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COMPOSITIONS AND METHODS FOR INHIBITING EXPRESSION OF MICROTUBULE
ASSOCIATED PROTEIN TAU (MAPT)

Field of the Invention

The invention relates, in part, to compositions and methods that can be used to inhibit a

microtubule associated protein tau (mapt) gene expression.

Background
The microtubule associated protein tau (MAPT) is encoded by the MAPT gene located on

chromosome 17q21. The MAPT gene consists of 16 exons. Alternative mRNA splicing gives
rise to six MAPT isoforms with a total of 352-441 amino acids. In three of the six MAPT
isoforms, the microtubule-binding domain of MAPT contains three repeated segments, whereas
the corresponding domain contains four repeated segments in the other three MAPT isoforms.

MAPT transcripts are differentially expressed throughout the body, predominantly in the
central (i.e., the brain and the spinal cord) and peripheral nervous system. Wild type Tau is
involved in stabilizing microtubules in neuronal axons, maintaining dendric spines, and
regulating axonal transport, microtubule dynamics, and cell division. Pathogenic variants of
MAPT are found in approximately 10% of patients with primary tauopathy. Variants are
primarily missense mutations and localized in exons 9-13 (microtubule binding domains), with
many affecting the alternative splicing of exon 10. The primary function of tau is to bind to and
stabilize microtubules, which are important structural components of the cytoskeleton involved
in mitosis, cytokinesis, and vesicular transport. Microtubules are essential for the maintenance
of cellular integrity, for facilitating transport within and between cells, and cell division. As such,
microtubules are important for axonal transport and for maintaining the structural integrity of
the cell. Tau protein is located within neurons, predominantly within axons. Tau protein is also
found in other neuronal cells, such as astrocytes and oligodendrocytes in which it performs
similar functions.

Tauopathies are a heterogeneous class of progressive neurodegenerative disorders
pathologically characterized by the presence of Tau aggregates in the brain. Phenotypically,
tauopathies show variable progression of motor, cognitive, and behavioral impairment.
Tauopathies include, but are not limited to, Alzheimer's disease, frontotemporal dementia (FTD),
and progressive supranuclear palsy (PSP). Tau is a major component of neurofibrillary tangles
in the neuronal cytoplasm, a hallmark in Alzheimer's disease. The aggregation and deposition of
Tau were also observed in approximately 50% of the brains of patients with Parkinson's disease.

Accordingly, MAPT gene RNAI agents disclosed herein for treating diseases, disorders,
and conditions associated with tauopathies, and treatments are only aimed at alleviating the
symptoms and improving the patient's quality of life, for example, that subjects having a MAPT-
associated disorder, e.g., Alzheimer's disease, FTD, PSP, or another tanopathy, can be effectively

treated.
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Summary of the Invention

In general, the present disclosure features novel MAPT gene-specific RNAi agents,
compositions that include MAPT RNAI agents, and methods for inhibiting expression of a
MAPT gene in vitro and/or in vivo using the MAPT RNAI agents and compositions that include
MAPT RNAI agents described herein. The MAPT RNAI agents described herein can selectively
and efficiently decrease, inhibit, or silence expression of a MAPT gene in a subject, e.g., a human
or animal subject.

According to an aspect of the invention, a double-stranded ribonucleic acid (dsRNA)
agent for inhibiting expression of MAPT is provided, wherein the dsRNA agent including a
sense strand and an antisense strand, wherein the sense strand comprises at least 15 contiguous
nucleotides differing by no more than 1, 2 or 3 nucleotides from the nucleotide sequence of SEQ
ID NO: 1, or 3 and the antisense strand comprises at least 15 contiguous nucleotides differing by
no more than 1, 2 or 3 nucleotides from the nucleotide sequence of SEQ ID NO:2, or 4, wherein
the sense strand and the antisense strand can be partially, substantially, or fully complementary
to each other.

In some embodiments, the dSRNA agent includes a sense strand and an antisense strand
forming a double stranded region, wherein said antisense strand comprises a region of
complementarity to a MAPT RNA transcript which comprises at least 15 contiguous nucleotides
differing by no more than 1, 2, or 3 nucleotides from any one of the antisense sequences listed
in any one of Tables 1-3. In some embodiments, the dSRNA agent includes a sense strand and
an antisense strand forming a double stranded region, wherein said antisense strand comprises a
region of complementarity to a MAPT RNA transcript which comprises at least 15 contiguous
nucleotides from any one of the antisense sequences listed in any one of Tables 1-3.

In some embodiments, the dSRNA agent including a sense strand and an antisense strand,
nucleotide positions 2 to 18 in the antisense strand including a region of complementarity to a
MAPT RNA transcript, wherein the region of complementarity includes at least 15, 16, 17, 18,
19, 20 or 21 contiguous nucleotides that differ by 0, 1, 2, or 3 nucleotides from one of the

antisense sequences listed in one of Tables 1-3, and optionally including a targeting ligand.

In some embodiments, a double-stranded ribonucleic acid (dsRNA) agent for inhibiting
expression of MAPT is provided, wherein the dsSRNA agent includes a sense strand and an
antisense strand, wherein the sense strand comprises at least 15, 16, 17, 18, 19, 20 or 21
contiguous nucleotides that differ by 0, 1, 2, or 3 nucleotides from any one of the nucleotide
sequences of nucleotides 165-195, 166-196, 167-197, 165-197, 257-287, 1495-1525, 1525-1555,
1528-1558, 1529-1559, 1525-1559, 1532-1562, 2234-2264, 2235-22635, 2236-2266, 2237-2267,
2238-2268, 2235-2268, 2326-2356, 2327-2357, 2328-2358, 2329-2359, 2330-2360, 2331-2361,
2333-2363, 2334-2364, 2336-2366, 2342-2372, 2326-2372, 2359-2389, 2364-2394, 2359-2394,
2412-2442,2414-2444,2412-2444,2426-2456,2688-2718, 2775-2805, 2805-2835, 2811-2841,
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2835-2865, 2836-2866, 2837-2867, 2838-2868, 2839-2869, 2840-2870, 2841-2871, 2842-2872,
2843-2873, 2845-2875, 2835-2875, 2868-2898, 1577-1607, 2263-2293, 2332-2362, 2338-2368,
2339-2369, 2338-2369, 2706-2736, 2753-2783, 2754-2784, 2757-2787, 2352-2387, 2761-2791,
2778-2808, 2817-2847, 2818-2848, 2819-2849, 2717-2849, 2826-2856, 2833-2863 of SEQ ID
NO: 1, and the antisense strand comprises at least 15, 16, 17, 18, 19, 20 or 21 contiguous
nucleotides differing by 0, 1, 2, or 3 nucleotides from the corresponding nucleotide sequence of
SEQ ID NO:2, wherein the sense strand and the antisense strand can be partially, substantially,
or fully complementary to each other.

In some embodiments, a double-stranded ribonucleic acid (dsRNA) agent for inhibiting
expression of MAPT is provided, wherein the sense strand comprises at least 15, 16, 17, 18, 19,
20 or 21 contiguous nucleotides that differ by 0, 1, 2, or 3 nucleotides from any one of the
nucleotide sequences of nucleotides 170-190, 171-191, 172-192, 170-192, 262-282, 1497-1517,
1500-1520, 1530-1550, 1533-1553, 1534-1554, 1530-1554, 1537-1557, 2239-2259, 2240-2260,
2241-2261, 2242-2262, 2243-2263, 2239-2263, 2331-2351, 2332-2352, 2333-2353, 2334-2354,
2335-2355, 2336-2356, 2338-2358, 2339-2359, 2341-2361, 2347-2367, 2331-2361, 2331-2367,
2364-2384,2369-2389, 2364-2389, 2417-2437,2419-2439, 2417-2439, 2431-2451, 2693-2713,
2780-2800, 2810-2830, 2816-2836, 2840-2860, 2841-2861, 2842-2862, 2843-2863, 2844-2864,
2845-2865, 2846-2866, 2847-2867, 2848-2868, 2850-2870, 2840-2870, 2873-2893, 1582-1602,
2268-2288, 2337-2357,2343-2363, 2344-2364, 2343-2364, 2711-2731, 2758-2778, 2759-2779,
2762-2782, 2758-2782, 2766-2786, 2783-2803, 2822-2842, 2823-2843, 2824-2844, 2822-2844,
2831-2851, 2838-2858 of SEQ ID NO: 1, and the antisense strand comprises at least 15, 16, 17,
18, 19, 20 or 21 contiguous nucleotides differing by 0, 1, 2, or 3 nucleotides from the
corresponding nucleotide sequence of SEQ ID NO:2.

In some embodiments, the MAPT RNA transcript is SEQ ID NO: 1.

In some embodiments, the antisense strand of the dsSRNA agent is at least substantially
complementary to any one of a target region of SEQ ID NO: 1 and is provided in any one of
Tables 1-3. In some embodiments, the antisense strand of the dsRNA agent is fully
complementary to any one of a target region of SEQ ID NO: 1 and is provided in any one of
Tables 1-3. In some embodiments, the dSRNA agent includes a sense strand sequence set forth
in any one of Tables 1-3, wherein the sense strand sequence is at least substantially
complementary to the antisense strand sequence in the dsSRNA agent. In certain embodiments,
the dsRNA agent includes a sense strand sequence set forth in any one of Tables 1-3, wherein
the sense strand sequence is fully complementary to the antisense strand sequence in the dsSRNA
agent. In some embodiments, the dSRNA agent includes an antisense strand sequence set forth
in any one of Tables 1-3. In some embodiments, the dsRNA agent includes the sequences set

forth as a duplex sequence in any of Tables 1-3.
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In some embodiments, the dsRNA agent includes at least one modified nucleotide. In
certain embodiments, all or substantially all of the nucleotides of the antisense strand are
modified nucleotides. In some embodiments, at least one of the modified nucleotides comprises:
2’-0O-methyl nucleotide, 2’-fluoro nucleotide, 2’-deoxy nucleotide, 2’3’-seco nucleotide mimic,
locked nucleotide, unlocked nucleic acid nucleotide (UNA), glycol nucleic acid nucleotide
(GNA), 2’-F-Arabino nucleotide, 2’-methoyxyethyl nucleotide, abasic nucleotide, ribitol,
inverted nucleotide, inverted abasic nucleotide, inverted 2’-OMe nucleotide, inverted 2’-deoxy
nucleotide, isomannide nucleotide, 2”-amino-modified nucleotide, 2’-alkyl-modified nucleotide,
mopholino nucleotide, and 3’-OMe nucleotide, a nucleotide including a 5’-phosphorothioate
group, a 5'- phosphonate modified nucleotide or a terminal nucleotide linked to a cholesteryl
derivative or dodecanoic acid bisdecylamide group, a 2’-amino-modified nucleotide, a
phosphoramidite, or a non-natural base including nucleotide.

In some embodiments, the dsSRNA agent further comprises a phosphate or phosphate
mimic. In some embodiments, a 5’-phosphate or 5’-phosphate mimic is introduced at the 5'-
terminal nucleotide of the antisense strand. In some embodiments, the phosphate mimic is a 5'-
vinyl phosphonate (VP).

In certain embodiments, the phosphate mimic of the 5'-terminal nucleotide has a fragment
represented by the following formula:

Rb—P’Ra
fe
>

Wherein: Qs is O, S, SO, SO2, PR'®R!7 or NR!!; R!¢ and R!” are independently (=0), (=S),
OH, SH, C;-Cealkyl, NR'®R'; R'® and R'” are independently (=0), (=S), OH, SH, C;-Cs alkyl,
NR'3;

Ra and Rc are each independently selected from hydroxyl or protected hydroxyl, sulthydryl
or protected sulfhydryl, optionally substituted C;-Cs alkyl, optionally substituted C;-Cs alkoxy,
protected or optional substituted amino, natural or modified nucleosides; and Ry is O or S or
NR'2, R!?is hydrogen, Ci-Csalkyl, amino protecting group;

the substituents in the substituted amino group are selected from: optionally substituted C;-
Cs alkyl, optionally substituted C2-Cs alkenyl, optionally substituted C2-Cs alkynyl, sulfinyl,
sulfonyl, acetyl;

R', R!® and R' are independently H, optionally substituted Ci-Cs alkyl, optionally
substituted C1-Cs alkoxy, methanesulfonyl, sulfonic acid group;

each substituted group comprises one or more optional substituent groups independently

selected from: halogen, hydroxyl, Ci-Cs alkyl, C;-Cg alkoxy, Ci1-Ce alkylsulthydryl, CN;
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n r‘-"‘? "

indicates the linkage to the remainder of the 5'-terminal nucleotide. In certain
embodiments, wherein Qs is bonded to the 4'-carbon or 5'-carbon of the sugar or sugar surrogate
moiety of the 5'-terminal nucleotide.

In some embodiments, the dsSRNA agent includes an E-vinylphosphonate nucleotide at
the 5 —end of the guide strand.

In some embodiments, the dsRNA agent includes a 5'-phosphate mimic nucleotide
represented by formula (VIII) or their stereoisomers or racemates at the 5'-end of the guide

strand:
T3

/

§
8
gfxp,/Rb
R&™ ke Formula ( VIII)

wherein: Qs is O, S, SO, SO, PR!*R!7 or NR!!; R'® and R!” are independently (=0), (=S),
OH, SH, C;i-Cs alkyl, NR'®R'’; Ra and Rc are each independently selected from hydroxyl or
protected hydroxyl, sulfhydryl or protected sulfhydryl, optionally substituted C;-C¢ alkyl ,
optionally substituted C;-Cs alkoxy , protected or optionally substituted amino, natural or
modified nucleosides; and Ryis O or S or NR'?, R'?is hydrogen, Ci-Csalkyl, amino protecting
group;

Q1 and Q2 are each independently H, halogen, -CN, optionally substituted C;-Cg alkyl;

the substituents in the substituted amino group are selected from: optionally substituted
C1-Cs alkyl, optionally substituted C2-Cg alkenyl, optionally substituted Ca2-Cg alkynyl, sulfinyl,
sulfonyl, acetyl;

R', R!® and R' are independently H, optionally substituted Ci-Cs alkyl, optionally
substituted C;-Ce alkoxy, methanesulfonyl, and sulfonic acid group;

Z is a nucleoside containing a sugar or sugar surrogate moiety;

T is an internucleotide linking group that connects the 5'-terminal nucleotide of formula
(VIID) or its stereoisomer to the remainder of the 5"-end of the guide strand;

each substituted group comprises one or more substituent groups optionally independently
selected from: halogen, hydroxyl, Ci-Cs alkyl, C1-Cs alkoxy, C1-Cs alkylsulfthydryl, CN.

In a particular embodiments, in the provided nucleotide, Qg in formula (VIII) is S, SO or
SO:3. In a particular embodiments, in the provided nucleotide, Q1 and Q2 in formula (VIII) are
each independently H. In a particular embodiments, in the nucleotide provided in formula
(VII), in the nucleoside of the sugar or sugar surrogate moiety, the sugar or sugar surrogate

moiety includes a 5 membered furanose ring, a non-furanose ring or 5-6 membered carbocyclic
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system or open system. In a particular embodiments, in the nucleotide provided in Formula

(VIID), in the nucleoside of the sugar or sugar-substituted moiety, the sugar-substituted moiety

is selected from morpholinyl, cyclohexenyl, cyclohexyl, cyclopentyl, pyranyl, cyclohexanol. In

a particular embodiments, in the nucleoside of the sugar or sugar surrogate moiety, the sugar

5 moiety is a furanose. In a particular embodiments, the nucleoside of the sugar or sugar surrogate

moiety includes an unlocked nucleobase analog (UNA) or a glycerol nucleobase analog (GNA).

In a particular embodiment, the nucleosides of the sugar or sugar surrogate moiety include locked

nucleic acid (LNA) or bridged nucleic acid (BNA). In a particular embodiment, nucleotide of

formula (VIII) are provided, wherein Qs is bonded to the 4'-carbon or 5'-carbon of the sugar or

10 sugar surrogate moiety. In particular embodiments, nucleotide of formula (VIII) is provided,

wherein Rb is oxygen. In a particular embodiment, nucleotide of formula (VIII) is provided,
wherein, Ra and Rc are each independently selected from OH, SH, NH2, NHSO>CHa.

In some embodiments, the dSRNA agent includes a 5'-phosphate mimic nucleotide at the
57-end of the guide strand select from the following structures or their stereoisomers or
15  racemates:

H
(o] N 0o H
qﬁ;éi_ QT;;jé ol O 0
S\Q’N Z Ho/ Ls,l' ‘\\N\/j
° ¢
O=?—SH 0=P—SH
o) o)
v Phos-15-1°%, v Phos-15-2%,

o o ¢ ot
O=II=—SH OZI?—SH
Q o
v Phos-43%, s Phos-44%,
o _N__o o N__o
0 7
HO-R HO-P
HO \—g \Qj\j HO \_g \@j{j
§ o G o
0=P—-SH O=P-SH
0 N o
v Phos-45%, s Phos-46*,

e Phos-47%, Phos-53%,
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it phos-16*, or their stereoisomers or racemates,

" represents the linking moiety to the remainder of the 5"-end of the guide
strand.
In certain embodiments, internucleotide linking group is independently select from: a

phosphodiester linking group, a phosphotriester linking group, or a phosphorothioate linking
group, phosphorodithioate linking group, alkylphosphonate linking group, aminophosphonate
linking group , phosphonate linking group , phosphinate linking group , phosphorothioamidate
linking group and phosphoramidate linking groups. For illustrate 5'-phosphate mimic
nucleotide Phos-15-1* use phosphodiester linking group replacement phosphorothioate linking

7

9 o N_o
HO—F,
HO' \_SWE/ \j

9‘; OEt

o
to b
o
I

has following structures Phos-15-1.

In certain embodiments, the dsRNA agent includes at least one phosphorothioate
internucleoside linkage. In certain embodiments, the sense strand includes at least one
phosphorothioate internucleoside linkage. In some embodiments, the antisense strand includes
at least one phosphorothioate internucleoside linkage. In some embodiments, the sense strand
includes 1, 2, 3, 4, 5, or 6 phosphorothioate internucleoside linkages. In certain embodiments,
the antisense strand includes 1, 2, 3, 4, 5, or 6 phosphorothioate internucleoside linkages. In
some embodiments, the 5' end of antisense strand includes 2 phosphorothioate internucleoside
linkages. In some embodiments, the 3' end of antisense strand includes 2 phosphorothioate
internucleoside linkages. In some embodiments, the 5" end of antisense strand and 3' end of
antisense strand includes independently 2 phosphorothioate internucleoside linkages.

In certain embodiments, the dsRNA agent further comprises a terminal, chiral
modification occurring at the first internucleotide linkage at the 3' end of the antisense strand,
having the phosphorothioate internucleoside linkage phosphorus atom in Sp configuration. In
certain embodiments, the dsRNA agent further comprises a terminal, chiral modification
occurring at the first phosphorothioate internucleoside linkage at the 5' end of the antisense
strand, having the phosphorothioate internucleoside linkage phosphorus atom in Rp
configuration. In certain embodiments, the dsSRNA agent further comprises a terminal, chiral
modification occurring at the first internucleotide linkage at the 5' end of the sense strand, having
the phosphorothioate internucleoside linkage phosphorus atom in either Rp confguration or Sp
configuration. In another embodiment, the dsRNA agent further comprises a terminal, chiral

modification occurring at the first and second internucleotide linkages at the 3' end of the

7
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antisense strand, having the phosphorothioate internucleoside linkage phosphorus atom in Sp
configuration, a terminal, chiral modification occurring at the first internucleotide linkage at the
5" end of the antisense strand, having the phosphorothioate internucleoside linkage phosphorus
atom in Rp configuration, and a terminal, chiral modification occurring at the first
internucleotide linkage at the 5' end of the sense strand, having the phosphorothioate
internucleoside linkage phosphorus atom in either Rp or Sp configuration.

In one embodiment, one or more lipophilic moieties are conjugated to one or more
internal positions on at least one strand, such as via a linker or carrier. In one embodiment, the
internal positions include all positions except the terminal two positions from each end of the at
least one strand. In another embodiment, the internal positions include all positions except the
terminal three positions from each end of the at least one strand. In one embodiment, the internal
positions exclude a cleavage site region of the sense strand. In one embodiment, the internal
positions exclude a cleavage site region of the antisense strand. In one embodiment, the one or
more lipophilic moieties are conjugated to one or more of the internal positions selected from
the group consisting of positions 4-8 and 13-18 on the sense strand counting from the 3’end of
sense strand, and positions 6-10 and 15-18 on the antisense strand, counting from the 5’end of
antisense strand. In another embodiment, the one or more lipophilic moieties are conjugated to
one or more of the internal positions selected from the group consisting of positions 5, 6, 15, 16,
and 17 on the sense strand counting from the 3’-end of sense strand, and positions 15 and 17 on
the antisense strand counting from the 5’-end of antisense strand. In one embodiment, the
internal positions in the double stranded region exclude a cleavage site region of the sense strand.
In one embodiment, the sense strand is 21 nucleotides in length, the antisense strand is 21
nucleotides in length, and the lipophilic moiety is conjugated to position 21, position 20, position
15, position 1, position 7, position 6, or position 2 of the sense strand or position 16 of the
antisense strand counting from the 5’end of antisense strand. In one embodiment, the lipophilic
moiety is conjugated to position 1, position 2, position 7, position 21, or position 15 of the sense
strand counting from the 3’end of sense strand. In another embodiment, the lipophilic moiety is
conjugated to position 1, position 2, or position 7 of the sense strand counting from the 3’end of
sense strand. In yet another embodiment, the lipophilic moiety is conjugated to position 2 or
position 7 of the sense strand counting from the 3’end of sense strand. In one embodiment, the
lipophilic moiety is conjugated to position 16 of the antisense strands counting from the 5’end
of antisense strand.

