD.

Reference Product, Dosage and Mode of Administration:

{6581} Matching placebo tablets will be administered orally QD

Rafety Criteriac

{03502] Safety assessments will include observed TEAESs, clinical labs, vital signs, ECG, C-85885,
stit tamp eye examination, and physical examination.

Efficacy Criteria:

{0503] Assessment of efficacy will include analysis of (i} blood HTT protein and C8F NfL,

U UHDRS, (i) CGI-C, (v wearable accelerometer for motor function, and {v) neuroimaging

{(vMRI}
Enrichment Criteria

{6384} Enrichment is defined as the prospective use of any patient characteristic to select g study
popiation in which detection of a drug effect (if one i3 in fact present} is more likely than it would
be in an unselected population. Due to the highly variable population of patients with HD, the
eurichment strategy for this Phase 2 study 13 ingended to select for subjects who have preserved
capacity for activities of daily living, work, finances, and self-care, but have reduced performance
on motor and cognitive tests and are predicted to experience functioval impact on activities of

daily living within 3 vears. The TMS and SDBMT from the UHIRS will be assessed at Screening
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{along with CAG repeat length and age) and used to identify this population via a validated HE

prognostic index for pre-marnitest HD patients.

{8505] The Huntivgton’s disease prognostic index {(Plap) or its normed version {PINmp) can be
used o predict likelibood of HD progression, with higher scores indicating greater risk of
functional decline. Natural history survival curves generated using the Plap show the disease
irajectory in patients with a particuiar Plup score. The PiNun score aliows researchers to predict
disease progression in a studied population with a high degree of certainty. Historically, disease
progression was comunonly indexed by the CAG-Age Product (CAP)Y, which is a type of burden
score of age and CAG expansion that has several variants. When CAP is supplemented with the
TMS and SDMT from the UHDRS, predictive ikelibood of HD progression increases. Using these
enrichment criteria, & group of subjects with HI and no functional decline {(measured via the TFC
and I35} can be identified and changes in blood HT'T levels after treatment can be measured. This
group is likely to experience decline without HTT lowering treatment as it has been found that

cariier stages of HD are marked by increases tn mHTT levels in CSF compared to controls.
{3506] At Baseline in this study, subjects’ cognitive and motor function witl be assessed by SDMT
and THME scores, respectively. Enrolled subjects will present with no functional decline as assessed
by the TFC and IS, Subjects will be included in the study based on the calculation of PINup scores
as calculated by the IRT prior to randonmization. Subiects with baseline PINup scores between 0.18
03 4.93 inclusive will be eligible for enrollment in the tnial. The tollowing formula will be utilized
io calculate the PINup score:

{0507] Plio=5 o TMSH(-34 W SDMT+7x (age)x (CAG-34).

{3508) The Pluap score i3 convertad to a normalized score using the following conversion:

{6509] PDNap=(FPlap-883)/1044

{8510] The ENROLL HE database (periodic data update 3) was utilized to identify the 0.18 to
4.93 range of PINuo scores for inclusion in the study.

Pharmacokinetics:

{3311} Pharmacokinetic assessment will include plasma Caewes {8t Visits 3, 4, and 5}
Accumulation ratio will be calenlated and reported in plasma (Vistts 3, 4, and 5} and CSF (Visit 3}

Statistical Methods:



WO 2022/104058 PCT/US2021/059139

-82-

{512] A repeated measure analysis model (repeat on visit) will be used to compare each dose
with placebo for bood total HTT protein. The model will include dose, visit, dose by visit
interaction and baseline. Mominal p-values and 95% confidence interval for each pairwise
comparison at Visit 5 {active versus placebo) will be provided. The model will include PINup as
a stratification factor. The same analysis used for blood HTT protein will be used for blood H77
mRNA. Doss-response relationships will be explored. Demographic and baseline characteristics,
disposition, safety, and efficacy endpoinis will be summarized descriptively by dose group.
Statistical wodels will be applied io undersiand the relationship between UHDRS and its

components to blood and CSF assessments.
Phase 2 Study Results

{6513} The primary objective of the 12 week Phase Za, randomized, placebo-conirolled, dose-
finding study is to evaluate the safety and pharmacodynamic effects of two treatment regimens of
Compound 1 and placebo in subjects with Huntinglon’s Disease. The privvary objective assesses
the occurrence of treatment-emergent adverse evenis (TEAES), abnormalities in laboratory values,
electrocardiograrm (ECG), vital signs, slitlamp eye examivation, and physical examination; and,

reduction in bloed total hustingtin protein (HTT) fevels.