In one embodiment, the lipophilic moiety is an aliphatic, alicyclic, or polyalicyclic
compound. In one embodiment, the lipophilic moiety is selected from the group consisting of
lipid, cholesterol, retinoic acid, cholic acid, adamantane acetic acid, 1-pyrene butyric acid,
dihydrotestosterone, 1,3-bis-O(hexadecyl)glycerol, geranyloxyhexyanol, hexadecylglycerol,
borneol, menthol, 1,3-propanediol, heptadecyl group, palmitic acid, myristic acid, O3-(oleoyl)
lithocholic acid, Os-(oleoyl)cholenic acid, dimethoxytrityl, or phenoxazine. In one embodiment,

the lipophilic moiety contains a saturated or unsaturated Cs-C3p hydrocarbon chain, and an
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optional substituted functional group selected from the group consisting of hydroxyl, amine,
carboxylic acid, sulfonate, phosphate, thiol, azide, and alkyne. In one embodiment, the lipophilic
moiety contains a saturated or unsaturated Ce¢-Cig hydrocarbon chain. In one embodiment, the
lipophilic moiety contains a saturated or unsaturated Ci¢ hydrocarbon chain. In one embodiment,
the saturated or unsaturated Ci6 hydrocarbon chain is conjugated to position 15 or 16, counting
from the 5’-end of the strand. In one embodiment, the lipophilic moiety is conjugated via a
carrier that replaces one or more nucleotide(s) in the internal position(s) or the double stranded
region. In one embodiment, the carrier is a cyclic group selected from the group consisting of
pyrrolidinyl, pyrazolinyl, pyrazolidinyl, imidazolinyl, imidazolidinyl, piperidinyl, piperazinyl,
[1,3] dioxolanyl, oxazolidinyl, isoxazolidinyl, morpholinyl, thiazolidinyl, isothiazolidinyl,
quinoxalinyl, pyridazinonyl, tetrahydrofuranyl, and decalinyl; or is an acyclic moiety based on
a serinol backbone or a diethanolamine backbone. In one embodiment, the lipophilic moiety is
conjugated to the double-stranded iRNA agent via a linker containing an ether, thioether, urea,
carbonate, amine, amide, maleimide-thioether, disulfide, phosphodiester, sulfonamide linkage,
a product of a click reaction, or carbamate. In one embodiment, the lipophilic moiety is
conjugated to a nucleobase, sugar moiety, or internucleosidic linkage. In one embodiment, the
lipophilic moiety is conjugated via a bio-linker selected from the group consisting of DNA, RNA,
disulfide, amide, functionalized monosaccharides or oligosaccharides of galactosamine,
glucosamine, glucose, galactose, mannose, and combinations thereof.

In some embodiments, all or substantially all of the nucleotides of the sense strand and
the antisense strand are modified nucleotides. In some embodiments, the antisense strand
comprises 15 or more modified nucleotides independently selected from a 2°-O-methyl
nucleotide, a 2’-fluoro nucleotide and an UNA modified nucleotide, wherein less than 6 modified
nucleotides are 2’-fluoro nucleotides. In some embodiments, the antisense strand comprises 3 or
5 2’-fluoro nucleotides, preferably, the antisense strand comprises 5 2’-fluoro nucleotides. In
some embodiments, the sense strand comprises 15 or more modified nucleotides independently
selected from a 2’-O-methyl nucleotide and a 2’-fluoro nucleotide, wherein less than 4 modified
nucleotides are 2’-fluoro nucleotides. In certain embodiments, the sense strand comprises 3 2’-
fluoro nucleotides. In some embodiments, the antisense strand comprises 15 or more modified
nucleotides independently selected from a 2’-O-methyl nucleotide and a 2’-fluoro nucleotide,
wherein at least 14 modified nucleotides are 2’-O-methyl nucleotides and the nucleotides at
positions 2, 5,7, 11, 12, 14, 16 and/or 18 counting from the first matching position of the 5 end
of the antisense strand are independently a 2’-fluoro nucleotide. In some embodiments, the
antisense strand comprises at least one UNA modified nucleotide and 5 2°-fluoro nucleotides. In
some embodiments, the antisense strand comprises one UNA modified nucleotide at position 7
and 5 2’-fluoro nucleotides at positions 2, 5, 12, 14 and 16 counting from the first matching
position of the 5 end, and the rest 2’-O-methyl nucleotides. In some embodiments, the antisense
strand comprises one UNA modified nucleotide at position 7 and 5 2’-fluoro nucleotides at
positions 2, 5, 12, 14 and 18 counting from the first matching position of the 5° end, and the rest
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2’-O-methyl nucleotides. In some embodiments, the antisense strand comprises one UNA
modified nucleotide at position 7 and 5 2’-fluoro nucleotides at positions 2, 5, 11, 14 and 16
counting from the first matching position of the 5’ end, and the rest 2’-O-methyl nucleotides. In
some embodiments, the antisense strand comprises 5 2’-fluoro nucleotides at positions 2, 7, 12,
14 and 16 counting from the first matching position of the 5’ end, and the rest 2’-O-methyl
nucleotides. In some embodiments, the antisense strand comprises 5 2’-fluoro nucleotides at
positions 2, 7, 11, 14 and 16 counting from the first matching position of the 5 end, and the rest
2’-O-methyl nucleotides. In some embodiments, the antisense strand comprises 5 2’-fluoro
nucleotides at positions 2, 5, 12, 14 and 16 counting from the first matching position of the 5’
end, and the rest 2’-O-methyl nucleotides. In some embodiments, the antisense strand comprises
5 2’-fluoro nucleotides at positions 2, 5, 11, 14 and 16 counting from the first matching position
of the 57 end, and the rest 2’-O-methyl nucleotides. In some embodiments, the sense strand
comprises 15 or more modified nucleotides independently selected from a 2’-O-methyl
nucleotide and a 2’-fluoro nucleotide, preferably, wherein at least 18 modified nucleotides are
2’-O-methyl nucleotides and the nucleotides at positions 9, 11 and/or 13 counting from the first
matching position of the 3’ end of the sense strand are 2’-fluoro nucleotides. In some
embodiments, the sense strand comprises at least 18 modified nucleotides are 2’-O-methyl
nucleotides and the nucleotides at positions 8, 11 and/or 13 counting from the first matching
position of the 3’ end of the sense strand are 2’-fluoro nucleotides. In some embodiments, the
modified sense strand is a modified sense strand sequence set forth in one of Tables 2-3. In some
embodiments, the modified antisense strand is a modified antisense strand sequence set forth in
one of Tables 2-3.

In some embodiments, the dsSRNA agent includes at least one modified nucleotide and
further includes one or more targeting groups or linking groups. In some embodiments, the one
or more targeting groups or linking groups are conjugated to the sense strand. In some
embodiments, the targeting group or linking group includes N-acetyl-galactosamine (GalNAc).

In some embodiments, the targeting group include the following structure:

R, e

H &*Vb Jy )uj

HO OH n

NHM\(\ \>/’ Formula 1

Each n" is independently selected from 1 or 2.

In some embodiments, the targeting group has a structure:

10
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In certain embodiments, the dsSRNA agent includes a targeting group that is conjugated to
the 5’-terminal end of the sense strand. In some embodiments, the dSRNA agent includes a
targeting group that is conjugated to the 3'-terminal end of the sense strand.

In some embodiments, the antisense strand includes one inverted abasic residue at 3’-
terminal end.

In certain embodiments, the sense strand includes one or two inverted abasic residues and/or
one or two imann residues at 3’ or/and 5’ terminal end. In certain embodiments, each end of the
sense strand includes one inverted abasic residue respectively. In certain embodiments, each end
of the sense strand includes one imann residue respectively. In some embodiments, one or more
inverted abasic residues or one or more imann residues conjugate to either end or both ends of
the sense strand via phosphorothioate linkages. In some embodiments, the targeting group
further conjugates to either end of the sense strand via a phosphorothioate linkage. In some
embodiments, the targeting group further conjugates to 5’-end of the sense strand via a
phosphorothioate linkage. In certain embodiments, one inverted abasic residue or imann residues
at the 5' terminal end of the sense strand, wherein inverted abasic residue or imann residues is
linked to an adjacent nucleotide via a phosphorothioate linkage to the 5' terminal end of the
nucleotide sequence of the sense strand. In certain embodiments, one inverted abasic residue or
imann residues at the 3' terminal end of the sense strand, wherein inverted abasic residue or
imann residues is linked to an adjacent nucleotide via a phosphorothioate linkage to the 3'
terminal end of the nucleotide sequence of the sense strand. In certain embodiments, the sense
strand further includes targeting group linked to an inverted abasic residue or an imann residue
at the 5' terminal end of the sense strand, wherein targeting group is linked to an adjacent inverted
abasic residue or imann via a phosphorothioate linkage, and optionally targeting group is N-
acetyl-galactosamine (GalNAc).

In some embodiments, the dsSRNA agent has two blunt ends. In some embodiments, at
least one strand includes a 3’ overhang of at least 1 nucleotide. In some embodiments, at least
one strand includes a 3” overhang of at least 2 nucleotides.

In certain embodiments, the dsSRNA comprises a duplex selected from AV03732, AV03733,
AV03734, AV03736, AV03739, AV03741, AV03750, AV03751, AV03752, AV03754,
AV03768, AV03770, AV03771, AVO03791, AV03792, AV03793, AV03794, AV03795,
AV03796, AV03797, AV03798, AV03799, AVO03800, AV03804, AV03805, AV03806,
AV03807, AV03809, AV03817, AV03826, AV03827, AV03829, AV03831, AV03832,
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AV03833, AV03834, AV03835, AV03836, AV03837, AV03838, AV03839, AV03840,
AV03842, and wherein duplex optionally including a targeting ligand.

According to another aspect of the invention, a double-stranded ribonucleic acid (dsRNA)
agent for inhibiting expression of MAPT is provided, wherein the dsRNA agent including a
sense strand and an antisense strand, wherein the sense strand is complementary to the antisense
strand, wherein the antisense strand comprises a region complementary to part of a MAPT RNA
transcript, wherein each strand is about 15 to about 30 nucleotides in length, wherein the sense
strand comprises sequence may be represented by formula (I):

S(NLwNLNLNLNLNENLNFNLNN NN NLNLNLNLNLNLw-3" (D

wherein:

each N'r represents a 2'-fluoro-modified nucleotide; each N'xi and N'n2 independently
represents a modified or unmodified nucleotide; each N'r independently represents a modified
or unmodified nucleotide but not a 2'-fluoro-modified nucleotide, and m’ and n’' are each
independently an integer of 0 to 7.

In some embodiments, N'n1 and N'n2 include only one 2'-Fluorine modified nucleotides.

In some embodiments, N'n1 independently represents a 2'-fluoro-modified nucleotide,
optionally ,N'x2 independently represents a 2’-0O-methyl -modified nucleotide.

In some embodiments, N'yz independently represents a 2'-fluoro-modified nucleotide ,
optionally ,N1 independently represents a 2’-O-methyl -modified nucleotide.

In some embodiments, m' is 2 and n' is 4, or m'is 2 and n' is 2. In some embodiments, m'
is land n'is 4, orm'is 1 and n' is 2. In some embodiments, m' is 0 and n" is 4, or m'is O and n'
is 2.

In some embodiments, each N';, independently represents a 2°-O-methyl nucleotide.

In some embodiments, the dsSRNA agent includes a targeting group that is conjugated to
the 5’-terminal end of the sense strand, preferably, the targeting group is any one selected from
aforesaid GLO-1 through GLO-16 and GLS-1* through GLS-16*, more preferably, the targeting
group is aforesaid GLS-15%*. In certain embodiments, the dsRNA agent includes a targeting
group that is conjugated to the 3'-terminal end of the sense strand. In certain embodiments, the
antisense strand includes one inverted abasic residue at 3’ -terminal end. In certain embodiments,
the sense strand includes one or two inverted abasic residues and/or one or two imann residues
at 3’ or/and 5’ terminal end. In certain embodiments, each 3’ and 5’ terminal end of the sense
strand independently includes an inverted abasic residue. In certain embodiments, each 3” and 5’
terminal end of the sense strand independently includes an imann residue. In certain
embodiments, the sense strand includes two inverted abasic residues at 3’ and 5° terminal end
and either residue at 3’ or 5° terminal end is further conjugated to a targeting group, which
preferably is aforesaid GLS-15%*. In certain embodiments, the sense strand includes two imann
residues at 3’ and 5’ terminal end and either residue at 3’ or 5° terminal end is further conjugated

to a targeting group, which preferably is aforesaid GLS-15*. In certain embodiments, 5' end of
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the sense strand includes one inverted abasic residue or imann residues at the 5' terminal end of
the sense strand, wherein inverted abasic residue or imann residues is linked to an adjacent
nucleotide via a phosphorothioate linkage to the 5' terminal end of the nucleotide sequence of
the sense strand. In certain embodiments, 3' end of the sense strand includes one inverted abasic
residue or imann residues at the 3' terminal end of the sense strand, wherein inverted abasic
residue or imann residues is linked to an adjacent nucleotide via a phosphorothioate linkage to
the 3' terminal end of the nucleotide sequence of the sense strand. In certain embodiments, the
sense strand further includes targeting group linked to an inverted abasic residue or an imann
residue at the 5' terminal end of the sense strand, wherein targeting group is linked to an adjacent
inverted abasic residue or imann via a phosphorothioate linkage, and optionally targeting group
is N-acetyl-galactosamine (GalNAc). In certain embodiments, at the 5' terminal end of the sense
strand includes one inverted abasic residue, wherein inverted abasic residue is linked to an
adjacent nucleotide via a phosphorothioate linkage to the 5' terminal end of the nucleotide
sequence of the sense strand. In certain embodiments, the sense strand further includes targeting
group linked to an inverted abasic residue at the 5' terminal end of the sense strand, wherein
targeting group is linked to an adjacent inverted abasic residue via a phosphorothioate linkage,
and optionally targeting group is N-acetyl-galactosamine (GalNAc), the each strand is
independently 21 nucleotides in length. In some embodiments, the antisense strand of the dSSRNA
agent is at least substantially complementary to any one of a target region of SEQ ID NO: 1 and

is provided in any one of Tables 1-3.

According to another aspect of the invention, a double-stranded ribonucleic acid (dAsRNA)
agent for inhibiting expression of MAPT is provided, wherein the dsRNA agent including a
sense strand and an antisense strand, wherein the sense strand is complementary to the antisense
strand, wherein the antisense strand comprises a region complementary to a MAPT RNA
transcript, wherein each strand is about 18 to about 30 nucleotides in length, wherein the
antisense strand comprises sequence may be represented by formula (II):
3'-(NL)n Nyt NL Ny NL Np NL Nmis Nvia NLNL NL Nms N Nwvis NCNL Np Np-5
oy

wherein:
each Nr represents a 2'-fluoro-modified nucleotide, each Nmi1, Nm2, Nms, Nm4, Nvs, and N
independently represents a modified or unmodified nucleotide; each NL independently
represents a modified or unmodified nucleotide but not a 2'-fluoro-modified nucleotide, and n is
an integer of 0 to 7.

In some embodiments, Nmi1, Nmz2, Nms, Nma, Nwms, and Ny have only three 2'-fluoro-
madified nucleotides. In some embodiments, Nmi1, Nm2, Nvs, Nwa, Nws, and Nus independently

represents a 2'-fluoro-modified nucleotide, a 2’-O-methyl nucleotide, an UNA modified

nucleotide or a nucleotide comprising phosphate mimic. In some embodiments, the modified
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nucleotide is a modified nucleotide defined above. In some embodiments, each Ni independently
represents a 2’-O-methyl nucleotide.

In some embodiments, Nz, Nms and Nvs each independently represents a 2'-fluoro-
modified nucleotide, optionally, Nmi, Nms and Nwms independently represents a 2’-O-methyl -
modified nucleotide.

In some embodiments, Nm2, Nma and Nums each independently represents a 2'-fluoro-
modified nucleotide, optionally, Nm1, Nm3 and Nms independently represents a 2’-O-methyl -
modified nucleotide.

In some embodiments, Ny, Nms and Nves each independently represents a 2'-fluoro-
modified nucleotide, optionally, Nm2, Nms4 and Nwus independently represents a 2°-O-methyl -
modified nucleotide.

In some embodiments, Na2, Nms and Nms each independently represents a 2'-fluoro-
modified nucleotide, optionally, Nm1, Nms and Nus independently represents a 2’-O-methyl -
modified nucleotide.

In some embodiments, Nm2, Nms and Nms each independently represents a 2'-fluoro-
modified nucleotide, optionally, Nyi, Nms and Nas independently represents a 2°-O-methyl -
modified nucleotide.

In some embodiments, Ny, Nwms and Nvs each independently represents a 2'-fluoro-
modified nucleotide and N5 represents an UNA modified nucleotide, optionally, N and Nwa
independently represents a 2’-O-methyl -modified nucleotide.

In some embodiments, Nv2, Nms and Nus each independently represents a 2'-fluoro-
modified nucleotide and Nwms represents an UNA modified nucleotide, optionally, Nai and Nma
independently represents a 2’-O-methyl -modified nucleotide.

In some embodiments, Naa, Ny and Nuvs each independently represents a 2'-fluoro-
modified nucleotide and Nws represents an UNA modified nucleotide, optionally, Nav and Nus3
independently represents a 2’-O-methyl -modified nucleotide.

In some embodiments, the first N nucleotide (counting from 5’end) is VPu*, which has the

Qi’/o OMe
structure ¥ ou

In some embodiments, the first Np. nucleotide (counting from 5’end) is selected from the
group consisting of
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In some embodiments, nis 1, ornis 2, ornis 3, ornis 5.

In some embodiments, the antisense strand of the dsSRNA agent is at least substantially
complementary to any one of a target region of SEQ ID NO: 1 and is provided in any one of

Tables 1-3.

According to another aspect of the invention, a double-stranded ribonucleic acid (dsRNA)
agent for inhibiting expression of MAPT is provided, wherein the dsRNA agent including a
sense strand and an antisense strand, wherein the sense strand and the antisense strand form a
dsRNA duplex, wherein said sense strand is complementary to the antisense strand, wherein said
antisense strand comprises a region of complementarity to a MAPT RNA transcript, wherein the
region of complementarity comprises at least 15 contiguous nucleotides, wherein the dsRNA
duplex comprises represented by formula (III):
sense: S'-(N'L)vNL NLNL NLNENLNFENLNN N2 NLN'LNL NLNL (N'L)w-3
antisense: 3'-(NL)n Nm1 NL Nyvi2 NL Nr NL Nvs Nyvig N NL NL Nms N N N NL N NL-5'

(111
wherein:
each strand is about 18 to about 30 nucleotides in length;
each Nr and N'r independently represents a 2'-fluoro-modified nucleotide; Nmi, Nm2, Nm3, Nma,
Nws, Nms, N'ni, and N'n2 each independently represents a modified or unmodified nucleotide;
each NL and N'L independently represents a modified or unmodified nucleotide but not a 2'-
fluoro-modified nucleotide, and m’, n’ and n are each independently an integer of O to 7.

In some embodiments, Num1, Nm2, N3, Nua, Nms, and Nws have only three 2'-fluoro-
modified nucleotides, N'n1 and N'nz include only one 2'-Fluorine modified nucleotides. In
some embodiments, each N'i, and N, independently represents a 2’-O-methyl nucleotide. In
some embodiments, N1, Nwvz, N3, N, Nms, and Nws independently represents a 2'-fluoro-
modified nucleotide, a 2°-O-methyl nucleotide, an UNA modified nucleotide or a nucleotide
comprising phosphate mimic. In some embodiments, N'x1 and N'nz2 independently represents a
2'-fluoro-modified nucleotide, a 2’-O-methyl nucleotide. In some embodiments, the modified
nucleotide is a modified nucleotide defined above.
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In some embodiments, m'is 2 andn'is4, m'is 2 and n'is 6, orm'is 2 and n' is 2. In
some embodiments, m'is 1 and n'is 4, or m'is 1 and n' is 2. In some embodiments, m’ is 0 and
n'is 4, orm'is 0 and n' is 2. In some embodiments, nis 1, ornis 2, ornis 3, ornisS.

In some embodiments, N'n1 independently represents a 2'-fluoro-modified nucleotide.

5 In some embodiments, N'nz independently represents a 2'-fluoro-modified nucleotide.
In some embodiments, Ny2, Nws and Nus each independently represents a 2'-fluoro-

modified nucleotide.
In some embodiments, Nm2, Nms and Nums each independently represents a 2'-fluoro-
modified nucleotide.
10 In some embodiments, Ny, Nws and Nwes each independently represents a 2'-fluoro-
modified nucleotide.
In some embodiments, Nm2, Nms and Nmes each independently represents a 2'-fluoro-
modified nucleotide.
In some embodiments, Nm2, Nma and Nms each independently represents a 2'-fluoro-
15  modified nucleotide.
In some embodiments, Nai, Nms and Nms each independently represents a 2'-fluoro-
modified nucleotide and Nwss represents an UNA modified nucleotide.
In some embodiments, Nm2, Nms and Nms each independently represents a 2'-fluoro-
modified nucleotide and Nwss represents an UNA modified nucleotide.
20 In some embodiments, Nm2, Nms and Nmes each independently represents a 2'-fluoro-
modified nucleotide and N5 represents an UNA modified nucleotide.

In some embodiments, the first Np nucleotide (counting from 5’end) is VPu*, which has

(o]

o X
it 7
HO—P. NH
HO “— N
o 0
S\\ /0 OMe

_R
the structure ¥ ou

In some embodiments, the first Ni nucleotide (counting from 5’end) is selected from the
25  group consisting of
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or racemates.

In some embodiments, the dSRNA agent includes a targeting group that is conjugated to
the 5’-terminal end of the sense strand, preferably, the targeting group is any one selected from
aforesaid GLO-1 through GLO-16 and GLS-1* through GLS-16*, more preferably, the targeting
group is aforesaid GLS-15*. In certain embodiments, the dsSRNA agent includes a targeting
group that is conjugated to the 5'-terminal end of the sense strand. In certain embodiments, the
antisense strand includes one inverted abasic residue at 3’ -terminal end. In certain embodiments,
the sense strand includes one or two inverted abasic residues and/or one or two imann residues
at 3° or/and 5’ terminal end. In certain embodiments, each 3° and 5° terminal end of the sense
strand independently includes an inverted abasic residue. In certain embodiments, each 3” and 5’
terminal end of the sense strand independently includes an imann residue. In certain
embodiments, the sense strand includes two inverted abasic residues at 3’ and 5’ terminal end
and either residue at 3 or 5’ terminal end is further conjugated to a targeting group, which
preferably is aforesaid GLS-15*. In certain embodiments, the sense strand includes two imann
residues at 3’ and 5’ terminal end and either residue at 3’ or 5° terminal end is further conjugated
to a targeting group, which preferably is aforesaid GLS-15%*. In certain embodiments, the dsSRNA
agent has two blunt ends. In certain embodiments, at least one strand includes a 3’ overhang of
at least 1 nucleotide. In certain embodiments, at least one strand includes a 3° overhang of at
least 2 nucleotides.

In certain embodiments, the antisense strand of the dsSRNA agent is at least substantially
complementary to any one of a target region of SEQ ID NO: 1 and is provided in any one of
Tables 1-3.

According to an aspect of the invention, a composition is provided that includes any
embodiment of the aforementioned dsRNA agent aspect of the invention. In certain
embodiments, the composition also includes a pharmaceutically acceptable carrier. In some
embodiments, the composition also includes one or more additional therapeutic agents. In certain
embodiments, the composition is packaged in a kit, container, pack, dispenser, pre-filled syringe,
or vial. In some embodiments, the composition is formulated for subcutaneous administration,

formulated for intrathecally administration, or is formulated for intravenous (IV) administration.
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According to another aspect of the invention a cell is provided that includes any
embodiment of an aforementioned dsSRNA agent aspect of the invention. In some embodiments,
the cell is a mammalian cell, optionally a human cell.

According to another aspect of the invention, a method of inhibiting the expression of a
MAPT gene in a cell, is provided, the method including: (i) preparing a cell including an effective
amount of any embodiment of the aforementioned dsRNA agent aspect of the invention or any
embodiment of an aforementioned composition of the invention. In certain embodiments, the
method also includes: (ii) maintaining the prepared cell for a time sufficient to obtain degradation
of the mRNA transcript of a MAPT gene, thereby inhibiting expression of the MAPT gene in
the cell. In some embodiments, the cell is in a subject and the dSRNA agent is administered to
the subject subcutaneously. In some embodiments, the cell is in a subject and the dsSRNA agent
is administered to the subject by IV administration. In some embodiments, the cell is in a subject
and the dsRNA agent is administered to the subject by intrathecally administration. In certain
embodiments, the method also includes assessing inhibition of the MAPT gene, following the
administration of the dsRNA agent to the subject, wherein a means for the assessing comprises:
(i) determining one or more physiological characteristics of a MAPT-associated disease or
condition in the subject and (ii) comparing the determined physiological characteristic(s) to a
baseline pre-treatment physiological characteristic of the MAPT-associated disease or condition
and/or to a control physiological characteristic of the MAPT-associated disease or condition,
wherein the comparison indicates one or more of a presence or absence of inhibition of
expression of the MAPT gene in the subject. In some embodiments, the physiological
characteristic is one or more of: the MAPT mRNA level and the MAPT protein level in a blood,
serum, or cerebrospinal fluid sample(s). A reduction in the expression of MAPT may also be
assessed indirectly by measuring a decrease in biological activity of MAPT, e.g., or additional
pathologies associated with elevated levels of MAPT, preferably in the blood, serum, or
cerebrospinal fluid sample(s). a decrease in one or more of: MAPT mRNA level, MAPT protein
level.

According to another aspect of the invention, a method of inhibiting expression of a
MAPT gene in a subject, is provided, the method including administering to the subject an
effective amount of an embodiment of the aforementioned dsRNA agent aspect of the invention
or an embodiment of an aforementioned composition of the invention. In some embodiments,
the dsRNA agent is administered to the subject subcutaneously. In certain embodiments, the
dsRNA agent is administered to the subject by IV administration. In some embodiments, the
dsRNA agent is administered to the subject by intrathecally administration. In some
embodiments, the method also includes: assessing inhibition of the MAPT gene, following the
administration of the dSRNA agent, wherein a means for the assessing comprises: (i) determining
one or more physiological characteristics of a MAPT-associated disease or condition in the
subject and (ii) comparing the determined physiological characteristic(s) to a baseline pre-

treatment physiological characteristic of the MAPT-associated disease or condition and/or to a
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control physiological characteristic of the MAPT-associated disease or condition, wherein the
comparison indicates one or more of a presence or absence of inhibition of expression of the
MAPT gene in the subject. In some embodiments, expression of the MAPT gene can be assessed
based on the level or change in level of any variable associated with MAPT gene expression,
such as MAPT mRNA level, MAPT protein (tau) level. A reduction in the expression of MAPT
may also be assessed indirectly by measuring a decrease in biological activity of MAPT, e.g., or
additional pathologies associated with elevated levels of MAPT, preferably in the blood, serum,
or cerebrospinal fluid sample(s). Phenotypically, tanopathies show variable progression of motor,
cognitive, and behavioral impairment. Tauopathies are a heterogeneous class of progressive
neurodegenerative disorders pathologically characterized by the presence of Tau aggregates in
the brain. Phenotypically, tauopathies show variable progression of motor, cognitive, and
behavioral impairment. Tauopathies are a heterogeneous class of progressive neurodegenerative
disorders pathologically characterized by the presence of tau aggregates in the brain.

According to another aspect of the invention, a method of treating a disease or condition
associated with the presence of MAPT protein (tau) is provided, the method including:
administering to a subject an effective amount of an embodiment of any aforementioned dsSRNA
agent aspect of the invention or an embodiment of any aforementioned composition of the
invention, to inhibit MAPT gene expression. In one embodiment, the disorder is a MAPT
associated disorder. In one embodiment, the disorder is associated with an abnormality of MAPT
gene encoded protein Tau. In one embodiment, the abnormality of MAPT gene encoded protein
Tau results in aggregation of Tau in subject's brain. In certain embodiments, MAPT-associated
disorder a neurodegenerative disease. In one embodiment, the neurodegenerative disorder is a
familial disorder. In one embodiment, the neurodegenerative disorder is a sporadic disorder. In
some embodiments, the disease, disorder or condition associated with MAPT is selected from
the group consisting of: tauopathy, Alzheimer disease, frontotemporal dementia (FTD),
behavioral variant frontotemporal dementia (bvFTD), FTLD with MAPT mutations, FTD with
motor neuron disease, nonfluent variant primary progressive aphasia (nfvPPA), primary
progressive aphasia-semantic (PPA-S), primary progressive aphasia-logopenic (PPA-L),
frontotemporal dementia with parkinsonism linked to chromosome 17 (FTDP-17), Pick's disease
(PiD), argyrophilic grain disease (AGD), corticobasal degeneration (CBD), multiple system
tauopathy with presenile dementia (MSTD), white matter tauopathy with globular glial
inclusions (FTLD with GGlIs),neurofibrillary tangle (NFT) dementia, amyotrophic lateral
sclerosis (ALS), corticobasal syndrome (CBS), progressive supranuclear palsy (PSP),
Parkinson's disease, postencephalitic Parkinsonism, Down syndrome (DS), Huntington disease,
type 1 myotonic dystrophy, and Niemann-Pick disease .

In some embodiments, the method also includes: administering an additional therapeutic
regimen to the subject. In some embodiments, the additional therapeutic regimen includes a
treatment for the MAPT-associated disease or condition. In certain embodiments, the additional

therapeutic regimen comprises: administering to the subject one or more MAPT antisense
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polynucleotides of the invention, administering to the subject a non-MAPT dsRNA therapeutic
agent, and a behavioral modification in the subject. In some embodiments, the additional
therapeutic agent is selected from the group consisting of an oligonucleotide, a small molecule,
a monoclonal antibody, a polyclonal antibody and a peptide. Exemplary additional therapeutics
include, for example, a monoamine inhibitor, e.g., tetrabenazine (Xenazine), deutetrabenazine
(Austedo), and reserpine, an anticonvulsant, e.g., valproic acid (Depakote, Depakene, Depacon),
and clonazepam (Klonopin), an antipsychotic agent, e.g., risperidone (Risperdal), and
haloperidol (Haldol), and an antidepressant, e.g., paroxetine (Paxil).

In some embodiments, the dSRNA agent is administered to the subject subcutaneously.
In certain embodiments, the dsSRNA agent is administered to the subject by IV administration.
In some embodiments, the dsRNA agent is administered to the subject by intrathecally. In yet
another embodiment, the dsSRNA agent is administered to the subject intracisternally. A non-
limiting exemplary intracisternal administration comprises an injection into the cisterna magna
(cerebellomedullary cistern) by suboccipital puncture. In some embodiments, the method also
includes determining an efficacy of the administered double-stranded ribonucleic acid (dsRNA)
agent in the subject.

In some embodiments, a means of determining an efficacy of the treatment in the subject
comprises: (i) determining one or more physiological characteristics of the MAPT-associated
disease or condition in the subject and (ii) comparing the determined physiological
characteristic(s) to a baseline pre-treatment physiological characteristic of the MAPT-associated
disease or condition wherein the comparison indicates one or more of a presence, absence, and
level of efficacy of the administration of the double-stranded ribonucleic acid (dsRNA) agent to
the subject.

In some embodiments, expression of the MAPT gene can be assessed based on the level
or change in level of any variable associated with MAPT gene expression, such as MAPT mRNA
level, MAPT(tau) protein level in the subject, or symptoms and hallmarks include loss of
memory, loss of motor function, and/or increase in the number and/or volume of neurofibrillary
inclusions.

According to another aspect of the invention, a method of decreasing a level of MAPT
protein in a subject compared to a baseline pre-treatment level of MAPT protein in the subject,
is provided, the method including administering to the subject an effective amount of an
embodiment of any aforementioned dsRNA agent of the invention or an embodiment of any
aforementioned composition of the invention, to decrease the level of MAPT gene expression.
In some embodiments, the dsSRNA agent is administered to the subject subcutaneously or is
administered to the subject by IV administration. In some embodiments, the dsSRNA agent is
administered to the subject by intrathecally. In yet another embodiment, the dsSRNA agent is
administered to the subject intracisternally. A non-limiting exemplary intracisternal
administration comprises an injection into the cisterna magna (cerebellomedullary cistern) by

suboccipital puncture.
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According to another aspect of the invention, a method of altering a physiological
characteristic of a MAPT-associated disease or condition in a subject compared to a baseline
pre-treatment physiological characteristic of the MAPT-associated disease or condition in the
subject is provided, the method including administering to the subject an effective amount of an
embodiment of any aforementioned dsRNA agent of the invention or an embodiment of any
aforementioned composition of the invention, to alter the physiological characteristic of the
MAPT-associated disease or condition in the subject. In some embodiments, the dSRNA agent
is administered to the subject subcutaneously or is administered to the subject by IV
administration. In some embodiments, the dsRNA agent is administered to the subject by
intrathecally. In yet another embodiment, the dsRNA agent is administered to the subject
intracisternally. A non-limiting exemplary intracisternal administration comprises an injection
into the cisterna magna (cerebellomedullary cistern) by suboccipital puncture. In certain
embodiments, the physiological characteristic and symptoms are one or more of: MAPT mRNA
level, MAPT protein level in the subject, or variable progression of motor, cognitive, and
behavioral impairment, or symptoms and hallmarks include loss of memory, loss of motor
function, and/or increase in the number and/or volume of neurofibrillary inclusions. In certain
embodiments, administering the dsSRNA causes a decrease in MAPT gene mRNA in one or more
of the hippocampus, striatum, cortex, cerebellum, thalamus, hypothalamus, and spinal cord.

According to another aspect of the invention, the aforementioned dsRNA agent for use
in a method of treating a disease or condition associated with the presence of MAPT protein is
provided. In some embodiments, the disease or condition is one or more of: tauopathy,
Alzheimer disease, frontotemporal dementia (FTD), behavioral variant frontotemporal dementia
(bvFTD), FTLD with MAPT mutations, FTD with motor neuron discase, nonfluent variant
primary progressive aphasia (nfvPPA), primary progressive aphasia-semantic (PPA-S), primary
progressive aphasia-logopenic (PPA-L), frontotemporal dementia with parkinsonism linked to
chromosome 17 (FTDP-17), Pick's disease (PiD), argyrophilic grain disease (AGD), corticobasal
degeneration (CBD), multiple system tauopathy with presenile dementia (MSTD), white matter
tauopathy with globular glial inclusions (FTLD with GGls),neurofibrillary tangle (NFT)
dementia, amyotrophic lateral sclerosis (ALS), corticobasal syndrome (CBS), progressive
supranuclear palsy (PSP), Parkinson's disease, postencephalitic Parkinsonism, Down syndrome
(DS), Huntington disease, type 1 myotonic dystrophy, and Niemann-Pick disease.

According to another aspect of the invention, an antisense polynucleotide agent for
inhibiting expression of MAPT protein is provided, the agent inclding from 10 to 30 contiguous
nucleotides, wherein at least one of the contiguous nucleotides is a modified nucleotide, and
wherein the nucleotide sequence of the agent is about 80% complementary over its entire length
to the equivalent region of the nucleotide sequence of SEQ ID NO: 1. In some embodiments, the
equivalent region is any one of the target regions of SEQ ID NO: 1 and the complementary
sequence is one provided in one of Tables 1-3. In certain embodiments, the antisense

polynucleotide agent includes one of the antisense sequences provided in one of Tables 1-3.
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According to another aspect of the invention, a composition including an embodiment of
any aforementioned antisense polynucleotide agents is provided. In some embodiments, the
composition also includes a pharmaceutically acceptable carrier. In some embodiments, the
composition also includes one or more additional therapeutic agents for treatment of a MAPT-
associated disease or condition. In certain embodiments, the composition is packaged in a kit,
container, pack, dispenser, pre-filled syringe, or vial. In certain embodiments, the composition
is formulated for subcutaneous, intrathecally or IV administration.

According to another aspect of the invention a cell that includes an embodiment of any
of the aforementioned antisense polynucleotide agents is provided. In some embodiments, the
cell is a mammalian cell, optionally a human cell.

According to another aspect of the invention, a method of inhibiting the expression of a
MAPT gene in a cell is provided, the method including: (i) preparing a cell including an effective
amount of an embodiment of any aforementioned antisense polynucleotide agents. In some
embodiments, the method also includes (ii) maintaining the cell prepared in (i) for a time
sufficient to obtain degradation of the mRNA transcript of a MAPT gene, thereby inhibiting
expression of the MAPT gene in the cell.

According to another aspect of the invention, a method of inhibiting expression of a
MAPT gene in a subject is provided, the method including administering to the subject an
effective amount of an embodiment of any of the aforementioned antisense polynucleotide agent.

According to another aspect of the invention, a method of treating a disease or condition
associated with the presence of MAPT protein, the method including administering to a subject
an effective amount of an embodiment of any of the aforementioned antisense polynucleotide
agents or an embodiment of any aforementioned composition of the invention, to inhibit MAPT
gene expression. In certain embodiments, the disease or condition is one or more of: tauopathy,
Alzheimer disease, frontotemporal dementia (FTD), behavioral variant frontotemporal dementia
(bvFTD), FTLD with MAPT mutations, FTD with motor neuron disease, nonfluent variant
primary progressive aphasia (nfvPPA), primary progressive aphasia-semantic (PPA-S), primary
progressive aphasia-logopenic (PPA-L), frontotemporal dementia with parkinsonism linked to
chromosome 17 (FTDP-17), Pick's disease (PiD), argyrophilic grain disease (AGD), corticobasal
degeneration (CBD), multiple system tauopathy with presenile dementia (MSTD), white matter
tauopathy with globular glial inclusions (FTLD with GGls),neurofibrillary tangle (NFT)
dementia, amyotrophic lateral sclerosis (ALS), corticobasal syndrome (CBS), progressive
supranuclear palsy (PSP), Parkinson's disease, postencephalitic Parkinsonism, Down syndrome
(DS), Huntington disease, type 1 myotonic dystrophy, and Niemann-Pick disease.

According to another aspect of the invention, a method of decreasing a level of MAPT
protein in a subject compared to a baseline pre-treatment level of MAPT protein in the subject
is provided, the method including administering to the subject an effective amount of an
embodiment of any of the aforementioned antisense polynucleotide agents or an embodiment of

any aforementioned composition of the invention, to decrease the level of MAPT gene
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expression. In certain embodiments, the antisense polynucleotide agent is administered to the
subject subcutaneously or by IV administration. In some embodiments, the antisense
polynucleotide agent is administered to the subject by intrathecally. In yet another embodiment,
the antisense polynucleotide agent is administered to the subject intracisternally. A non-limiting
exemplary intracisternal administration comprises an injection into the cisterna magna
(cerebellomedullary cistern) by suboccipital puncture.

According to another aspect of the invention, an antisense polynucleotide agent for
inhibiting expression of MAPT gene, is provided, the agent including from 10 to 30 contiguous
nucleotides, wherein at least one of the contiguous nucleotides is a modified nucleotide, and
wherein the nucleotide sequence of the agent is about 80% or about 85% complementary over
its entire length to the equivalent region of the nucleotide sequence of SEQ ID NO: 1.

According to another aspect of the invention, a method of altering a physiological
characteristic of a MAPT-associated disease or condition in a subject compared to a baseline
pre-treatment physiological characteristic of the MAPT-associated disease or condition in the
subject is provided, the method including administering to the subject an effective amount of an
embodiment of any of the aforementioned antisense polynucleotide agents or an embodiment of
any aforementioned composition of the invention, to alter the physiological characteristic of the
MAPT disease or condition in the subject. In some embodiments, the antisense polynucleotide
agent is administered to the subject subcutaneously or by IV administration. In some
embodiments, the antisense polynucleotide agent is administered to the subject by intrathecally.
In yet another embodiment, the antisense polynucleotide agent is administered to the subject
intracisternally. A non-limiting exemplary intracisternal administration comprises an injection
into the cisterna magna (cerebellomedullary cistern) by suboccipital puncture. In certain
embodiments, the physiological characteristic and symptoms are one or more of: MAPT mRNA
level, MAPT protein level in the subject, or variable progression of motor, cognitive, and
behavioral impairment, or symptoms and hallmarks include loss of memory, loss of motor

function, and/or increase in the number and/or volume of neurofibrillary inclusions.

Brief Description of the Sequences
SEQ ID NO: 1 and SEQ ID NO: 2 (reverse complement) are Homo sapiens MAPT mRNA
[NCBI Reference Sequence: NM_001377265.1].

SEQ ID NO: 3 and SEQ ID NO: 4 (reverse complement) are Homo sapiens MAPT mRNA
[NCBI Reference Sequence: NM_016841.5].

SEQ ID NO: 5 and SEQ ID NO: 6 (reverse complement) are Mus musculus MAPT mRNA
[NCBI Reference Sequence: NM_001038609.3].
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SEQ ID NO: 7 and SEQ ID NO: 8 (reverse complement) are Macaca mulatta (Rhesus monkey)
MAPT mRNA [NCBI Reference Sequence: XM_015119954.2].

SEQ ID NOs: 9-500, 1839-1842, 2137-2281, 2427-2571 are shown in Table 1 and are sense

strand sequences.

SEQ ID NOs: 501-992 ,1843-1846, 2427-2426, 2572-2716 are shown in Table 1 and are

antisense strand sequences.

SEQ ID NOs: 993-1484 are shown in Table 2 with chemical modifications.

SEQ ID NOs: 1485-1596 ,1597-1838,1847-2136 are shown in Table 3. A delivery molecule is

indicated as “GLX- ” atthe 3’ end or 5’ end of each sense strand.

Detailed Description

The invention in part, includes RNA1 agents, for example, though not limited to double
stranded (ds) RNAi agents, which are capable of inhibiting MAPT gene expression. The
invention, in part also includes compositions comprising MAPT RNAi agents and methods of
use of the compositions. MAPT RNAI agents disclosed herein may be attached to delivery
compounds for delivery to cells, including to hepatocytes. Pharmaceutical compositions of the
invention may include at least one dsSRNA MAPT agent and a delivery compound. In some
embodiments of compositions and methods of the invention, the delivery compound is a
GalNAc-containing delivery compound. MAPT RNAI agents delivered to cells are capable of
inhibiting MAPT gene expression, thereby reducing activity in the cell of the MAPT protein
product of the gene. dsRNAIi agents of the invention can be used to treat MAPT-associated
diseases and conditions.

In some embodiments of the invention reducing MAPT expression in a cell or subject treats
a disease or condition associated with MAPT expression in the cell or subject, respectively.
Non-limiting examples of diseases and conditions that may be treated by reducing MAPT
activity are: alleviation or amelioration of one or more symptoms associated with unwanted or
excessive MAPT expression, or variable progression of motor, cognitive, and behavioral
impairment. complex. "Treatment” can also mean prolonging survival as compared to expected
survival in the absence of treatment.

As used herein, "G," "C," "A" and "U" each generally stand for a nucleotide that contains
guanine, cytosine, adenine, and uracil as a base, respectively. However, it will be understood
that the term "ribonucleotide” or "nucleotide” can also refer to a modified nucleotide, as further
detailed below, or a surrogate replacement moiety. The skilled person understands that guanine,
cytosine, adenine, and uracil may be replaced by other moieties without substantially altering

the base pairing properties of an oligonucleotide comprising a nucleotide bearing such
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replacement moiety. For example, without limitation, a nucleotide comprising inosine as its base
may base pair with nucleotides containing adenine, cytosine, or uracil. Hence, nucleotides
containing uracil, guanine, or adenine may be replaced in the nucleotide sequences of the
invention by a nucleotide containing, for example, inosine. Sequences comprising such
replacement moieties are embodiments of the invention.

As used herein, "MAPT" gene, also known as "DDPAC," "FTDP-17," "MAPTL,"
"MSTD," "MTBTL," "MTBT2,""PPND," "PPP1R103," "TAU," "Tau-PHF6," "tau-40,"and
"microtubule-associated protein tau," refers to the gene encoding for a protein called
microtubule-associated protein tau (MAPT) from any vertebrate or mammalian source,
including, but not limited to, human, bovine, chicken, rodent, mouse, rat, porcine, ovine, primate,
monkey, and guinea pig, unless specified otherwise. As used herein, the term "MAPT" proten
and "tau” proten can be used interchangeably. The term also refers to fragments and variants of
native MAPT that maintain at least one in vivo or in vitro activity of a native MAPT. The amino
acid and complete coding sequences of the reference sequence of the human MAPT gene may
be found in, for example, GenBank Ref Seq Accession No. NM_001377265.1(Homo sapiens
MAPT isoform 9, SEQ ID NO: 1, reverse complement, SEQ ID NO: 2); GenBank Accession
No.NM_016841.5 (Homo sapiens MAPT isoform 4, SEQ ID NO: 3, reverse complement, SEQ
ID NO: 4); GenBank Accession No.NM_001038609.3 (Mus musculus MAPT, SEQ ID NO: 5;
reverse complement, SEQ ID NO: 6); GenBank Accession No.: XM_015119954.2 (Macaca
mulatta (Rhesus monkey) isoform 1, SEQ ID NO: 7, reverse complement, SEQ ID NO: 8).
Additional examples of MAPT mRNA sequences are readily available using publicly available
databases, e.g., GenBank, UniProt, Ensembl and OMIM.