{6#514] The secondary objectives of the study determine the effect of Compound 1 on H77 mRNA
in blood and mHTT protein to cerebrospinal fhud (CSF); and, reduction in blood mutant huntingtio

protein {mHTT) levels.

{8515] The exploratory objectives of the study assess the effect of Compound | on change in
whole brain, candate, and putamen volume via volumetric magnetic resonance mmaging {(vMRIY;
assess the effect of change in ventricular volume via vMRI, assess the effect of Compound t on
plasroa and C8F neurofilament fight chain (NfL) protetn concentrations; assess change after 12
weeks of treatment in relevant scales, which will include an assessment using the {nified
Huntington’s Disease Rating Scale (UHDRS) and each of its subecomponemts. The UHDRS
subcomponents are used to assess qualitative efficacy including, {a) Symbol Digit Modalities Test
{(SDMTY, {b) Total Motor Score {TMS), {¢} Independence Scale; {d} Total Functional Capacity
{TECY, {e) Gait and motor asseasment via a wearable accelerometer; () Clinical Global Impreasion

of Change (CGE-C); and, (g) Huntington's Disease (Quality of Life questionnaire {HDQoL).
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{6516} The pharmacokinetic objectives of the study evaluate the concentration of Compound 1 in

subjects with HD.
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CLAIMS
We claim:
1. A tablet comprising, as an active ingredient, 2-[3-(2,2,6,0-tetramethylpiperidin-4-yl)-3H-

[1,2,3]triazolo[4,5-c]pyridazin-6-y1]-5-(2H-1,2,3-triazol-2-yl)phenol (hereinafter Compound
1), or a pharmaceutically acceptable salt thereof, wherein Compound 1 is present in an amount
from about 5% to about 30% by weight of the total weight of the tablet, an intragranular
excipient, and an extragranular excipient, wherein the intragranular excipient comprises
microcrystalline cellulose and a diluent; wherein the ratio of microcrystalline cellulose to
diluent is about 1:1 to about 1:4 and the microcrystalline cellulose is present in an amount of
about 15% to about 25% by weight of the total weight of the tablet; wherein the disintegrant is
present in an amount of about 1% to about 3% of the total weight of the tablet; wherein
povidone is present in an amount of 1% to about 5% by weight of the total weight of the tablet;
and, wherein the extragranular excipient comprises an additional amount of the diluent and an

additional amount of the disintegrant.

The tablet of claim 1, wherein Compound 1 is present in an amount of about 5% to about 25%

of the total weight of the tablet.
The tablet of claim 2, wherein Compound 1 is about 10% of the total weight of the tablet.
The tablet of claim 1, wherein the amount of Compound 1 in the tablet is about 1 mg to 200 mg.

The tablet of claim 4, wherein the amount of Compound 1 in the tablet is selected from 1 mg,
5 mg, 10 mg, 15 mg, 20 mg, 25 mg, 30 mg, 35 mg, 40 mg, 45 mg, 50 mg, 55 mg, 60 mg,
65 mg, 70 mg, 75 mg, 80 mg, 85 mg, 90 mg, 95 mg, 100 mg, 105 mg, 110 mg, 115 mg,
120 mg, 125 mg, 130 mg, 135 mg, 140 mg, 145 mg, 150 mg, 155 mg, 160 mg, 165 mg,
170 mg, 175 mg, 180 mg, 185 mg, 190 mg, 195 mg, and 200 mg.

The tablet of claim 1 wherein the amount of Compound 1 in the tablet is about 1 mg to 100

mg.