As described herein, MAPT refers to the gene encoding for microtubule associated tau
protein. The MAPT gene for encoding tau protein is located on chromosome 17g21, containing
16 exons. The major tau protein in the human brain is encoded by 11 exons. Exons 2, 3 and 10
are alternatively spliced, leading to the formation of six tau isoforms, ranging in size from a
range of 352-441 amino acids. Tau protein can be divided into four domains: the N-terminal
domain, a proline-rich domain, a microtubule-binding domain, and the C-terminal domain. The
N-terminal domain plays a role in providing spacing between microtubules. The proline-rich
domain plays a role in cell signaling and in interactions with protein kinases. The microtubule-
binding domain is important for binding to the microtubule. The C-terminal domain is critical in
regulating microtubule polymerization. Normally, tau is unfolded and phosphorylated. In its
abnormal form, as found in the brains of patients with primary tauopathies, tau protein is
hyperphosphorylated and aggregated comprising -pleated sheet conformation. The binding of
tan to microtubules is regulated by the phosphorylation/dephosphorylation equilibrium of tau.
Hyperphosphorylation of tan results in a loss of the interaction of tau interaction with
microtubules, leading to microtubule dysfunction and impaired axonal transport, and tau

fibrillization.
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The following describes how to make and use compositions comprising MAPT single-
stranded (sSRNA) and dsRNA agents to inhibit MAPT gene expression, as well as compositions
and methods for treating discases and conditions caused by or modulated by MAPT gene
expression. The term “RNAi” is also known in the art and may be referred to as “siRNA”.

As used herein, the term “RNAi” refers to an agent that comprises RNA and mediates
targeted cleavage of an RNA transcript via an RNA-induced silencing complex (RISC) pathway.
As is known in the art, an RNAI a target region refers to a contiguous portion of the nucleotide
sequence of an mRNA molecule formed during the transcription of a gene, including messenger
RNA (mRNA) that is a product of RNA processing of a primary transcription product. The
target portion of the sequence will be at least long enough to serve as a substrate for RNAi-
directed cleavage at or near that portion. A target sequence may be from 8-30 nucleotides long
(inclusive), from 10 - 30 nucleotides long (inclusive), from 12 - 25 nucleotides long (inclusive),
from 15 - 23 nucleotides long (inclusive), from 16 -23 nucleotides long (inclusive), or from 18
— 23 nucleotides long (inclusive), including all shorter lengths within each stated range. In some
embodiments of the invention, a target sequence is 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20,
21,22, 23, 24, 25, or 26 nucleotides long. In certain embodiment a target sequence is between
9 and 26 nucleotides long (inclusive), including all sub-ranges and integers there between. For
example, though not intended to be limiting, in certain embodiments of the invention a target
sequence is 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, or
30 nucleotides long, with the sequence fully or at least substantially complementary to at least
part of an RNA transcript of a MAPT gene. Some aspects of the invention include
pharmaceutical compositions comprising one or more MAPT dsRNA agents and a
pharmaceutically acceptable carrier. In certain embodiments of the invention, a MAPT RNAI
as described herein inhibits expression of MAPT protein.

As used herein, a “dsRNA agent” means a composition that contains an RNA or RNA-
like (e.g., chemically modified RNA) oligonucleotide molecule that is capable of degrading or
inhibiting translation of messenger RNA (mRNA) transcripts of a target mRNA in a sequence
specific manner. Although not wishing to be limited to a particular theory, dsRNA agents of
the invention may operate through the RNA interference mechanism (i.e., inducing RNA
interference through interaction with the RNA interference pathway machinery (RNA-induced
silencing complex or RISC) of mammalian cells), or by any alternative mechanism(s) or
pathway(s). Methods for silencing genes in plant, invertebrate, and vertebrate cells are well
known in the art [see, for example, (Sharp et al., Genes Dev. 2001, 15:485; Bernstein, et al.,
(2001) Nature 409:363; Nykanen, et al., (2001) Cell 107:309; and Elbashir, et al., (2001) Genes
Dev. 15:188)], the disclosure of each of which is incorporated herein by reference in its entirety.].
Art-known gene silencing procedures can be used in conjunction with the disclosure provided
herein to inhibit expression of MAPT.

DsRNA agents disclosed herein are comprised of a sense strand and an antisense strand,
and include, but are not limited to: short interfering RN As (siRNAs), RNAi agents, micro RNAs
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(miRNAs), short hairpin RNAs (shRNA), and dicer substrates. The antisense strand of the
dsRNA agents described herein is at least partially complementary to the mRNA being targeted.
It is understood in the art that different lengths of dsRNA duplex structure can be used to inhibit
target gene expression. For example, dsSRNAs having a duplex structure of 19, 20, 21, 22, and
23 base pairs are known to be effective to induce RNA interference (Elbashir et al., EMBO 2001,
20:6877-6888). Itis also known in the art that shorter or longer RNA duplex structures are also
effective to induce RNA interference. In some embodiments, the sense strand and the antisense
strand may be the same length or different lengths. In some embodiments, each strand is no more
than 40 nucleotides in length. In some embodiments, each strand is no more than 30 nucleotides
in length. In some embodiments, each strand is no more than 25 nucleotides in length. In some
embodiments, each strand is no more than 23 nucleotides in length. In some embodiments, each
strand is no more than 21 nucleotides in length. In some embodiments, the sense and antisense
strands of the RNAi agents can each be 15 to 49 nucleotides in length. In some embodiments,
the antisense strand is independently 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, or
30 nucleotides in length. In some embodiments, the length of the sense strand is independently
15,16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40,
41,42, 43, 44, 45, 46, 47, 48, or 49 nucleotides. In some embodiments, the sense strand and the
antisense strand are both 21 nucleotides in length. In some embodiments, the sense strand is
complementary or substantially complementary to the antisense strand, and the region of
complementarity is between 15 and 23 nucleotides in length. In some embodiments, the region
of complementarity is 19-21 nucleotides in length. In some embodiments, the region of
complementarity is 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, or 30 nucleotides
in length. MAPT dsRNAs in certain embodiments of the invention can include at least one strand
of a length of minimally 21 nt or may have shorter duplexes based on one of the sequences set
forth in any one of Tables 1-3, but minus 1, 2, 3, or 4 nucleotides on one or both ends may also
be effective as compared to the dsRNAs set forth in Tables 1-3, respectively. In some
embodiments of the invention, MAPT dsRNA agents may have a partial sequence of at least 15,
16, 17, 18, 19, 20, or more contiguous nucleotides from one or more sequences of Tables 1-3,
and differ in their ability to inhibit the expression of a MAPT gene by not more than 5%, 10%,
15%, 20%, 25%, or 30% from the level of inhibition resulting from a dsSRNA comprising the full
sequence. A sense sequence, an antisense sequence and a duplex disclosed in Tables 1-3 may be
referred to herein as a “parent” sequence, meaning that the sequences disclosed in Tables 1-3
may be modified, shorten, lengthened, include substitutions, etc. as set forth herein, with the
resulting sequences retaining all or at least a portion of the efficacy of their parent sequences in
methods and compositions of the invention. Sense and antisense strands included in a dsSRNA of
the invention are independently selected. As used herein the term “independently selected”
means each of two or more like elements can be selected independent of the selection of the
other elements. For example, though not intended to be limiting, in preparing a dsSRNA of the

invention, one may select the “elements” of the two strands to include in the duplex. One
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selected element, the sense sequence may be SEQ ID NO: 1001 (shown in Table 2) and the other
selected element, the antisense sequence, may be SEQ ID NO: 1247, or may be SEQ ID NO:
1247 that is modified, shortened, lengthened, and/or includes 1, 2, or 3 substitutions as compared
to its parent sequence SEQ ID NO: 1247. It will be understood that a duplex of the invention
need not include both sense and antisense sequences shown as paired in duplexes in Tables 1-3.
Each sense and antisense strand sequence in the tables is immediately followed by its SEQ ID
NO.

Certain embodiments of compositions and methods of the invention comprise a single-
strand RNA in a composition and/or administered to a subject. For example, an antisense strand
such as one listed in any one of Tables 1-3 may be a composition or in a composition
administered to a subject to reduce MAPT polypeptide activity and/or expression of MAPT gene
in the subject. Tables 1 shows certain MAPT dsRNA agent antisense strand and sense strand
core stretch base sequences. A single-strand antisense molecule that may be included in certain
compositions and/or administered in certain methods of the invention are referred to herein as a
“single-strand antisense agent” or an “antisense polynucleotide agent”. A single-strand sense
molecule that may be included in certain compositions and/or administered in certain methods
of the invention are referred to herein as a “single-strand sense agent” or a “sense polynucleotide
agent”. The term “base sequence” is used herein in reference to a polynucleotide sequence
without chemical modifications or delivery compounds. For example, the sense strand
CACACGGACGCUGGCCUGAAA (SEQ ID NO: 17) shown in Table 1 is the base sequence
for SEQ ID NO: 1001 in Table 2 and for SEQ ID NO: 1486 in Table 3, with SEQ ID NO: 1001
and SEQ ID NO: 1486 shown with their chemical modifications and a delivery compound.
Sequences disclosed herein may be assigned identifiers. For example, a single-stranded sense
sequence may be identified with a “Sense strand SS#”; a single stranded antisense sequence may
be identified with an “Antisense strand AS#” and a duplex that includes a sense strand and an
antisense strand may be identified with a “Duplex AD#/AV#”.

Table 1 includes sense and antisense strands and provides the identification number of
duplexes formed from the sense and antisense strand on the same line in Table 1. In certain
embodiments of the invention an antisense sequence includes nucleobase u or nucleobase a in
position 1 of the antisense sequence. In certain embodiments of the invention an antisense
sequence includes nucleobase u in position 1 of the antisense sequence. As used herein, the term
“matching position” in a sense and an antisense strand are the positions in each strand that “pair”
when the two strands are duplexed strands. For example, in a 21 nucleobases sense strand and a
21 nucleobases antisense strand, nucleobase in position 1 of the sense strand and position 21 in
the antisense strand are in “matching positions”. In yet another non-limiting example in a 23
nucleobases sense strand and a 23 nucleobases antisense strand, nucleobase 2 of the sense strand
and position 22 of the antisense strand are in matching positions. In another non-limiting
example, in an 18 nucleobases sense strand and an 18 nucleobases antisense strand, nucleobase

in position 1 of the sense strand and nucleobase 18 in the antisense strand are in matching
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positions, and nucleobase 4 in the sense strand and nucleobase 15 in the antisense strand are in
matching positions. A skilled artisan will understand how to identify matching positions in
sense and antisense strands that are or will be duplexed strands and paired strands.

The final column in Table 1 indicates a Duplex AV# for a duplex that includes the sense
and antisense sequences in the same table row. For example, Table 1 discloses the duplex
assigned Duplex AV03736.um, which includes sense strand SEQ ID NO: 17 and antisense strand
SEQ ID NO: 509. Thus, each row in Table 1 identifies a duplex of the invention, each comprising
the sense and antisense sequences shown in the same row, with the assigned identifier for each
duplex shown in the first column in the row.

In some embodiments of methods of the invention, an RNAi agent comprising a
polynucleotide sequence shown in any one of Tables 1-3 is administered to a subject. In some
embodiments of the invention an RNAI agent administered to a subject comprises is a duplex
comprising at least one of the base sequences set forth in Table 1, including 0, 1, 2, 3,4, 5,6, 7,
8,9,10,11, 12,13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, or 24 sequence modifications. In some
embodiments of methods of the invention an RNAi agent comprising a polynucleotide sequence

shown in any one of Tables 1-3 is attached to a delivery molecule, a non-limiting example of

which is a delivery compound comprising a GalNAc compound, or a GLS-15% compound.
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Table 1: Unmodified MAPT RNAI agent antisense strand and sense strand sequences. All sequences shown 5’ to 3” direction. Duplex AVi#

are the number assigned to the duplex of the two strands in the same row in the table.

PCT/CN2024/124070

WO 2025/077806

Position in NM_
Duplex AV# Sense Strand SEQ ID NO | Antisense Strand SEQ ID NO 001377265.1
AV03728.um GCCUCCUCCGCUGUCCUCUCA 9 UGAGAGGACAGCGGAGGAGGC 501 88-108
AV03729.um GGGAGUUCGAAGUGAUGGAAA 10 UUUCCAUCACUUCGAACUCCC 502 167-187
AV03730.um CGAGUUCGAAGUGAUGGAAGA 11 UCUUCCAUCACUUCGAACUCG 503 168-188
AV03731.um CAGUUCGAAGUGAUGGAAGAA 12 UUCUUCCAUCACUUCGAACUG 504 169-189
AV03732.um GGUUCGAAGUGAUGGAAGAUA 13 UAUCUUCCAUCACUUCGAACC 505 170-190
AV03733.um CUUCGAAGUGAUGGAAGAUCA 14 UGAUCUUCCAUCACUUCGAAG 506 171-191
AV03734.um GUCGAAGUGAUGGAAGAUCAA 15 UUGAUCUUCCAUCACUUCGAC 507 172-192
AV03735.um CGGCUACACCAUGCACCAAGA 16 UCUUGGUGCAUGGUGUAGCCG 508 231-251
AV03736.um CACACGGACGCUGGCCUGAAA 17 UUUCAGGCCAGCGUCCGUGUG 509 262-282
AV03737.um GACCCCCAGCCUGGAAGACGA 18 UCGUCUUCCAGGCUGGGGGUC 510 393-413
AV03738.um CAAGCUGCUGGUCACGUGACA 19 UGUCACGUGACCAGCAGCUUG 511 412-432
AV03739.um GAAAGCUCGCAUGGUCAGUAA 20 UUACUGACCAUGCGAGCUUUC 512 1497-1517
AV03740.um GAAGCUCGCAUGGUCAGUAAA 21 UUUACUGACCAUGCGAGCUUC 513 1498-1518
AV03741.um GGCUCGCAUGGUCAGUAAAAA 22 UUUUUACUGACCAUGCGAGCC 514 1500-1520
AV03742.um GUCGCAUGGUCAGUAAAAGCA 23 UGCUUUUACUGACCAUGCGAC 515 1502-1522
AV03743.um GCGCAUGGUCAGUAAAAGCAA 24 UUGCUUUUACUGACCAUGCGC 516 1503-1523
AV03744.um GGCAUGGUCAGUAAAAGCAAA 25 UUUGCUUUUACUGACCAUGCC 517 1504-1524
AV03745.um CCAUGGUCAGUAAAAGCAAAA 26 UUUUGCUUUUACUGACCAUGG 518 1505-1525
AV03746.um GAUGGUCAGUAAAAGCAAAGA 27 UCUUUGCUUUUACUGACCAUC 519 1506-1526
AV03747.um GUGGUCAGUAAAAGCAAAGAA 28 UUCUUUGCUUUUACUGACCAC 520 1507-1527
AV03748.um GGGUCAGUAAAAGCAAAGACA 29 UGUCUUUGCUUUUACUGACCC 521 1508-1528
AV03749.um CGACUGGAAGCGAUGACAAAA 30 UUUUGUCAUCGCUUCCAGUCG 522 1529-1549
AV03750.um CACUGGAAGCGAUGACAAAAA 31 UUUUUGUCAUCGCUUCCAGUG 523 1530-1550
AV03751.um GGGAAGCGAUGACAAAAAAGA 32 UCUUUUUUGUCAUCGCUUCCC 524 1533-1553
AV03752.um CGAAGCGAUGACAAAAAAGCA 33 UGCUUUUUUGUCAUCGCUUCG 525 1534-1554
AV03753.um GAGCGAUGACAAAAAAGCCAA 34 UUGGCUUUUUUGUCAUCGCUC 526 1536-1556
AV03754.um GGCGAUGACAAAAAAGCCAAA 35 UUUGGCUUUUUUGUCAUCGCC 527 1537-1557
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AV03755.um GUCAAGGGGGCUGAUGGUAAA 36 UUUACCAUCAGCCCCCUUGAC 528 1750-1770
AV03756.um CGGGCUGAUGGUAAAACGAAA 37 UUUCGUUUUACCAUCAGCCCG 529 1756-1776
AV03757 um CGGCUGAUGGUAAAACGAAGA 38 UCUUCGUUUUACCAUCAGCCG 530 1757-1777
AV03758.um CCUGAUGGUAAAACGAAGAUA 39 UAUCUUCGUUUUACCAUCAGG 531 1759-1779
AV03759.um GUGAUGGUAAAACGAAGAUCA 40 UGAUCUUCGUUUUACCAUCAC 532 1760-1780
AV03760.um GGAUGGUAAAACGAAGAUCGA 41 UCGAUCUUCGUUUUACCAUCC 533 1761-1781
AV03761.um GGCCACCAGGAUUCCAGCAAA 42 UUUGCUGGAAUCCUGGUGGCC 534 1827-1847
AV03762.um GCAGGAUUCCAGCAAAAACCA 43 UGGUUUUUGCUGGAAUCCUGC 535 1832-1852
AV03763.um GACCACCCAGCUCUGGUGAAA 44 UUUCACCAGAGCUGGGUGGUC 536 1868-1888
AV03764.um GCUGGUGAACCUCCAAAAUCA 45 UGAUUUUGGAGGUUCACCAGC 537 1879-1899
AV03765.um GUGGUGAACCUCCAAAAUCAA 46 UUGAUUUUGGAGGUUCACCAC 538 1880-1900
AV03766.um GACCUCCAAAAUCAGGGGAUA 47 UAUCCCCUGAUUUUGGAGGUC 539 1886-1906
AV03767.um GUCGGCUCCACUGAGAACCUA 48 UAGGUUCUCAGUGGAGCCGAC 540 2104-2124
AV03768.um GGUGUGCAAAUAGUCUACAAA 49 UUUGUAGACUAUUUGCACACC 541 2239-2259
AV03769.um CUGUGCAAAUAGUCUACAAAA 50 UUUUGUAGACUAUUUGCACAG 542 2240-2260
AV03770.um GGUGCAAAUAGUCUACAAACA 51 UGUUUGUAGACUAUUUGCACC 543 2241-2261
AV03771.um CUGCAAAUAGUCUACAAACCA 52 UGGUUUGUAGACUAUUUGCAG 544 2242-2262
AV03772.um GGCAAAUAGUCUACAAACCAA 53 UUGGUUUGUAGACUAUUUGCC 545 2243-2263
AV03773.um GAAUAGUCUACAAACCAGUUA 54 UAACUGGUUUGUAGACUAUUC 546 2246-2266
AV03774.um GAUAGUCUACAAACCAGUUGA 55 UCAACUGGUUUGUAGACUAUC 547 2247-2267
AV03775.um GUAGUCUACAAACCAGUUGAA 56 UUCAACUGGUUUGUAGACUAC 548 2248-2268
AV03776.um GUACAAACCAGUUGACCUGAA 57 UUCAGGUCAACUGGUUUGUAC 549 2253-2273
AV03777.um CCAAGGUGACCUCCAAGUGUA 58 UACACUUGGAGGUCACCUUGG 550 2273-2293
AV03778.um GGACCUCCAAGUGUGGCUCAA 59 UUGAGCCACACUUGGAGGUCC 551 2279-2299
AV03779.um GCCUCCAAGUGUGGCUCAUUA 60 UAAUGAGCCACACUUGGAGGC 552 2281-2301
AV03780.um GUCCAAGUGUGGCUCAUUAGA 61 UCUAAUGAGCCACACUUGGAC 553 2283-2303
AV03781.um CUGUGGCUCAUUAGGCAACAA 62 UUGUUGCCUAAUGAGCCACAG 554 2289-2309
AV03782.um CUGGCUCAUUAGGCAACAUCA 63 UGAUGUUGCCUAAUGAGCCAG 555 2291-2311
AV03783.um CGCUCAUUAGGCAACAUCCAA 64 UUGGAUGUUGCCUAAUGAGCG 556 2293-2313
AV03784.um CCUCAUUAGGCAACAUCCAUA 65 UAUGGAUGUUGCCUAAUGAGG 557 2294-2314
AV03785.um GCAUUAGGCAACAUCCAUCAA 66 UUGAUGGAUGUUGCCUAAUGC 558 2296-2316
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AV03786.um GUUAGGCAACAUCCAUCAUAA 67 UUAUGAUGGAUGUUGCCUAAC 559 2298-2318
AV03787.um GUAGGCAACAUCCAUCAUAAA 68 UUUAUGAUGGAUGUUGCCUAC 560 2299-2319
AV03788.um GGGCAACAUCCAUCAUAAACA 69 UGUUUAUGAUGGAUGUUGCCC 561 2301-2321
AV03789.um CCAACAUCCAUCAUAAACCAA 70 UUGGUUUAUGAUGGAUGUUGG 562 2303-2323
AV03790.um GACAUCCAUCAUAAACCAGGA 71 UCCUGGUUUAUGAUGGAUGUC 563 2305-2325
AV03791.um GCAGGUGGAAGUAAAAUCUGA 72 UCAGAUUUUACUUCCACCUGC 564 2331-2351
AV03792.um GAGGUGGAAGUAAAAUCUGAA 73 UUCAGAUUUUACUUCCACCUC 565 2332-2352
AV03793.um GGGUGGAAGUAAAAUCUGAGA 74 UCUCAGAUUUUACUUCCACCC 566 2333-2353
AV03794.um CGUGGAAGUAAAAUCUGAGAA 75 UUCUCAGAUUUUACUUCCACG 567 2334-2354
AV03795.um CUGGAAGUAAAAUCUGAGAAA 76 UUUCUCAGAUUUUACUUCCAG 568 2335-2355
AV03796.um GGGAAGUAAAAUCUGAGAAGA 77 UCUUCUCAGAUUUUACUUCCC 569 2336-2356
AV03797 um CAAGUAAAAUCUGAGAAGCUA 78 UAGCUUCUCAGAUUUUACUUG 570 2338-2358
AV03798.um GAGUAAAAUCUGAGAAGCUUA 79 UAAGCUUCUCAGAUUUUACUC 571 2339-2359
AV03799.um CUAAAAUCUGAGAAGCUUGAA 80 UUCAAGCUUCUCAGAUUUUAG 572 2341-2361
AV03800.um GCUGAGAAGCUUGACUUCAAA 81 UUUGAAGUCAAGCUUCUCAGC 573 2347-2367
AV03801.um GUGAGAAGCUUGACUUCAAGA 82 UCUUGAAGUCAAGCUUCUCAC 574 2348-2368
AV03802.um GGAAGCUUGACUUCAAGGACA 83 UGUCCUUGAAGUCAAGCUUCC 575 2351-2371
AV03803.um CAAGCUUGACUUCAAGGACAA 84 UUGUCCUUGAAGUCAAGCUUG 576 2352-2372
AV03804.um GAAGGACAGAGUCCAGUCGAA 85 UUCGACUGGACUCUGUCCUUC 577 2364-2384
AV03805.um GCAGAGUCCAGUCGAAGAUUA 86 UAAUCUUCGACUGGACUCUGC 578 2369-2389
AV03806.um GUGGCGGAGGAAAUAAAAAGA 87 UCUUUUUAUUUCCUCCGCCAC 579 2417-2437
AV03807.um CGCGGAGGAAAUAAAAAGAUA 88 UAUCUUUUUAUUUCCUCCGCG 580 2419-2439
AV03808.um GAAUAAAAAGAUUGAAACCCA 89 UGGGUUUCAAUCUUUUUAUUC 581 2427-2447
AV03809.um GAAAAGAUUGAAACCCACAAA 90 UUUGUGGGUUUCAAUCUUUUC 582 2431-2451
AV03810.um GGGAGAUCGUGUACAAGUCGA 91 UCGACUUGUACACGAUCUCCC 583 2495-2515
AV03811.um CCAUCUCAGCAAUGUCUCCUA 92 UAGGAGACAUUGCUGAGAUGG 584 2544-2564
AV03812.um GACCGGCAGCAUCGACAUGGA 93 UCCAUGUCGAUGCUGCCGGUC 585 2565-2585
AV03813.um GAGCAUCGACAUGGUAGACUA 94 UAGUCUACCAUGUCGAUGCUC 586 2571-2591
AV03814.um CCCACGCUAGCUGACGAGGUA 95 UACCUCGUCAGCUAGCGUGGG 587 2602-2622
AV03815.um CCCAAGCAGGGUUUGUGAUCA 96 UGAUCACAAACCCUGCUUGGG 588 2635-2655
AV03816.um GCAAGCAGGGUUUGUGAUCAA 97 UUGAUCACAAACCCUGCUUGC 589 2636-2656
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AV03817.um GUGAGAGAGUGUGGAAAAAAA 98 UUUUUUUCCACACUCUCUCAC 590 2693-2713
AV03818.um GAAAAAAAGAAUAAUGACCCA 99 UGGGUCAUUAUUCUUUUUUUC 591 2708-2728
AV03819.um GUCCUCGCAGUUCGGUUAAUA 100 UAUUAACCGAACUGCGAGGAC 592 2753-2773
AV03820.um GAAUUGGUUAAUCACUUAACA 101 UGUUAAGUGAUUAACCAAUUC 593 2769-2789
AV03821.um GAUUGGUUAAUCACUUAACCA 102 UGGUUAAGUGAUUAACCAAUC 594 2770-2790
AV03822.um GUGGUUAAUCACUUAACCUGA 103 UCAGGUUAAGUGAUUAACCAC 595 2772-2792
AV03823.um GAAUCACUUAACCUGCUUUUA 104 UAAAAGCAGGUUAAGUGAUUC 596 2777-2797
AV03824.um GAUCACUUAACCUGCUUUUGA 105 UCAAAAGCAGGUUAAGUGAUC 597 2778-2798
AV03825.um GUCACUUAACCUGCUUUUGUA 106 UACAAAAGCAGGUUAAGUGAC 598 2779-2799
AV03826.um GCACUUAACCUGCUUUUGUCA 107 UGACAAAAGCAGGUUAAGUGC 599 2780-2800
AV03827.um CGCUCGGGACUUCAAAAUCAA 108 UUGAUUUUGAAGUCCCGAGCG 600 2810-2830
AV03828.um GUCGGGACUUCAAAAUCAGUA 109 UACUGAUUUUGAAGUCCCGAC 601 2812-2832
AV03829.um CGACUUCAAAAUCAGUGAUGA 110 UCAUCACUGAUUUUGAAGUCG 602 2816-2836
AV03830.um CACUUCAAAAUCAGUGAUGGA 111 UCCAUCACUGAUUUUGAAGUG 603 2817-2837
AV03831.um GAAGAGCAAAUUUCAUCUUUA 112 UAAAGAUGAAAUUUGCUCUUC 604 2840-2860
AV03832.um GAGAGCAAAUUUCAUCUUUCA 113 UGAAAGAUGAAAUUUGCUCUC 605 2841-2861
AV03833.um GGAGCAAAUUUCAUCUUUCCA 114 UGGAAAGAUGAAAUUUGCUCC 606 2842-2862
AV03834.um CAGCAAAUUUCAUCUUUCCAA 115 UUGGAAAGAUGAAAUUUGCUG 607 2843-2863
AV03835.um GGCAAAUUUCAUCUUUCCAAA 116 UUUGGAAAGAUGAAAUUUGCC 608 2844-2864
AV03836.um CCAAAUUUCAUCUUUCCAAAA 117 UUUUGGAAAGAUGAAAUUUGG 609 2845-2865
AV03837.um GAAAUUUCAUCUUUCCAAAUA 118 UAUUUGGAAAGAUGAAAUUUC 610 2846-2866
AV03838.um GAAUUUCAUCUUUCCAAAUUA 119 UAAUUUGGAAAGAUGAAAUUC 611 2847-2867
AV03839.um GAUUUCAUCUUUCCAAAUUGA 120 UCAAUUUGGAAAGAUGAAAUC 612 2848-2868
AV03840.um GUUCAUCUUUCCAAAUUGAUA 121 UAUCAAUUUGGAAAGAUGAAC 613 2850-2870
AV03841.um CGGUGGGCUAGUAAUAAAAUA 122 UAUUUUAUUACUAGCCCACCG 614 2870-2890
AV03842.um GGGGCUAGUAAUAAAAUAUUA 123 UAAUAUUUUAUUACUAGCCCC 615 2873-2893
AV03843.um GCAGGCAAUUCCUUUUGAUUA 124 UAAUCAAAAGGAAUUGCCUGC 616 2935-2955
AV03844.um GGGCAAUUCCUUUUGAUUCUA 125 UAGAAUCAAAAGGAAUUGCCC 617 2937-2957
AV03845.um CGCAGCAACAAAGGAUUUGAA 126 UUCAAAUCCUUUGUUGCUGCG 618 3082-3102
AV03846.um GAGCAACAAAGGAUUUGAAAA 127 UUUUCAAAUCCUUUGUUGCUC 619 3084-3104
AV03847.um GGCAACAAAGGAUUUGAAACA 128 UGUUUCAAAUCCUUUGUUGCC 620 3085-3105
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AV03848.um CCAACAAAGGAUUUGAAACUA 129 UAGUUUCAAAUCCUUUGUUGG 621 3086-3106
AV03849.um GAACAAAGGAUUUGAAACUUA 130 UAAGUUUCAAAUCCUUUGUUC 622 3087-3107
AV03850.um GACAAAGGAUUUGAAACUUGA 131 UCAAGUUUCAAAUCCUUUGUC 623 3088-3108
AV03851.um GCAAAGGAUUUGAAACUUGGA 132 UCCAAGUUUCAAAUCCUUUGC 624 3089-3109
AV03852.um GAAAGGAUUUGAAACUUGGUA 133 UACCAAGUUUCAAAUCCUUUC 625 3090-3110
AV03853.um GAGGAUUUGAAACUUGGUGUA 134 UACACCAAGUUUCAAAUCCUC 626 3092-3112
AV03854.um GGGAUUUGAAACUUGGUGUGA 135 UCACACCAAGUUUCAAAUCCC 627 3093-3113
AV03855.um CAUUUGAAACUUGGUGUGUUA 136 UAACACACCAAGUUUCAAAUG 628 3095-3115
AV03856.um GUUUGAAACUUGGUGUGUUCA 137 UGAACACACCAAGUUUCAAAC 629 3096-3116
AV03857.um GGCCAUGAUUUUGGCCACUUA 138 UAAGUGGCCAAAAUCAUGGCC 630 3609-3629
AV03858.um GUUGGCCACUUUGCAGACCUA 139 UAGGUCUGCAAAGUGGCCAAC 631 3618-3638
AV03859.um GUUUGCAGACCUGGGACUUUA 140 UAAAGUCCCAGGUCUGCAAAC 632 3626-3646
AV03860.um CACCUGGGACUUUAGGGCUAA 141 UUAGCCCUAAAGUCCCAGGUG 633 3633-3653
AV03861.um CACUUUAGGGCUAACCAGUUA 142 UAACUGGUUAGCCCUAAAGUG 634 3640-3660
AV03862.um CGGCUAACCAGUUCUCUUUGA 143 UCAAAGAGAACUGGUUAGCCG 635 3647-3667
AV03863.um CGCUAACCAGUUCUCUUUGUA 144 UACAAAGAGAACUGGUUAGCG 636 3648-3668
AV03864.um GUAACCAGUUCUCUUUGUAAA 145 UUUACAAAGAGAACUGGUUAC 637 3650-3670
AV03865.um GAACCAGUUCUCUUUGUAAGA 146 UCUUACAAAGAGAACUGGUUC 638 3651-3671
AV03866.um GACCAGUUCUCUUUGUAAGGA 147 UCCUUACAAAGAGAACUGGUC 639 3652-3672
AV03867.um GCCAGUUCUCUUUGUAAGGAA 148 UUCCUUACAAAGAGAACUGGC 640 3653-3673
AV03868.um GCAGUUCUCUUUGUAAGGACA 149 UGUCCUUACAAAGAGAACUGC 641 3654-3674
AV03869.um GGUUCUCUUUGUAAGGACUUA 150 UAAGUCCUUACAAAGAGAACC 642 3656-3676
AV03870.um GUCUCUUUGUAAGGACUUGUA 151 UACAAGUCCUUACAAAGAGAC 643 3658-3678
AV03871.um GAAUCACUGCCUAUACCCCUA 152 UAGGGGUAUAGGCAGUGAUUC 644 3834-3854
AV03872.um GUACUCCAUACUGAGGGUGAA 153 UUCACCCUCAGUAUGGAGUAC 645 3933-3953
AV03873.um GCAUACUGAGGGUGAAAUUAA 154 UUAAUUUCACCCUCAGUAUGC 646 3938-3958
AV03874.um GAUACUGAGGGUGAAAUUAAA 155 UUUAAUUUCACCCUCAGUAUC 647 3939-3959
AV03875.um GUACUGAGGGUGAAAUUAAGA 156 UCUUAAUUUCACCCUCAGUAC 648 3940-3960
AV03876.um GACUGAGGGUGAAAUUAAGGA 157 UCCUUAAUUUCACCCUCAGUC 649 3941-3961
AV03877.um CAGGGUGAAAUUAAGGGAAGA 158 UCUUCCCUUAAUUUCACCCUG 650 3945-3965
AV03878.um CGACCCCAGCCUCUCACUCUA 159 UAGAGUGAGAGGCUGGGGUCG 651 3987-4007
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AV03879.um GAGCCUCUCACUCUCAGUUCA 160 UGAACUGAGAGUGAGAGGCUC 652 3993-4013
AV03880.um CCCUCUCACUCUCAGUUCCAA 161 UUGGAACUGAGAGUGAGAGGG 653 3995-4015
AV03881.um GCACUCUCAGUUCCACUCAUA 162 UAUGAGUGGAACUGAGAGUGC 654 4000-4020
AV03882.um GACUCUCAGUUCCACUCAUCA 163 UGAUGAGUGGAACUGAGAGUC 655 4001-4021
AV03883.um GUCAGUUCCACUCAUCCAACA 164 UGUUGGAUGAGUGGAACUGAC 656 4005-4025
AV03884.um GUAGGUGUUUCUGCCUUGUUA 165 UAACAAGGCAGAAACACCUAC 657 4118-4138
AV03885.um CUGUUUCUGCCUUGUUGACAA 166 UUGUCAACAAGGCAGAAACAG 658 4122-4142
AV03886.um GGUUUCUGCCUUGUUGACAUA 167 UAUGUCAACAAGGCAGAAACC 659 4123-4143
AV03887.um CCUGGAAGCCAUGCUGUCUGA 168 UCAGACAGCAUGGCUUCCAGG 660 4424-4444
AV03888.um CGAAGCCAUGCUGUCUGUUCA 169 UGAACAGACAGCAUGGCUUCG 661 4427-4447
AV03889.um GAGCCAUGCUGUCUGUUCUGA 170 UCAGAACAGACAGCAUGGCUC 662 4429-4449
AV03890.um CCCAUGCUGUCUGUUCUGCUA 171 UAGCAGAACAGACAGCAUGGG 663 4431-4451
AV03891.um CCUGGAGCAGCUGAACAUAUA 172 UAUAUGUUCAGCUGCUCCAGG 664 4448-4468
AV03892.um GUGGAGCAGCUGAACAUAUAA 173 UUAUAUGUUCAGCUGCUCCAC 665 4449-4469
AV03893.um CAGCAGCUGAACAUAUACAUA 174 UAUGUAUAUGUUCAGCUGCUG 666 4452-4472
AV03894.um CCAGCUGAACAUAUACAUAGA 175 UCUAUGUAUAUGUUCAGCUGG 667 4454-4474
AV03895.um GAGCUGAACAUAUACAUAGAA 176 UUCUAUGUAUAUGUUCAGCUC 668 4455-4475
AV03896.um GGCUGAACAUAUACAUAGAUA 177 UAUCUAUGUAUAUGUUCAGCC 669 4456-4476
AV03897.um CCUGAACAUAUACAUAGAUGA 178 UCAUCUAUGUAUAUGUUCAGG 670 4457-4477
AV03898.um GUGAACAUAUACAUAGAUGUA 179 UACAUCUAUGUAUAUGUUCAC 671 4458-4478
AV03899.um GGAACAUAUACAUAGAUGUUA 180 UAACAUCUAUGUAUAUGUUCC 672 4459-4479
AV03900.um CAACAUAUACAUAGAUGUUGA 181 UCAACAUCUAUGUAUAUGUUG 673 4460-4480
AV03901.um GACAUAUACAUAGAUGUUGCA 182 UGCAACAUCUAUGUAUAUGUC 674 4461-4481
AV03902.um GGAGUUGUAGUUGGAUUUGUA 183 UACAAAUCCAACUACAACUCC 675 4506-4526
AV03903.um CAGUUGUAGUUGGAUUUGUCA 184 UGACAAAUCCAACUACAACUG 676 4507-4527
AV03904.um GGUUGUAGUUGGAUUUGUCUA 185 UAGACAAAUCCAACUACAACC 677 4508-4528
AV03905.um CUUGUAGUUGGAUUUGUCUGA 186 UCAGACAAAUCCAACUACAAG 678 4509-4529
AV03906.um GUGUAGUUGGAUUUGUCUGUA 187 UACAGACAAAUCCAACUACAC 679 4510-4530
AV03907.um GGUAGUUGGAUUUGUCUGUUA 188 UAACAGACAAAUCCAACUACC 680 4511-4531
AV03908.um CUAGUUGGAUUUGUCUGUUUA 189 UAAACAGACAAAUCCAACUAG 681 4512-4532
AV03909.um GAGUUGGAUUUGUCUGUUUAA 190 UUAAACAGACAAAUCCAACUC 682 4513-4533
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AV03910.um GGUUGGAUUUGUCUGUUUAUA 191 UAUAAACAGACAAAUCCAACC 683 4514-4534
AV03911.um CUUGGAUUUGUCUGUUUAUGA 192 UCAUAAACAGACAAAUCCAAG 684 4515-4535
AV03912.um GUGGAUUUGUCUGUUUAUGCA 193 UGCAUAAACAGACAAAUCCAC 685 4516-4536
AV03913.um GGGAUUUGUCUGUUUAUGCUA 194 UAGCAUAAACAGACAAAUCCC 686 4517-4537
AV03914.um CGAUUUGUCUGUUUAUGCUUA 195 UAAGCAUAAACAGACAAAUCG 687 4518-4538
AV03915.um CAUUUGUCUGUUUAUGCUUGA 196 UCAAGCAUAAACAGACAAAUG 688 4519-4539
AV03916.um GUUUGUCUGUUUAUGCUUGGA 197 UCCAAGCAUAAACAGACAAAC 689 4520-4540
AV03917.um GUUGUCUGUUUAUGCUUGGAA 198 UUCCAAGCAUAAACAGACAAC 690 4521-4541
AV03918.um GUGUCUGUUUAUGCUUGGAUA 199 UAUCCAAGCAUAAACAGACAC 691 4522-4542
AV03919.um GGUCUGUUUAUGCUUGGAUUA 200 UAAUCCAAGCAUAAACAGACC 692 4523-4543
AV03920.um CUCUGUUUAUGCUUGGAUUCA 201 UGAAUCCAAGCAUAAACAGAG 693 4524-4544
AV03921.um GCUGUUUAUGCUUGGAUUCAA 202 UUGAAUCCAAGCAUAAACAGC 694 4525-4545
AV03922.um GUGUUUAUGCUUGGAUUCACA 203 UGUGAAUCCAAGCAUAAACAC 695 4526-4546
AV03923.um GUAUGCUUGGAUUCACCAGAA 204 UUCUGGUGAAUCCAAGCAUAC 696 4530-4550
AV03924.um GGGAUUCACCAGAGUGACUAA 205 UUAGUCACUCUGGUGAAUCCC 697 4537-4557
AV03925.um CGAUUCACCAGAGUGACUAUA 206 UAUAGUCACUCUGGUGAAUCG 698 4538-4558
AV03926.um CAUUCACCAGAGUGACUAUGA 207 UCAUAGUCACUCUGGUGAAUG 699 4539-4559
AV03927.um GAAAAAAAAAGGACGCAUGUA 208 UACAUGCGUCCUUUUUUUUUC 700 4578-4598
AV03928.um GAAAAAAAAGGACGCAUGUAA 209 UUACAUGCGUCCUUUUUUUUC 701 4579-4599
AV03929.um GAAAAAAAGGACGCAUGUAUA 210 UAUACAUGCGUCCUUUUUUUC 702 4580-4600
AV03930.um GAAAAAAGGACGCAUGUAUCA 211 UGAUACAUGCGUCCUUUUUUC 703 4581-4601
AV03931.um GAAAAGGACGCAUGUAUCUUA 212 UAAGAUACAUGCGUCCUUUUC 704 4583-4603
AV03932.um GAAAGGACGCAUGUAUCUUGA 213 UCAAGAUACAUGCGUCCUUUC 705 4584-4604
AV03933.um GAAGGACGCAUGUAUCUUGAA 214 UUCAAGAUACAUGCGUCCUUC 706 4585-4605
AV03934.um GAGGACGCAUGUAUCUUGAAA 215 UUUCAAGAUACAUGCGUCCUC 707 4586-4606
AV03935.um CGACGCAUGUAUCUUGAAAUA 216 UAUUUCAAGAUACAUGCGUCG 708 4588-4608
AV03936.um GCAACUCCUGCAUCACAAGAA 217 UUCUUGUGAUGCAGGAGUUGC 709 4961-4981
AV03937.um CACUCACUUUAUCAAUAGUUA 218 UAACUAUUGAUAAAGUGAGUG 710 5941-5961
AV03938.um GCUCACUUUAUCAAUAGUUCA 219 UGAACUAUUGAUAAAGUGAGC 711 5942-5962
AV03939.um GUCACUUUAUCAAUAGUUCCA 220 UGGAACUAUUGAUAAAGUGAC 712 5943-5963
AV03940.um GCACUUUAUCAAUAGUUCCAA 221 UUGGAACUAUUGAUAAAGUGC 713 5944-5964
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AV03941.um GCUUUAUCAAUAGUUCCAUUA 222 UAAUGGAACUAUUGAUAAAGC 714 5946-5966
AV03942.um GUUAUCAAUAGUUCCAUUUAA 223 UUAAAUGGAACUAUUGAUAAC 715 5948-5968
AV03943.um GUAUCAAUAGUUCCAUUUAAA 224 UUUAAAUGGAACUAUUGAUAC 716 5949-5969
AV03944.um GAAUAGUUCCAUUUAAAUUGA 225 UCAAUUUAAAUGGAACUAUUC 717 5953-5973