The tablet of claim 6, wherein the amount of Compound 1 in the tablet is selected from 1 mg,

5 mg, 10 mg, 15 mg, 20 mg, 25 mg, 50 mg, or 100 mg.

The tablet of claim 1, wherein the diluent is lactose monohydrate.



10.

11

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

WO 2022/104058 PCT/US2021/059139

-85-
The tablet of claim 1, wherein the ratio of microcrystalline cellulose to diluent in the

intragranular excipient is about 1:2.

The tablet of claim 1, wherein the extragranular diluent is present in an amount of about 15%

to about 30% of the total weight of the tablet.

. The tablet of claim 1, wherein the at least one of the extragranular excipient and the

intragranular excipient further comprises a surfactant.

The tablet of claim 11, wherein the surfactant is a poloxamer.

The tablet of claim 1, wherein the disintegrant is croscarmellose sodium.

The tablet of claim 1, wherein the extragranular excipient further comprises a lubricant.
The tablet of claim 14, wherein the lubricant is magnesium stearate.

The tablet of claim 1, wherein the extragranular excipient further comprises a glidant.
The tablet of claim 16, wherein the glidant is colloidal silicon dioxide.

The tablet of claim 1, wherein the weight of the extragranular excipient is from about 15% to

about 30% by weight of the total weight of the tablet.
The tablet of claim 1, wherein the intragranular excipients have been wet granulated.

The tablet of claim 1, wherein Compound 1 is present in an amount of 10% by weight of the
tablet, the intragranular excipient comprises microcrystalline cellulose and lactose
monohydrate in a ratio of about 1:2 and the microcrystalline cellulose is present in an amount
of about 20% by weight of the tablet, the disintegrant in an amount of about 1% to about 3%
by weight of the tablet, and the povidone in an amount of about 2% by weight of the tablet,
wherein the extragranular excipient comprises the lactose monohydrate in an amount of about
10% to about 25% by weight of the tablet, the disintegrant in an amount of about 1% to about
5% by weight of the tablet, and poloxamer in an amount of about 0.5% to about 2% by weight
of the tablet.

The tablet of claim 20, wherein the extragranular excipient further comprises colloidal silicon

dioxide in an amount of about 0.25 % to about 1% by weight of the tablet.
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The tablet of claim 20, wherein the extragranular excipient further comprises magnesium

stearate in an amount of about 0.5% to about 2% by weight of the tablet.

. A method of making the tablet of claim 1, comprising wet granulating the extragranular

excipients, drying the resulting intragranular blend, mixing the extragranular excipient with

the intragranular excipient, and compressing the resulting mixture to form a tablet.

The method of claim 23, further comprising coating the resulting compressed tablet with a
film.

A method of treating or ameliorating Huntington’s Disease in a subject in need thereof,
comprising orally administering to the subject a tablet of claim 1 having a therapeutically

effective amount of Compound 1, or a pharmaceutically acceptable salt thereof.

The method of claim 25, wherein the tablet contains the therapeutically effective amount of

Compound 1 in a range of from 1 mg to 200 mg.

The method of claim 26, wherein the therapeutically effective amount of Compound 1 is
selected from 1 mg, 5 mg, 10 mg, 15 mg, 20 mg, 25 mg, 30 mg, 35 mg, 40 mg, 45 mg, 50 mg,
55 mg, 60 mg, 65 mg, 70 mg, 75 mg, 80 mg, 85 mg, 90 mg, 95 mg, 100 mg, 105 mg, 110 mg,
115 mg, 120 mg, 125 mg, 130 mg, 135 mg, 140 mg, 145 mg, 150 mg, 155 mg, 160 mg, 165
mg, 170 mg, 175 mg, 180 mg, 185 mg, 190 mg, 195 mg, and 200 mg.

The method of claim 25, wherein the tablet contains 1 to 100 mg of Compound 1.

The method of claim 28, wherein the tablet contains 1 mg, 5 mg, 10 mg, 15 mg, 20 mg, 25 mg,
50 mg, or 100 mg of Compound 1.

The method of claim 25, wherein the tablet is administered once a day.