AV03945.um GAUAGUUCCAUUUAAAUUGAA 226 UUCAAUUUAAAUGGAACUAUC 718 5954-5974
AV03946.um GUAGUUCCAUUUAAAUUGACA 227 UGUCAAUUUAAAUGGAACUAC 719 5955-5975
AV03947 um CUUCCAUUUAAAUUGACUUCA 228 UGAAGUCAAUUUAAAUGGAAG 720 5958-5978
AV03948.um GACUUGCAAGUCCCAUGAUUA 229 UAAUCAUGGGACUUGCAAGUC 721 6635-6655
AV03949.um GUUGCAAGUCCCAUGAUUUCA 230 UGAAAUCAUGGGACUUGCAAC 722 6637-6657
AV03950.um GUGCAAGUCCCAUGAUUUCUA 231 UAGAAAUCAUGGGACUUGCAC 723 6638-6658
AV03951.um GGCAAGUCCCAUGAUUUCUUA 232 UAAGAAAUCAUGGGACUUGCC 724 6639-6659
AV03952.um GGAAAUCAUCUUAGCUUAGCA 233 UGCUAAGCUAAGAUGAUUUCC 725 6688-6708
AV03953.um GAAUCAUCUUAGCUUAGCUUA 234 UAAGCUAAGCUAAGAUGAUUC 726 6690-6710
AV03954.um GGUCUAUAUAGUGUAUUGUGA 235 UCACAAUACACUAUAUAGACC 727 6722-6742
AV03955.um GAAUGAUUUACACUGACUGUA 236 UACAGUCAGUGUAAAUCAUUC 728 6751-6771
AV03956.um GUGAUUUACACUGACUGUUGA 237 UCAACAGUCAGUGUAAAUCAC 729 6753-6773
AV03957.um GUUACACUGACUGUUGCUGUA 238 UACAGCAACAGUCAGUGUAAC 730 6757-6777
AV03958.um GUACACUGACUGUUGCUGUAA 239 UUACAGCAACAGUCAGUGUAC 731 6758-6778
AV03959.um GACACUGACUGUUGCUGUAAA 240 UUUACAGCAACAGUCAGUGUC 732 6759-6779
AV03960.um GCACUGACUGUUGCUGUAAAA 241 UUUUACAGCAACAGUCAGUGC 733 6760-6780
AV03961.um GCUGACUGUUGCUGUAAAAGA 242 UCUUUUACAGCAACAGUCAGC 734 6762-6782
AV03962.um GUGACUGUUGCUGUAAAAGUA 243 UACUUUUACAGCAACAGUCAC 735 6763-6783
AV03963.um GGACUGUUGCUGUAAAAGUGA 244 UCACUUUUACAGCAACAGUCC 736 6764-6784
AV03964.um CACUGUUGCUGUAAAAGUGAA 245 UUCACUUUUACAGCAACAGUG 737 6765-6785
AV03965.um GCUGUUGCUGUAAAAGUGAAA 246 UUUCACUUUUACAGCAACAGC 738 6766-6786
AV03966.um GUGUUGCUGUAAAAGUGAAUA 247 UAUUCACUUUUACAGCAACAC 739 6767-6787
AV03967.um CCUGUAAAAGUGAAUUUGGAA 248 UUCCAAAUUCACUUUUACAGG 740 6772-6792
AV03968.um GUGUAAAAGUGAAUUUGGAAA 249 UUUCCAAAUUCACUUUUACAC 741 6773-6793
AV03969.um GGUGAAUUUGGAAAUAAAGUA 250 UACUUUAUUUCCAAAUUCACC 742 6780-6800
AV03970.um GGGAAAUAAAGUUAUUACUCA 251 UGAGUAAUAACUUUAUUUCCC 743 6788-6808
AV03971.um CGAAAUAAAGUUAUUACUCUA 252 UAGAGUAAUAACUUUAUUUCG 744 6789-6809
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AV03972.um GAUAAAGUUAUUACUCUGAUA 253 UAUCAGAGUAAUAACUUUAUC 745 6792-6812
AV03973.um GAAGUUAUUACUCUGAUUAAA 254 UUUAAUCAGAGUAAUAACUUC 746 6795-6815
AV03728-19-1um | CUCCUCCGCUGUCCUCUCA 255 UGAGAGGACAGCGGAGGAG 747 90-108
AV03729-19-1um | GAGUUCGAAGUGAUGGAAA 256 UUUCCAUCACUUCGAACUC 748 169-187
AV03730-19-1um | AGUUCGAAGUGAUGGAAGA 257 UCUUCCAUCACUUCGAACU 749 170-188
AV03731-19-1um | GUUCGAAGUGAUGGAAGAA 258 UUCUUCCAUCACUUCGAAC 750 171-189
AV03732-19-1um | UUCGAAGUGAUGGAAGAUA 259 UAUCUUCCAUCACUUCGAA 751 172-190
AV03733-19-1um | UCGAAGUGAUGGAAGAUCA 260 UGAUCUUCCAUCACUUCGA 752 173-191
AV03734-19-1um | CGAAGUGAUGGAAGAUCAA 261 UUGAUCUUCCAUCACUUCG 753 174-192
AV03735-19-1um | GCUACACCAUGCACCAAGA 262 UCUUGGUGCAUGGUGUAGC 754 233-251
AV03736-19-1um | CACGGACGCUGGCCUGAAA 263 UUUCAGGCCAGCGUCCGUG 755 264-282
AV03737-19-1um | CCCCCAGCCUGGAAGACGA 264 UCGUCUUCCAGGCUGGGGG 756 395-413
AV03738-19-1um | AGCUGCUGGUCACGUGACA 265 UGUCACGUGACCAGCAGCU 757 414-432
AV03739-19-1um | AAGCUCGCAUGGUCAGUAA 266 UUACUGACCAUGCGAGCUU 758 1499-1517
AV03740-19-1um | AGCUCGCAUGGUCAGUAAA 267 UUUACUGACCAUGCGAGCU 759 1500-1518
AV03741-19-1um | CUCGCAUGGUCAGUAAAAA 268 UUUUUACUGACCAUGCGAG 760 1502-1520
AV03742-19-1um | CGCAUGGUCAGUAAAAGCA 269 UGCUUUUACUGACCAUGCG 761 1504-1522
AV03743-19-1um | GCAUGGUCAGUAAAAGCAA 270 UUGCUUUUACUGACCAUGC 762 1505-1523
AV03744-19-1um | CAUGGUCAGUAAAAGCAAA 271 UUUGCUUUUACUGACCAUG 763 1506-1524
AV03745-19-1um | AUGGUCAGUAAAAGCAAAA 272 UUUUGCUUUUACUGACCAU 764 1507-1525
AV03746-19-1um | UGGUCAGUAAAAGCAAAGA 273 UCUUUGCUUUUACUGACCA 765 1508-1526
AV03747-19-1um | GGUCAGUAAAAGCAAAGAA 274 UUCUUUGCUUUUACUGACC 766 1509-1527
AV03748-19-1um | GUCAGUAAAAGCAAAGACA 275 UGUCUUUGCUUUUACUGAC 767 1510-1528
AV03749-19-1um | ACUGGAAGCGAUGACAAAA 276 UUUUGUCAUCGCUUCCAGU 768 1531-1549
AV03750-19-1um | CUGGAAGCGAUGACAAAAA 277 UUUUUGUCAUCGCUUCCAG 769 1532-1550
AV03751-19-1um | GAAGCGAUGACAAAAAAGA 278 UCUUUUUUGUCAUCGCUUC 770 1535-1553
AV03752-19-1um | AAGCGAUGACAAAAAAGCA 279 UGCUUUUUUGUCAUCGCUU 771 1536-1554
AV03753-19-1um | GCGAUGACAAAAAAGCCAA 280 UUGGCUUUUUUGUCAUCGC 772 1538-1556
AV03754-19-1um | CGAUGACAAAAAAGCCAAA 281 UUUGGCUUUUUUGUCAUCG 773 1539-1557
AV03755-19-1um | CAAGGGGGCUGAUGGUAAA 282 UUUACCAUCAGCCCCCUUG 774 1752-1770
AV03756-19-1um | GGCUGAUGGUAAAACGAAA 283 UUUCGUUUUACCAUCAGCC 775 1758-1776
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AV03757-19-1um | GCUGAUGGUAAAACGAAGA 284 UCUUCGUUUUACCAUCAGC 776 1759-1777
AV03758-19-1um | UGAUGGUAAAACGAAGAUA 285 UAUCUUCGUUUUACCAUCA 777 1761-1779
AV03759-19-1um | GAUGGUAAAACGAAGAUCA 286 UGAUCUUCGUUUUACCAUC 778 1762-1780
AV03760-19-1um | AUGGUAAAACGAAGAUCGA 287 UCGAUCUUCGUUUUACCAU 779 1763-1781
AV03761-19-1um | CCACCAGGAUUCCAGCAAA 288 UUUGCUGGAAUCCUGGUGG 780 1829-1847
AV03762-19-1um | AGGAUUCCAGCAAAAACCA 289 UGGUUUUUGCUGGAAUCCU 781 1834-1852
AV03763-19-1um | CCACCCAGCUCUGGUGAAA 290 UUUCACCAGAGCUGGGUGG 782 1870-1888
AV03764-19-1um | UGGUGAACCUCCAAAAUCA 291 UGAUUUUGGAGGUUCACCA 783 1881-1899
AV03765-19-1um | GGUGAACCUCCAAAAUCAA 292 UUGAUUUUGGAGGUUCACC 784 1882-1900
AV03766-19-1um | CCUCCAAAAUCAGGGGAUA 293 UAUCCCCUGAUUUUGGAGG 785 1888-1906
AV03767-19-1um | CGGCUCCACUGAGAACCUA 294 UAGGUUCUCAGUGGAGCCG 786 2106-2124
AV03768-19-1um | UGUGCAAAUAGUCUACAAA 295 UUUGUAGACUAUUUGCACA 787 2241-2259
AV03769-19-1um | GUGCAAAUAGUCUACAAAA 296 UUUUGUAGACUAUUUGCAC 788 2242-2260
AV03770-19-1um | UGCAAAUAGUCUACAAACA 297 UGUUUGUAGACUAUUUGCA 789 2243-2261
AV03771-19-1um | GCAAAUAGUCUACAAACCA 298 UGGUUUGUAGACUAUUUGC 790 2244-2262
AV03772-19-1um | CAAAUAGUCUACAAACCAA 299 UUGGUUUGUAGACUAUUUG 791 2245-2263
AV03773-19-1um | AUAGUCUACAAACCAGUUA 300 UAACUGGUUUGUAGACUAU 792 2248-2266
AV03774-19-1um | UAGUCUACAAACCAGUUGA 301 UCAACUGGUUUGUAGACUA 793 2249-2267
AV03775-19-1um | AGUCUACAAACCAGUUGAA 302 UUCAACUGGUUUGUAGACU 794 2250-2268
AV03776-19-1um | ACAAACCAGUUGACCUGAA 303 UUCAGGUCAACUGGUUUGU 795 2255-2273
AV03777-19-1um | AAGGUGACCUCCAAGUGUA 304 UACACUUGGAGGUCACCUU 796 2275-2293
AV03778-19-1um | ACCUCCAAGUGUGGCUCAA 305 UUGAGCCACACUUGGAGGU 797 2281-2299
AV03779-19-1um | CUCCAAGUGUGGCUCAUUA 306 UAAUGAGCCACACUUGGAG 798 2283-2301
AV03780-19-1um | CCAAGUGUGGCUCAUUAGA 307 UCUAAUGAGCCACACUUGG 799 2285-2303
AV03781-19-1um | GUGGCUCAUUAGGCAACAA 308 UUGUUGCCUAAUGAGCCAC 800 2291-2309
AV03782-19-1um | GGCUCAUUAGGCAACAUCA 309 UGAUGUUGCCUAAUGAGCC 801 2293-2311
AV03783-19-1um | CUCAUUAGGCAACAUCCAA 310 UUGGAUGUUGCCUAAUGAG 802 2295-2313
AV03784-19-1um | UCAUUAGGCAACAUCCAUA 311 UAUGGAUGUUGCCUAAUGA 803 2296-2314
AV03785-19-1um | AUUAGGCAACAUCCAUCAA 312 UUGAUGGAUGUUGCCUAAU 804 2298-2316
AV03786-19-1um | UAGGCAACAUCCAUCAUAA 313 UUAUGAUGGAUGUUGCCUA 805 2300-2318
AV03787-19-1um | AGGCAACAUCCAUCAUAAA 314 UUUAUGAUGGAUGUUGCCU 806 2301-2319
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AV03788-19-1um | GCAACAUCCAUCAUAAACA 315 UGUUUAUGAUGGAUGUUGC 807 2303-2321
AV03789-19-1um | AACAUCCAUCAUAAACCAA 316 UUGGUUUAUGAUGGAUGUU 808 2305-2323
AV03790-19-1.um | CAUCCAUCAUAAACCAGGA 317 UCCUGGUUUAUGAUGGAUG 809 2307-2325
AV03791-19-1um | AGGUGGAAGUAAAAUCUGA 318 UCAGAUUUUACUUCCACCU 810 2333-2351
AV03792-19-1um | GGUGGAAGUAAAAUCUGAA 319 UUCAGAUUUUACUUCCACC 811 2334-2352
AV03793-19-1um | GUGGAAGUAAAAUCUGAGA 320 UCUCAGAUUUUACUUCCAC 812 2335-2353
AV03794-19-1um | UGGAAGUAAAAUCUGAGAA 321 UUCUCAGAUUUUACUUCCA 813 2336-2354
AV03795-19-1um | GGAAGUAAAAUCUGAGAAA 322 UUUCUCAGAUUUUACUUCC 814 2337-2355
AV03796-19-1um | GAAGUAAAAUCUGAGAAGA 323 UCUUCUCAGAUUUUACUUC 815 2338-2356
AV03797-19-1um | AGUAAAAUCUGAGAAGCUA 324 UAGCUUCUCAGAUUUUACU 816 2340-2358
AV03798-19-1um | GUAAAAUCUGAGAAGCUUA 325 UAAGCUUCUCAGAUUUUAC 817 2341-2359
AV03799-19-1um | AAAAUCUGAGAAGCUUGAA 326 UUCAAGCUUCUCAGAUUUU 818 2343-2361
AV03800-19-1um | UGAGAAGCUUGACUUCAAA 327 UUUGAAGUCAAGCUUCUCA 819 2349-2367
AV03801-19-1um | GAGAAGCUUGACUUCAAGA 328 UCUUGAAGUCAAGCUUCUC 820 2350-2368
AV03802-19-1um | AAGCUUGACUUCAAGGACA 329 UGUCCUUGAAGUCAAGCUU 821 2353-2371
AV03803-19-1um | AGCUUGACUUCAAGGACAA 330 UUGUCCUUGAAGUCAAGCU 822 2354-2372
AV03804-19-1um | AGGACAGAGUCCAGUCGAA 331 UUCGACUGGACUCUGUCCU 823 2366-2384
AV03805-19-1um | AGAGUCCAGUCGAAGAUUA 332 UAAUCUUCGACUGGACUCU 824 2371-2389
AV03806-19-1lum | GGCGGAGGAAAUAAAAAGA 333 UCUUUUUAUUUCCUCCGCC 825 2419-2437
AV03807-19-1um | CGGAGGAAAUAAAAAGAUA 334 UAUCUUUUUAUUUCCUCCG 826 2421-2439
AV03808-19-1um | AUAAAAAGAUUGAAACCCA 335 UGGGUUUCAAUCUUUUUAU 827 2429-2447
AV03809-19-1um | AAAGAUUGAAACCCACAAA 336 UUUGUGGGUUUCAAUCUUU 828 2433-2451
AV03810-19-1um | GAGAUCGUGUACAAGUCGA 337 UCGACUUGUACACGAUCUC 829 2497-2515
AV03811-19-1um | AUCUCAGCAAUGUCUCCUA 338 UAGGAGACAUUGCUGAGAU 830 2546-2564
AV03812-19-1um | CCGGCAGCAUCGACAUGGA 339 UCCAUGUCGAUGCUGCCGG 831 2567-2585
AV03813-19-1um | GCAUCGACAUGGUAGACUA 340 UAGUCUACCAUGUCGAUGC 832 2573-2591
AV03814-19-1um | CACGCUAGCUGACGAGGUA 341 UACCUCGUCAGCUAGCGUG 833 2604-2622
AV03815-19-1um | CAAGCAGGGUUUGUGAUCA 342 UGAUCACAAACCCUGCUUG 834 2637-2655
AV03816-19-1lum | AAGCAGGGUUUGUGAUCAA 343 UUGAUCACAAACCCUGCUU 835 2638-2656
AV03817-19-1um | GAGAGAGUGUGGAAAAAAA 344 UUUUUUUCCACACUCUCUC 836 2695-2713
AV03818-19-1lum | AAAAAAGAAUAAUGACCCA 345 UGGGUCAUUAUUCUUUUUU 837 2710-2728
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AV03819-19-1um | CCUCGCAGUUCGGUUAAUA 346 UAUUAACCGAACUGCGAGG 838 2755-2773
AV03820-19-1um | AUUGGUUAAUCACUUAACA 347 UGUUAAGUGAUUAACCAAU 839 2771-2789
AV03821-19-1um | UUGGUUAAUCACUUAACCA 348 UGGUUAAGUGAUUAACCAA 840 2772-2790
AV03822-19-1um | GGUUAAUCACUUAACCUGA 349 UCAGGUUAAGUGAUUAACC 841 2774-2792
AV03823-19-1lum | AUCACUUAACCUGCUUUUA 350 UAAAAGCAGGUUAAGUGAU 842 2779-2797
AV03824-19-1um | UCACUUAACCUGCUUUUGA 351 UCAAAAGCAGGUUAAGUGA 843 2780-2798
AV03825-19-1um | CACUUAACCUGCUUUUGUA 352 UACAAAAGCAGGUUAAGUG 844 2781-2799
AV03826-19-1um | ACUUAACCUGCUUUUGUCA 353 UGACAAAAGCAGGUUAAGU 845 2782-2800
AV03827-19-1um | CUCGGGACUUCAAAAUCAA 354 UUGAUUUUGAAGUCCCGAG 846 2812-2830
AV03828-19-1um | CGGGACUUCAAAAUCAGUA 355 UACUGAUUUUGAAGUCCCG 847 2814-2832
AV03829-19-1um | ACUUCAAAAUCAGUGAUGA 356 UCAUCACUGAUUUUGAAGU 848 2818-2836
AV03830-19-1um | CUUCAAAAUCAGUGAUGGA 357 UCCAUCACUGAUUUUGAAG 849 2819-2837
AV(03831-19-1um | AGAGCAAAUUUCAUCUUUA 358 UAAAGAUGAAAUUUGCUCU 850 2842-2860
AV(03832-19-1um | GAGCAAAUUUCAUCUUUCA 359 UGAAAGAUGAAAUUUGCUC 851 2843-2861
AV(03833-19-1lum | AGCAAAUUUCAUCUUUCCA 360 UGGAAAGAUGAAAUUUGCU 852 2844-2862
AV03834-19-1um | GCAAAUUUCAUCUUUCCAA 361 UUGGAAAGAUGAAAUUUGC 853 2845-2863
AV03835-19-1um | CAAAUUUCAUCUUUCCAAA 362 UUUGGAAAGAUGAAAUUUG 854 2846-2864
AV03836-19-1um | AAAUUUCAUCUUUCCAAAA 363 UUUUGGAAAGAUGAAAUUU 855 2847-2865
AV03837-19-1um | AAUUUCAUCUUUCCAAAUA 364 UAUUUGGAAAGAUGAAAUU 856 2848-2866
AV03838-19-1um | AUUUCAUCUUUCCAAAUUA 365 UAAUUUGGAAAGAUGAAAU 857 2849-2867
AV03839-19-1um | UUUCAUCUUUCCAAAUUGA 366 UCAAUUUGGAAAGAUGAAA 858 2850-2868
AV03840-19-1um | UCAUCUUUCCAAAUUGAUA 367 UAUCAAUUUGGAAAGAUGA 859 2852-2870
AV03841-19-1um | GUGGGCUAGUAAUAAAAUA 368 UAUUUUAUUACUAGCCCAC 860 2872-2890
AV03842-19-1um | GGCUAGUAAUAAAAUAUUA 369 UAAUAUUUUAUUACUAGCC 861 2875-2893
AV03843-19-1.um | AGGCAAUUCCUUUUGAUUA 370 UAAUCAAAAGGAAUUGCCU 862 2937-2955
AV03844-19-1.um | GCAAUUCCUUUUGAUUCUA 371 UAGAAUCAAAAGGAAUUGC 863 2939-2957
AV03845-19-1um | CAGCAACAAAGGAUUUGAA 372 UUCAAAUCCUUUGUUGCUG 864 3084-3102
AV03846-19-1um | GCAACAAAGGAUUUGAAAA 373 UUUUCAAAUCCUUUGUUGC 865 3086-3104
AV03847-19-1um | CAACAAAGGAUUUGAAACA 374 UGUUUCAAAUCCUUUGUUG 866 3087-3105
AV03848-19-1um | AACAAAGGAUUUGAAACUA 375 UAGUUUCAAAUCCUUUGUU 867 3088-3106
AV03849-19-1um | ACAAAGGAUUUGAAACUUA 376 UAAGUUUCAAAUCCUUUGU 868 3089-3107
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AV03850-19-1um | CAAAGGAUUUGAAACUUGA 377 UCAAGUUUCAAAUCCUUUG 869 3090-3108
AV03851-19-1um | AAAGGAUUUGAAACUUGGA 378 UCCAAGUUUCAAAUCCUUU 870 3091-3109
AV03852-19-1um | AAGGAUUUGAAACUUGGUA 379 UACCAAGUUUCAAAUCCUU 871 3092-3110
AV03853-19-1um | GGAUUUGAAACUUGGUGUA 380 UACACCAAGUUUCAAAUCC 872 3094-3112
AV03854-19-1um | GAUUUGAAACUUGGUGUGA 381 UCACACCAAGUUUCAAAUC 873 3095-3113
AV03855-19-1um | UUUGAAACUUGGUGUGUUA 382 UAACACACCAAGUUUCAAA 874 3097-3115
AV03856-19-1um | UUGAAACUUGGUGUGUUCA 383 UGAACACACCAAGUUUCAA 875 3098-3116
AV03857-19-1um | CCAUGAUUUUGGCCACUUA 384 UAAGUGGCCAAAAUCAUGG 876 3611-3629
AV03858-19-1um | UGGCCACUUUGCAGACCUA 385 UAGGUCUGCAAAGUGGCCA 877 3620-3638
AV03859-19-1um | UUGCAGACCUGGGACUUUA 386 UAAAGUCCCAGGUCUGCAA 878 3628-3646
AV03860-19-1um | CCUGGGACUUUAGGGCUAA 387 UUAGCCCUAAAGUCCCAGG 879 3635-3653
AV03861-19-1um | CUUUAGGGCUAACCAGUUA 388 UAACUGGUUAGCCCUAAAG 880 3642-3660
AV03862-19-1um | GCUAACCAGUUCUCUUUGA 389 UCAAAGAGAACUGGUUAGC 881 3649-3667
AV03863-19-1um | CUAACCAGUUCUCUUUGUA 390 UACAAAGAGAACUGGUUAG 882 3650-3668
AV03864-19-1um | AACCAGUUCUCUUUGUAAA 391 UUUACAAAGAGAACUGGUU 883 3652-3670
AV03865-19-1um | ACCAGUUCUCUUUGUAAGA 392 UCUUACAAAGAGAACUGGU 884 3653-3671
AV03866-19-1lum | CCAGUUCUCUUUGUAAGGA 393 UCCUUACAAAGAGAACUGG 885 3654-3672
AV03867-19-1lum | CAGUUCUCUUUGUAAGGAA 394 UUCCUUACAAAGAGAACUG 886 3655-3673
AV03868-19-lum | AGUUCUCUUUGUAAGGACA 395 UGUCCUUACAAAGAGAACU 887 3656-3674
AV03869-19-1um | UUCUCUUUGUAAGGACUUA 396 UAAGUCCUUACAAAGAGAA 888 3658-3676
AV03870-19-1um | CUCUUUGUAAGGACUUGUA 397 UACAAGUCCUUACAAAGAG 889 3660-3678
AV03871-19-1um | AUCACUGCCUAUACCCCUA 398 UAGGGGUAUAGGCAGUGAU 890 3836-3854
AV03872-19-1um | ACUCCAUACUGAGGGUGAA 399 UUCACCCUCAGUAUGGAGU 891 3935-3953
AV03873-19-1um | AUACUGAGGGUGAAAUUAA 400 UUAAUUUCACCCUCAGUAU 892 3940-3958
AV03874-19-1um | UACUGAGGGUGAAAUUAAA 401 UUUAAUUUCACCCUCAGUA 893 3941-3959
AV03875-19-1um | ACUGAGGGUGAAAUUAAGA 402 UCUUAAUUUCACCCUCAGU 894 3942-3960
AV03876-19-1um | CUGAGGGUGAAAUUAAGGA 403 UCCUUAAUUUCACCCUCAG 895 3943-3961
AV03877-19-1um | GGGUGAAAUUAAGGGAAGA 404 UCUUCCCUUAAUUUCACCC 896 3947-3965
AV03878-19-1um | ACCCCAGCCUCUCACUCUA 405 UAGAGUGAGAGGCUGGGGU 897 3989-4007
AV03879-19-1um | GCCUCUCACUCUCAGUUCA 406 UGAACUGAGAGUGAGAGGC 898 3995-4013
AV03880-19-1um | CUCUCACUCUCAGUUCCAA 407 UUGGAACUGAGAGUGAGAG 899 3997-4015
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AV03881-19-1.um | ACUCUCAGUUCCACUCAUA 408 UAUGAGUGGAACUGAGAGU 900 4002-4020
AV03882-19-1.um | CUCUCAGUUCCACUCAUCA 409 UGAUGAGUGGAACUGAGAG 901 4003-4021
AV03883-19-1um | CAGUUCCACUCAUCCAACA 410 UGUUGGAUGAGUGGAACUG 902 4007-4025
AV03884-19-1um | AGGUGUUUCUGCCUUGUUA 411 UAACAAGGCAGAAACACCU 903 4120-4138
AV03885-19-1um | GUUUCUGCCUUGUUGACAA 412 UUGUCAACAAGGCAGAAAC 904 4124-4142
AV03886-19-1.um | UUUCUGCCUUGUUGACAUA 413 UAUGUCAACAAGGCAGAAA 905 4125-4143
AV03887-19-1um | UGGAAGCCAUGCUGUCUGA 414 UCAGACAGCAUGGCUUCCA 906 4426-4444
AV03888-19-1lum | AAGCCAUGCUGUCUGUUCA 415 UGAACAGACAGCAUGGCUU 907 4429-4447
AV03889-19-1um | GCCAUGCUGUCUGUUCUGA 416 UCAGAACAGACAGCAUGGC 908 4431-4449
AV03890-19-1um | CAUGCUGUCUGUUCUGCUA 417 UAGCAGAACAGACAGCAUG 909 4433-4451
AV03891-19-1um | UGGAGCAGCUGAACAUAUA 418 UAUAUGUUCAGCUGCUCCA 910 4450-4468
AV03892-19-1um | GGAGCAGCUGAACAUAUAA 419 UUAUAUGUUCAGCUGCUCC 911 4451-4469
AV03893-19-1um | GCAGCUGAACAUAUACAUA 420 UAUGUAUAUGUUCAGCUGC 912 4454-4472
AV03894-19-1um | AGCUGAACAUAUACAUAGA 421 UCUAUGUAUAUGUUCAGCU 913 4456-4474
AV03895-19-1um | GCUGAACAUAUACAUAGAA 422 UUCUAUGUAUAUGUUCAGC 914 4457-4475
AV03896-19-1um | CUGAACAUAUACAUAGAUA 423 UAUCUAUGUAUAUGUUCAG 915 4458-4476
AV03897-19-1lum | UGAACAUAUACAUAGAUGA 424 UCAUCUAUGUAUAUGUUCA 916 4459-4477
AV03898-19-1um | GAACAUAUACAUAGAUGUA 425 UACAUCUAUGUAUAUGUUC 917 4460-4478
AV03899-19-1um | AACAUAUACAUAGAUGUUA 426 UAACAUCUAUGUAUAUGUU 918 4461-4479
AV03900-19-1um | ACAUAUACAUAGAUGUUGA 427 UCAACAUCUAUGUAUAUGU 919 4462-4480
AV03901-19-1um | CAUAUACAUAGAUGUUGCA 428 UGCAACAUCUAUGUAUAUG 920 4463-4481
AV03902-19-1um | AGUUGUAGUUGGAUUUGUA 429 UACAAAUCCAACUACAACU 921 4508-4526
AV03903-19-1um | GUUGUAGUUGGAUUUGUCA 430 UGACAAAUCCAACUACAAC 922 4509-4527
AV03904-19-1um | UUGUAGUUGGAUUUGUCUA 431 UAGACAAAUCCAACUACAA 923 4510-4528
AV03905-19-1um | UGUAGUUGGAUUUGUCUGA 432 UCAGACAAAUCCAACUACA 924 4511-4529
AV03906-19-1um | GUAGUUGGAUUUGUCUGUA 433 UACAGACAAAUCCAACUAC 925 4512-4530
AV03907-19-1um | UAGUUGGAUUUGUCUGUUA 434 UAACAGACAAAUCCAACUA 926 4513-4531
AV03908-19-1um | AGUUGGAUUUGUCUGUUUA 435 UAAACAGACAAAUCCAACU 927 4514-4532
AV03909-19-1um | GUUGGAUUUGUCUGUUUAA 436 UUAAACAGACAAAUCCAAC 928 4515-4533
AV03910-19-1um | UUGGAUUUGUCUGUUUAUA 437 UAUAAACAGACAAAUCCAA 929 4516-4534
AV03911-19-1um | UGGAUUUGUCUGUUUAUGA 438 UCAUAAACAGACAAAUCCA 930 4517-4535

46




PCT/CN2024/124070

WO 2025/077806

Patent Application

ARGO026WO03

AV03912-19-1um | GGAUUUGUCUGUUUAUGCA 439 UGCAUAAACAGACAAAUCC 931 4518-4536
AV03913-19-1um | GAUUUGUCUGUUUAUGCUA 440 UAGCAUAAACAGACAAAUC 932 4519-4537
AV03914-19-1um | AUUUGUCUGUUUAUGCUUA 441 UAAGCAUAAACAGACAAAU 933 4520-4538
AV03915-19-1um | UUUGUCUGUUUAUGCUUGA 442 UCAAGCAUAAACAGACAAA 934 4521-4539
AV03916-19-1um | UUGUCUGUUUAUGCUUGGA 443 UCCAAGCAUAAACAGACAA 935 4522-4540
AV03917-19-1um | UGUCUGUUUAUGCUUGGAA 444 UUCCAAGCAUAAACAGACA 936 4523-4541
AV03918-19-1um | GUCUGUUUAUGCUUGGAUA 445 UAUCCAAGCAUAAACAGAC 937 4524-4542
AV03919-19-1um | UCUGUUUAUGCUUGGAUUA 446 UAAUCCAAGCAUAAACAGA 938 4525-4543
AV03920-19-1um | CUGUUUAUGCUUGGAUUCA 447 UGAAUCCAAGCAUAAACAG 939 4526-4544
AV03921-19-1.um | UGUUUAUGCUUGGAUUCAA 448 UUGAAUCCAAGCAUAAACA 940 4527-4545
AV03922-19-1um | GUUUAUGCUUGGAUUCACA 449 UGUGAAUCCAAGCAUAAAC 941 4528-4546
AV03923-19-1um | AUGCUUGGAUUCACCAGAA 450 UUCUGGUGAAUCCAAGCAU 942 4532-4550
AV03924-19-1um | GAUUCACCAGAGUGACUAA 451 UUAGUCACUCUGGUGAAUC 943 4539-4557
AV03925-19-1um | AUUCACCAGAGUGACUAUA 452 UAUAGUCACUCUGGUGAAU 944 4540-4558
AV03926-19-1um | UUCACCAGAGUGACUAUGA 453 UCAUAGUCACUCUGGUGAA 945 4541-4559
AV03927-19-1um | AAAAAAAAGGACGCAUGUA 454 UACAUGCGUCCUUUUUUUU 946 4580-4598
AV03928-19-1um | AAAAAAAGGACGCAUGUAA 455 UUACAUGCGUCCUUUUUUU 947 4581-4599
AV03929-19-1um | AAAAAAGGACGCAUGUAUA 456 UAUACAUGCGUCCUUUUUU 948 4582-4600
AV03930-19-1um | AAAAAGGACGCAUGUAUCA 457 UGAUACAUGCGUCCUUUUU 949 4583-4601
AV03931-19-1um | AAAGGACGCAUGUAUCUUA 458 UAAGAUACAUGCGUCCUUU 950 4585-4603
AV03932-19-lum | AAGGACGCAUGUAUCUUGA 459 UCAAGAUACAUGCGUCCUU 951 4586-4604
AV03933-19-1um | AGGACGCAUGUAUCUUGAA 460 UUCAAGAUACAUGCGUCCU 952 4587-4605
AV03934-19-1um | GGACGCAUGUAUCUUGAAA 461 UUUCAAGAUACAUGCGUCC 953 4588-4606
AV03935-19-1um | ACGCAUGUAUCUUGAAAUA 462 UAUUUCAAGAUACAUGCGU 954 4590-4608
AV03936-19-1um | AACUCCUGCAUCACAAGAA 463 UUCUUGUGAUGCAGGAGUU 955 4963-4981
AV03937-19-1um | CUCACUUUAUCAAUAGUUA 464 UAACUAUUGAUAAAGUGAG 956 5943-5961
AV03938-19-1um | UCACUUUAUCAAUAGUUCA 465 UGAACUAUUGAUAAAGUGA 957 5944-5962
AV03939-19-1um | CACUUUAUCAAUAGUUCCA 466 UGGAACUAUUGAUAAAGUG 958 5945-5963
AV03940-19-1um | ACUUUAUCAAUAGUUCCAA 467 UUGGAACUAUUGAUAAAGU 959 5946-5964
AV03941-19-1um | UUUAUCAAUAGUUCCAUUA 468 UAAUGGAACUAUUGAUAAA 960 5948-5966
AV03942-19-1um | UAUCAAUAGUUCCAUUUAA 469 UUAAAUGGAACUAUUGAUA 961 5950-5968
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AV03943-19-1um | AUCAAUAGUUCCAUUUAAA 470 UUUAAAUGGAACUAUUGAU 962 5951-5969
AV03944-19-1um | AUAGUUCCAUUUAAAUUGA 471 UCAAUUUAAAUGGAACUAU 963 5955-5973
AV03945-19-1um | UAGUUCCAUUUAAAUUGAA 472 UUCAAUUUAAAUGGAACUA 964 5956-5974
AV03946-19-1um | AGUUCCAUUUAAAUUGACA 473 UGUCAAUUUAAAUGGAACU 965 5957-5975
AV03947-19-1um | UCCAUUUAAAUUGACUUCA 474 UGAAGUCAAUUUAAAUGGA 966 5960-5978
AV03948-19-1um | CUUGCAAGUCCCAUGAUUA 475 UAAUCAUGGGACUUGCAAG 967 6637-6655
AV03949-19-1um | UGCAAGUCCCAUGAUUUCA 476 UGAAAUCAUGGGACUUGCA 968 6639-6657
AV03950-19-1um | GCAAGUCCCAUGAUUUCUA 4717 UAGAAAUCAUGGGACUUGC 969 6640-6658
AV03951-19-1um | CAAGUCCCAUGAUUUCUUA 478 UAAGAAAUCAUGGGACUUG 970 6641-6659
AV03952-19-1um | AAAUCAUCUUAGCUUAGCA 479 UGCUAAGCUAAGAUGAUUU 971 6690-6708
AV03953-19-1um | AUCAUCUUAGCUUAGCUUA 480 UAAGCUAAGCUAAGAUGAU 972 6692-6710
AV03954-19-1um | UCUAUAUAGUGUAUUGUGA 481 UCACAAUACACUAUAUAGA 973 6724-6742
AV03955-19-1um | AUGAUUUACACUGACUGUA 482 UACAGUCAGUGUAAAUCAU 974 6753-6771
AV03956-19-1um | GAUUUACACUGACUGUUGA 483 UCAACAGUCAGUGUAAAUC 975 6755-6773
AV03957-19-1um | UACACUGACUGUUGCUGUA 484 UACAGCAACAGUCAGUGUA 976 6759-6777
AV03958-19-1um | ACACUGACUGUUGCUGUAA 485 UUACAGCAACAGUCAGUGU 977 6760-6778
AV03959-19-1um | CACUGACUGUUGCUGUAAA 486 UUUACAGCAACAGUCAGUG 978 6761-6779
AV03960-19-1um | ACUGACUGUUGCUGUAAAA 487 UUUUACAGCAACAGUCAGU 979 6762-6780
AV03961-19-1um | UGACUGUUGCUGUAAAAGA 488 UCUUUUACAGCAACAGUCA 980 6764-6782
AV03962-19-1um | GACUGUUGCUGUAAAAGUA 489 UACUUUUACAGCAACAGUC 981 6765-6783
AV03963-19-1um | ACUGUUGCUGUAAAAGUGA 490 UCACUUUUACAGCAACAGU 982 6766-6784
AV03964-19-1um | CUGUUGCUGUAAAAGUGAA 491 UUCACUUUUACAGCAACAG 983 6767-6785
AV03965-19-1um | UGUUGCUGUAAAAGUGAAA 492 UUUCACUUUUACAGCAACA 984 6768-6786
AV03966-19-1um | GUUGCUGUAAAAGUGAAUA 493 UAUUCACUUUUACAGCAAC 985 6769-6787
AV03967-19-1um | UGUAAAAGUGAAUUUGGAA 494 UUCCAAAUUCACUUUUACA 986 6774-6792
AV03968-19-1um | GUAAAAGUGAAUUUGGAAA 495 UUUCCAAAUUCACUUUUAC 987 6775-6793
AV03969-19-1um | UGAAUUUGGAAAUAAAGUA 496 UACUUUAUUUCCAAAUUCA 988 6782-6800
AV03970-19-1um | GAAAUAAAGUUAUUACUCA 497 UGAGUAAUAACUUUAUUUC 989 6790-6808
AV03971-19-1um | AAAUAAAGUUAUUACUCUA 498 UAGAGUAAUAACUUUAUUU 990 6791-6809
AV03972-19-1um | UAAAGUUAUUACUCUGAUA 499 UAUCAGAGUAAUAACUUUA 991 6794-6812
AV03973-19-1um | AGUUAUUACUCUGAUUAAA 500 UUUAAUCAGAGUAAUAACU 992 6797-6815
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ADO03098-1.um

CAGGUGGAAGUAAAAUCUGA

1839

UCAGAUUUUACUUCCACCUGGG

1843

2331-2351

ADO03099.um

GUGGAAGUAAAAUCUGAGAAA

1840

UUUCUCAGAUUUUACUUCCACCU

1844

2335-2355

ADO03100.um CGCAUGGUCAGUAAAAGCAAA 1841 UUUGCUUUUACUGACCAUGCGAG 1845 1504-1524
AD02153-1.um UAAGUAAAAUCUGAGAAGCUA 1842 UAGCUUCUCAGAUUUUACUUA 1846 2338-2358

AV07298.um GCGCUGGGACGUACGGGUUGA 2137 UCAACCCGUACGUCCCAGCGC 2427 191-211

AV07299.um CGACGUACGGGUUGGGGGACA 2138 UGUCCCCCAACCCGUACGUCG 2428 197-217

AV07300.um CACGUACGGGUUGGGGGACAA 2139 UUGUCCCCCAACCCGUACGUG 2284 198-218

AV07301.um GGAGGCUGACCUUCCAGAGCA 2140 UGCUCUGGAAGGUCAGCCUCC 2285 1416-1436
AV07302.um CAGGCUGACCUUCCAGAGCCA 2141 UGGCUCUGGAAGGUCAGCCUG 2286 1417-1437
AV(07303.um GAGCCUGCUGCUGCUCCGCGA 2142 UCGCGGAGCAGCAGCAGGCUC 2287 1447-1467
AV(07304.um CGUCAGUAAAAGCAAAGACGA 2143 UCGUCUUUGCUUUUACUGACG 2288 1509-1529
AV(07305.um CUCAGUAAAAGCAAAGACGGA 2144 UCCGUCUUUGCUUUUACUGAG 2289 1510-1530
AV(7306.um GAGUAAAAGCAAAGACGGGAA 2145 UUCCCGUCUUUGCUUUUACUC 2290 1512-1532
AV07307.um GCUGGAAGCGAUGACAAAAAA 2146 UUUUUUGUCAUCGCUUCCAGC 2291 1531-1551
AV07308.um GUGGAAGCGAUGACAAAAAAA 2147 UUUUUUUGUCAUCGCUUCCAC 2292 1532-1552
AV07309.um CAAGCGAUGACAAAAAAGCCA 2148 UGGCUUUUUUGUCAUCGCUUG 2293 1535-1555
AV07310.um CCGAUGACAAAAAAGCCAAGA 2149 UCUUGGCUUUUUUGUCAUCGG 2294 1538-1558
AV07311.um GCCUUGAAAAAUAGGCCUUGA 2150 UCAAGGCCUAUUUUUCAAGGC 2295 1582-1602
AV07312.um GCUUGAAAAAUAGGCCUUGCA 2151 UGCAAGGCCUAUUUUUCAAGC 2296 1583-1603
AV(07313.um GUUGAAAAAUAGGCCUUGCCA 2152 UGGCAAGGCCUAUUUUUCAAC 2297 1584-1604
AV07314.um GAGGCCUUGCCUUAGCCCCAA 2153 UUGGGGCUAAGGCAAGGCCUC 2298 1593-1613
AV07315.um CCAAAUAGUCUACAAACCAGA 2154 UCUGGUUUGUAGACUAUUUGG 2299 2244-2264
AV07316.um GAAAUAGUCUACAAACCAGUA 2155 UACUGGUUUGUAGACUAUUUC 2300 2245-2265
AV07317.um GAGUCUACAAACCAGUUGACA 2156 UGUCAACUGGUUUGUAGACUC 2301 2249-2269
AV07318.um CUCUACAAACCAGUUGACCUA 2157 UAGGUCAACUGGUUUGUAGAG 2302 2251-2271
AV07319.um GACAAACCAGUUGACCUGAGA 2158 UCUCAGGUCAACUGGUUUGUC 2303 2254-2274
AV07320.um GAACCAGUUGACCUGAGCAAA 2159 UUUGCUCAGGUCAACUGGUUC 2304 2257-22717
AV(07321.um GCCAGUUGACCUGAGCAAGGA 2160 UCCUUGCUCAGGUCAACUGGC 2305 2259-2279
AV(07322.um GCUGAGCAAGGUGACCUCCAA 2161 UUGGAGGUCACCUUGCUCAGC 2306 2268-2288
AV(07323.um GAAGGUGACCUCCAAGUGUGA 2162 UCACACUUGGAGGUCACCUUC 2307 2274-2294
AV07324.um CACCUCCAAGUGUGGCUCAUA 2163 UAUGAGCCACACUUGGAGGUG 2308 2280-2300
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AV07325.um GCAAGUGUGGCUCAUUAGGCA 2164 UGCCUAAUGAGCCACACUUGC 2309 2285-2305
AV07326.um GAGUGUGGCUCAUUAGGCAAA 2165 UUUGCCUAAUGAGCCACACUC 2310 2287-2307
AV07327.um GGUGUGGCUCAUUAGGCAACA 2166 UGUUGCCUAAUGAGCCACACC 2311 2288-2308
AV07328.um GUCAUUAGGCAACAUCCAUCA 2167 UGAUGGAUGUUGCCUAAUGAC 2312 2295-2315
AV07329.um GAUUAGGCAACAUCCAUCAUA 2168 UAUGAUGGAUGUUGCCUAAUC 2313 2297-2317
AV07330.um GAGGCAACAUCCAUCAUAAAA 2169 UUUUAUGAUGGAUGUUGCCUC 2314 2300-2320
AV07331.um CGCAACAUCCAUCAUAAACCA 2170 UGGUUUAUGAUGGAUGUUGCG 2315 2302-2322
AV07332.um GAACAUCCAUCAUAAACCAGA 2171 UCUGGUUUAUGAUGGAUGUUC 2316 2304-2324
AV07333.um GCAUCCAUCAUAAACCAGGAA 2172 UUCCUGGUUUAUGAUGGAUGC 2317 2306-2326
AV07334.um GCCAUCAUAAACCAGGAGGUA 2173 UACCUCCUGGUUUAUGAUGGC 2318 2309-2329
AV07335.um GAACCAGGAGGUGGCCAGGUA 2174 UACCUGGCCACCUCCUGGUUC 2319 2317-2337
AV07336.um CCCAGGUGGAAGUAAAAUCUA 2175 UAGAUUUUACUUCCACCUGGG 2320 2330-2350
AV07337.um CGAAGUAAAAUCUGAGAAGCA 2176 UGCUUCUCAGAUUUUACUUCG 2321 2337-2357
AV07338.um GGUAAAAUCUGAGAAGCUUGA 2177 UCAAGCUUCUCAGAUUUUACC 2322 2340-2360
AV07339.um GAAAAUCUGAGAAGCUUGACA 2178 UGUCAAGCUUCUCAGAUUUUC 2323 2342-2362
AV07340.um GAAAUCUGAGAAGCUUGACUA 2179 UAGUCAAGCUUCUCAGAUUUC 2324 2343-2363
AV07341.um GAAUCUGAGAAGCUUGACUUA 2180 UAAGUCAAGCUUCUCAGAUUC 2325 2344-2364
AV07342.um GAUCUGAGAAGCUUGACUUCA 2181 UGAAGUCAAGCUUCUCAGAUC 2326 2345-2365
AV07343.um GUCUGAGAAGCUUGACUUCAA 2182 UUGAAGUCAAGCUUCUCAGAC 2327 2346-2366
AV07344.um GGAGAAGCUUGACUUCAAGGA 2183 UCCUUGAAGUCAAGCUUCUCC 2328 2349-2369
AV07345.um CAGAAGCUUGACUUCAAGGAA 2184 UUCCUUGAAGUCAAGCUUCUG 2329 2350-2370
AV07346.um GAGCUUGACUUCAAGGACAGA 2185 UCUGUCCUUGAAGUCAAGCUC 2330 2353-2373
AV07347.um GGCUUGACUUCAAGGACAGAA 2186 UUCUGUCCUUGAAGUCAAGCC 2331 2354-2374
AV07348.um CCUUGACUUCAAGGACAGAGA 2187 UCUCUGUCCUUGAAGUCAAGG 2332 2355-2375
AV07349.um GUUGACUUCAAGGACAGAGUA 2188 UACUCUGUCCUUGAAGUCAAC 2333 2356-2376
AV07350.um GUGACUUCAAGGACAGAGUCA 2189 UGACUCUGUCCUUGAAGUCAC 2334 2357-2377
AV07351.um CACAGAGUCCAGUCGAAGAUA 2190 UAUCUUCGACUGGACUCUGUG 2335 2368-2388
AV07352.um GAGAGUCCAGUCGAAGAUUGA 2191 UCAAUCUUCGACUGGACUCUC 2336 2370-2390
AV(07353.um GCAGUCGAAGAUUGGGUCCCA 2192 UGGGACCCAAUCUUCGACUGC 2337 2376-2396
AV07354.um GAGUCGAAGAUUGGGUCCCUA 2193 UAGGGACCCAAUCUUCGACUC 2338 2377-2397
AV(07355.um GGAAGAUUGGGUCCCUGGACA 2194 UGUCCAGGGACCCAAUCUUCC 2339 2381-2401
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AV07356.um CAUUGGGUCCCUGGACAAUAA 2195 UUAUUGUCCAGGGACCCAAUG 2340 2385-2405
AV07357.um CGGUCCCUGGACAAUAUCACA 2196 UGUGAUAUUGUCCAGGGACCG 2341 2389-2409
AV07358.um GCCCUGGACAAUAUCACCCAA 2197 UUGGGUGAUAUUGUCCAGGGC 2342 2392-2412
AV07359.um GCUGGACAAUAUCACCCACGA 2198 UCGUGGGUGAUAUUGUCCAGC 2343 2394-2414
AV07360.um GUGGACAAUAUCACCCACGUA 2199 UACGUGGGUGAUAUUGUCCAC 2344 2395-2415
AV07361.um GAAAAAAGAAUAAUGACCCGA 2200 UCGGGUCAUUAUUCUUUUUUC 2345 2709-2729
AV07362.um GAAAAAGAAUAAUGACCCGGA 2201 UCCGGGUCAUUAUUCUUUUUC 2346 2710-2730
AV07363.um GAAAAGAAUAAUGACCCGGCA 2202 UGCCGGGUCAUUAUUCUUUUC 2347 2711-2731
AV07364.um CGCCCCCGCCCUCUGCCCCCA 2203 UGGGGGCAGAGGGCGGGGGCG 2348 2728-2748
AV07365.um GCCCCGCCCUCUGCCCCCAGA 2204 UCUGGGGGCAGAGGGCGGGGC 2349 2730-2750
AV07366.um GUGCCCCCAGCUGCUCCUCGA 2205 UCGAGGAGCAGCUGGGGGCAC 2350 2740-2760
AV07367.um GCCCCAGCUGCUCCUCGCAGA 2206 UCUGCGAGGAGCAGCUGGGGC 2351 2743-2763
AV07368.um CCUCCUCGCAGUUCGGUUAAA 2207 UUUAACCGAACUGCGAGGAGG 2352 2752-2772
AV07369.um GUCGCAGUUCGGUUAAUUGGA 2208 UCCAAUUAACCGAACUGCGAC 2353 2756-2776
AV07370.um GCGCAGUUCGGUUAAUUGGUA 2209 UACCAAUUAACCGAACUGCGC 2354 2757-2777
AV07371.um GGCAGUUCGGUUAAUUGGUUA 2210 UAACCAAUUAACCGAACUGCC 2355 2758-2778
AV07372.um CCAGUUCGGUUAAUUGGUUAA 2211 UUAACCAAUUAACCGAACUGG 2356 2759-2779
AV07373.um GAGUUCGGUUAAUUGGUUAAA 2212 UUUAACCAAUUAACCGAACUC 2357 2760-2780
AV07374.um GGUUCGGUUAAUUGGUUAAUA 2213 UAUUAACCAAUUAACCGAACC 2358 2761-2781
AV07375.um CUUCGGUUAAUUGGUUAAUCA 2214 UGAUUAACCAAUUAACCGAAG 2359 2762-2782
AV07376.um GUCGGUUAAUUGGUUAAUCAA 2215 UUGAUUAACCAAUUAACCGAC 2360 2763-2783
AV07377.um GCGGUUAAUUGGUUAAUCACA 2216 UGUGAUUAACCAAUUAACCGC 2361 2764-2784
AV07378.um GGGUUAAUUGGUUAAUCACUA 2217 UAGUGAUUAACCAAUUAACCC 2362 2765-2785
AV07379.um CGUUAAUUGGUUAAUCACUUA 2218 UAAGUGAUUAACCAAUUAACG 2363 2766-2786
AV07380.um CUUAAUUGGUUAAUCACUUAA 2219 UUAAGUGAUUAACCAAUUAAG 2364 2767-2787
AV07381.um GUAAUUGGUUAAUCACUUAAA 2220 UUUAAGUGAUUAACCAAUUAC 2365 2768-2788
AV07382.um GUUGGUUAAUCACUUAACCUA 2221 UAGGUUAAGUGAUUAACCAAC 2366 2771-2791
AV(07383.um GGGUUAAUCACUUAACCUGCA 2222 UGCAGGUUAAGUGAUUAACCC 2367 2773-2793
AV(07384.um CGUUAAUCACUUAACCUGCUA 2223 UAGCAGGUUAAGUGAUUAACG 2368 2774-2794
AV(07385.um CUUAAUCACUUAACCUGCUUA 2224 UAAGCAGGUUAAGUGAUUAAG 2369 2775-2795
AV(07386.um GUAAUCACUUAACCUGCUUUA 2225 UAAAGCAGGUUAAGUGAUUAC 2370 2776-2796
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AV07387.um GACUUAACCUGCUUUUGUCAA 2226 UUGACAAAAGCAGGUUAAGUC 2371 2781-2801
AV07388.um GCUUAACCUGCUUUUGUCACA 2227 UGUGACAAAAGCAGGUUAAGC 2372 2782-2802
AV07389.um GUUAACCUGCUUUUGUCACUA 2228 UAGUGACAAAAGCAGGUUAAC 2373 2783-2803
AV07390.um GUAACCUGCUUUUGUCACUCA 2229 UGAGUGACAAAAGCAGGUUAC 2374 2784-2804
AV07391.um GAACCUGCUUUUGUCACUCGA 2230 UCGAGUGACAAAAGCAGGUUC 2375 2785-2805
AV07392.um GCCUGCUUUUGUCACUCGGCA 2231 UGCCGAGUGACAAAAGCAGGC 2376 2787-2807
AV07393.um GUGCUUUUGUCACUCGGCUUA 2232 UAAGCCGAGUGACAAAAGCAC 2377 2789-2809
AV0739%4.um GGCUUUUGUCACUCGGCUUUA 2233 UAAAGCCGAGUGACAAAAGCC 2378 2790-2810
AV07395.um CCUUUUGUCACUCGGCUUUGA 2234 UCAAAGCCGAGUGACAAAAGG 2379 2791-2811
AV07396.um GGUCACUCGGCUUUGGCUCGA 2235 UCGAGCCAAAGCCGAGUGACC 2380 2796-2816
AV07397.um CUCACUCGGCUUUGGCUCGGA 2236 UCCGAGCCAAAGCCGAGUGAG 2381 2797-2817
AV07398.um GUUUGGCUCGGGACUUCAAAA 2237 UUUUGAAGUCCCGAGCCAAAC 2382 2806-2826
AV07399.um GGGCUCGGGACUUCAAAAUCA 2238 UGAUUUUGAAGUCCCGAGCCC 2383 2809-2829
AV07400.um CCUCGGGACUUCAAAAUCAGA 2239 UCUGAUUUUGAAGUCCCGAGG 2384 2811-2831
AV07401.um GGGGACUUCAAAAUCAGUGAA 2240 UUCACUGAUUUUGAAGUCCCC 2385 2814-2834
AV07402.um CGGACUUCAAAAUCAGUGAUA 2241 UAUCACUGAUUUUGAAGUCCG 2386 2815-2835
AV07403.um GCUUCAAAAUCAGUGAUGGGA 2242 UCCCAUCACUGAUUUUGAAGC 2387 2818-2838
AV07404.um GUUCAAAAUCAGUGAUGGGAA 2243 UUCCCAUCACUGAUUUUGAAC 2388 2819-2839
AV07405.um GUCAAAAUCAGUGAUGGGAGA 2244 UCUCCCAUCACUGAUUUUGAC 2389 2820-2840
AV07406.um GAAAAUCAGUGAUGGGAGUAA 2245 UUACUCCCAUCACUGAUUUUC 2390 2822-2842
AV07407.um GAAAUCAGUGAUGGGAGUAAA 2246 UUUACUCCCAUCACUGAUUUC 2391 2823-2843
AV07408.um GAAUCAGUGAUGGGAGUAAGA 2247 UCUUACUCCCAUCACUGAUUC 2392 2824-2844
AV07409.um GAUCAGUGAUGGGAGUAAGAA 2248 UUCUUACUCCCAUCACUGAUC 2393 2825-2845
AV07410.um GUCAGUGAUGGGAGUAAGAGA 2249 UCUCUUACUCCCAUCACUGAC 2394 2826-2846
AV07411.um GAGUGAUGGGAGUAAGAGCAA 2250 UUGCUCUUACUCCCAUCACUC 2395 2828-2848
AV07412.um GGUGAUGGGAGUAAGAGCAAA 2251 UUUGCUCUUACUCCCAUCACC 2396 2829-2849
AV07413.um CUGAUGGGAGUAAGAGCAAAA 2252 UUUUGCUCUUACUCCCAUCAG 2397 2830-2850
AV(07414.um GGAUGGGAGUAAGAGCAAAUA 2253 UAUUUGCUCUUACUCCCAUCC 2398 2831-2851
AV(07415.um CAUGGGAGUAAGAGCAAAUUA 2254 UAAUUUGCUCUUACUCCCAUG 2399 2832-2852
AV(07416.um GUGGGAGUAAGAGCAAAUUUA 2255 UAAAUUUGCUCUUACUCCCAC 2400 2833-2853
AV07417.um GGGGAGUAAGAGCAAAUUUCA 2256 UGAAAUUUGCUCUUACUCCCC 2401 2834-2854
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AV07418.um CGGAGUAAGAGCAAAUUUCAA 2257 UUGAAAUUUGCUCUUACUCCG 2402 2835-2855
AV07419.um CGAGUAAGAGCAAAUUUCAUA 2258 UAUGAAAUUUGCUCUUACUCG 2403 2836-2856
AV07420.um CAGUAAGAGCAAAUUUCAUCA 2259 UGAUGAAAUUUGCUCUUACUG 2404 2837-2857
AV07421.um GGUAAGAGCAAAUUUCAUCUA 2260 UAGAUGAAAUUUGCUCUUACC 2405 2838-2858
AV07422.um CUAAGAGCAAAUUUCAUCUUA 2261 UAAGAUGAAAUUUGCUCUUAG 2406 2839-2859
AV07423.um GUUUCAUCUUUCCAAAUUGAA 2262 UUCAAUUUGGAAAGAUGAAAC 2407 2849-2869
AV07424.um GUCUUUCCAAAUUGAUGGGUA 2263 UACCCAUCAAUUUGGAAAGAC 2408 2854-2874
AV07425.um GCUUUCCAAAUUGAUGGGUGA 2264 UCACCCAUCAAUUUGGAAAGC 2409 2855-2875
AV07426.um GUUUCCAAAUUGAUGGGUGGA 2265 UCCACCCAUCAAUUUGGAAAC 2410 2856-2876
AV07427.um GUCCAAAUUGAUGGGUGGGCA 2266 UGCCCACCCAUCAAUUUGGAC 2411 2858-2878
AV07428.um GAAUUGAUGGGUGGGCUAGUA 2267 UACUAGCCCACCCAUCAAUUC 2412 2862-2882
AV07429.um GAUUGAUGGGUGGGCUAGUAA 2268 UUACUAGCCCACCCAUCAAUC 2413 2863-2883
AV07430.um GUUGAUGGGUGGGCUAGUAAA 2269 UUUACUAGCCCACCCAUCAAC 2414 2864-2884
AV07431.um GUGAUGGGUGGGCUAGUAAUA 2270 UAUUACUAGCCCACCCAUCAC 2415 2865-2885
AV07432.um CAUGGGUGGGCUAGUAAUAAA 2271 UUUAUUACUAGCCCACCCAUG 2416 2867-2887
AV07433.um GUGGGUGGGCUAGUAAUAAAA 2272 UUUUAUUACUAGCCCACCCAC 2417 2868-2888
AV07434.um GUAGUAAUAAAAUAUUUAAAA 2273 UUUUAAAUAUUUUAUUACUAC 2418 2877-2897
AV(07435.um GAGUAAUAAAAUAUUUAAAAA 2274 UUUUUAAAUAUUUUAUUACUC 2419 2878-2898
AV(07436.um GGUAAUAAAAUAUUUAAAAAA 2275 UUUUUUAAAUAUUUUAUUACC 2420 2879-2899
AV07437.um CUAAUAAAAUAUUUAAAAAAA 2276 UUUUUUUAAAUAUUUUAUUAG 2421 2880-2900
AV07438.um GAAUAAAAUAUUUAAAAAAAA 2277 UUUUUUUUAAAUAUUUUAUUC 2422 2881-2901
AV07439.um GAUAAAAUAUUUAAAAAAAAA 2278 UUUUUUUUUAAAUAUUUUAUC 2423 2882-2902
AV07440.um GUAAAAUAUUUAAAAAAAAAA 2279 UUUUUUUUUUAAAUAUUUUAC 2424 2883-2903
AV07441.um GUAAAAAAAAACAUUCAAAAA 2280 UUUUUGAAUGUUUUUUUUUAC 2425 2892-2912
AV07442.um GAAAAAAAAACAUUCAAAAAA 2281 UUUUUUGAAUGUUUUUUUUUC 2426 2893-2913
AV07298-19-1.um | GCUGGGACGUACGGGUUGA 2427 UCAACCCGUACGUCCCAGC 2572 193-211

AV07299-19-1.um | ACGUACGGGUUGGGGGACA 2428 UGUCCCCCAACCCGUACGU 2573 199-217

AV07300-19-1.um | CGUACGGGUUGGGGGACAA 2429 UUGUCCCCCAACCCGUACG 2574 200-218

AV07301-19-1.um | AGGCUGACCUUCCAGAGCA 2430 UGCUCUGGAAGGUCAGCCU 2575 1418-1436
AV(07302-19-1.um | GGCUGACCUUCCAGAGCCA 2431 UGGCUCUGGAAGGUCAGCC 2576 1419-1437
AV07303-19-1.um | GCCUGCUGCUGCUCCGCGA 2432 UCGCGGAGCAGCAGCAGGC 2577 1449-1467
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AV07304-19-1.um | UCAGUAAAAGCAAAGACGA 2433 UCGUCUUUGCUUUUACUGA 2578 1511-1529
AV07305-19-1.um | CAGUAAAAGCAAAGACGGA 2434 UCCGUCUUUGCUUUUACUG 2579 1512-1530
AV07306-19-1.um | GUAAAAGCAAAGACGGGAA 2435 UUCCCGUCUUUGCUUUUAC 2580 1514-1532
AV07307-19-1.um | UGGAAGCGAUGACAAAAAA 2436 UUUUUUGUCAUCGCUUCCA 2581 1533-1551
AV07308-19-1.um | GGAAGCGAUGACAAAAAAA 2437 UUUUUUUGUCAUCGCUUCC 2582 1534-1552
AV07309-19-1.um | AGCGAUGACAAAAAAGCCA 2438 UGGCUUUUUUGUCAUCGCU 2583 1537-1555
AV07310-19-1.um | GAUGACAAAAAAGCCAAGA 2439 UCUUGGCUUUUUUGUCAUC 2584 1540-1558
AV07311-19-1.um | CUUGAAAAAUAGGCCUUGA 2440 UCAAGGCCUAUUUUUCAAG 2585 1584-1602
AV07312-19-1.um | UUGAAAAAUAGGCCUUGCA 2441 UGCAAGGCCUAUUUUUCAA 2586 1585-1603
AV07313-19-1.um | UGAAAAAUAGGCCUUGCCA 2442 UGGCAAGGCCUAUUUUUCA 2587 1586-1604
AV07314-19-1.um | GGCCUUGCCUUAGCCCCAA 2443 UUGGGGCUAAGGCAAGGCC 2588 1595-1613
AV07315-19-1.um | AAAUAGUCUACAAACCAGA 2444 UCUGGUUUGUAGACUAUUU 2589 2246-2264
AV07316-19-1.um | AAUAGUCUACAAACCAGUA 2445 UACUGGUUUGUAGACUAUU 2590 2247-2265
AV07317-19-1.um | GUCUACAAACCAGUUGACA 2446 UGUCAACUGGUUUGUAGAC 2591 2251-2269
AV07318-19-1.um | CUACAAACCAGUUGACCUA 2447 UAGGUCAACUGGUUUGUAG 2592 2253-2271
AV07319-19-1.um | CAAACCAGUUGACCUGAGA 2448 UCUCAGGUCAACUGGUUUG 2593 2256-2274
AV07320-19-1.um | ACCAGUUGACCUGAGCAAA 2449 UUUGCUCAGGUCAACUGGU 2594 2259-2277
AV07321-19-1.um | CAGUUGACCUGAGCAAGGA 2450 UCCUUGCUCAGGUCAACUG 2595 2261-2279
AV07322-19-1.um | UGAGCAAGGUGACCUCCAA 2451 UUGGAGGUCACCUUGCUCA 2596 2270-2288
AV07323-19-1.um | AGGUGACCUCCAAGUGUGA 2452 UCACACUUGGAGGUCACCU 2597 2276-2294
AV07324-19-1.um | CCUCCAAGUGUGGCUCAUA 2453 UAUGAGCCACACUUGGAGG 2598 2282-2300
AV07325-19-1.um | AAGUGUGGCUCAUUAGGCA 2454 UGCCUAAUGAGCCACACUU 2599 2287-2305
AV07326-19-1.um | GUGUGGCUCAUUAGGCAAA 2455 UUUGCCUAAUGAGCCACAC 2600 2289-2307
AV07327-19-1.um | UGUGGCUCAUUAGGCAACA 2456 UGUUGCCUAAUGAGCCACA 2601 2290-2308
AV07328-19-1.um | CAUUAGGCAACAUCCAUCA 2457 UGAUGGAUGUUGCCUAAUG 2602 2297-2315
AV07329-19-1.um | UUAGGCAACAUCCAUCAUA 2458 UAUGAUGGAUGUUGCCUAA 2603 2299-2317
AV07330-19-1.um | GGCAACAUCCAUCAUAAAA 2459 UUUUAUGAUGGAUGUUGCC 2604 2302-2320
AV07331-19-1.um | CAACAUCCAUCAUAAACCA 2460 UGGUUUAUGAUGGAUGUUG 2605 2304-2322
AV07332-19-1.um | ACAUCCAUCAUAAACCAGA 2461 UCUGGUUUAUGAUGGAUGU 2606 2306-2324
AV(07333-19-1.um | AUCCAUCAUAAACCAGGAA 2462 UUCCUGGUUUAUGAUGGAU 2607 2308-2326
AV07334-19-1.um | CAUCAUAAACCAGGAGGUA 2463 UACCUCCUGGUUUAUGAUG 2608 2311-2329
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AV07335-19-1.um | ACCAGGAGGUGGCCAGGUA 2464 UACCUGGCCACCUCCUGGU 2609 2319-2337
AV07336-19-1.um | CAGGUGGAAGUAAAAUCUA 2465 UAGAUUUUACUUCCACCUG 2610 2332-2350
AV07337-19-1.um | AAGUAAAAUCUGAGAAGCA 2466 UGCUUCUCAGAUUUUACUU 2611 2339-2357
AV07338-19-1.um | UAAAAUCUGAGAAGCUUGA 2467 UCAAGCUUCUCAGAUUUUA 2612 2342-2360
AV07339-19-1.um | AAAUCUGAGAAGCUUGACA 2468 UGUCAAGCUUCUCAGAUUU 2613 2344-2362
AV07340-19-1.um | AAUCUGAGAAGCUUGACUA 2469 UAGUCAAGCUUCUCAGAUU 2614 2345-2363
AV07341-19-1.um | AUCUGAGAAGCUUGACUUA 2470 UAAGUCAAGCUUCUCAGAU 2615 2346-2364
AV07342-19-1.um | UCUGAGAAGCUUGACUUCA 2471 UGAAGUCAAGCUUCUCAGA 2616 2347-2365
AV07343-19-1.um | CUGAGAAGCUUGACUUCAA 2472 UUGAAGUCAAGCUUCUCAG 2617 2348-2366
AV07344-19-1.um | AGAAGCUUGACUUCAAGGA 2473 UCCUUGAAGUCAAGCUUCU 2618 2351-2369
AV07345-19-1.um | GAAGCUUGACUUCAAGGAA 2474 UUCCUUGAAGUCAAGCUUC 2619 2352-2370
AV07346-19-1.um | GCUUGACUUCAAGGACAGA 2475 UCUGUCCUUGAAGUCAAGC 2620 2355-2373
AV07347-19-1.um | CUUGACUUCAAGGACAGAA 2476 UUCUGUCCUUGAAGUCAAG 2621 2356-2374
AV07348-19-1.um | UUGACUUCAAGGACAGAGA 2477 UCUCUGUCCUUGAAGUCAA 2622 2357-2375
AV07349-19-1.um | UGACUUCAAGGACAGAGUA 2478 UACUCUGUCCUUGAAGUCA 2623 2358-2376
AV07350-19-1.um | GACUUCAAGGACAGAGUCA 2479 UGACUCUGUCCUUGAAGUC 2624 2359-2377
AV07351-19-1.um | CAGAGUCCAGUCGAAGAUA 2480 UAUCUUCGACUGGACUCUG 2625 2370-2388
AV07352-19-1.um | GAGUCCAGUCGAAGAUUGA 2481 UCAAUCUUCGACUGGACUC 2626 2372-2390
AV07353-19-1.um | AGUCGAAGAUUGGGUCCCA 2482 UGGGACCCAAUCUUCGACU 2627 2378-2396
AV07354-19-1.um | GUCGAAGAUUGGGUCCCUA 2483 UAGGGACCCAAUCUUCGAC 2628 2379-2397
AV07355-19-1.um | AAGAUUGGGUCCCUGGACA 2484 UGUCCAGGGACCCAAUCUU 2629 2383-2401
AV07356-19-1.um | UUGGGUCCCUGGACAAUAA 2485 UUAUUGUCCAGGGACCCAA 2630 2387-2405
AV07357-19-1.um | GUCCCUGGACAAUAUCACA 2486 UGUGAUAUUGUCCAGGGAC 2631 2391-2409
AV07358-19-1.um | CCUGGACAAUAUCACCCAA 2487 UUGGGUGAUAUUGUCCAGG 2632 2394-2412
AV07359-19-1.um | UGGACAAUAUCACCCACGA 2488 UCGUGGGUGAUAUUGUCCA 2633 2396-2414
AV07360-19-1.um | GGACAAUAUCACCCACGUA 2489 UACGUGGGUGAUAUUGUCC 2634 2397-2415
AV07361-19-1.um | AAAAAGAAUAAUGACCCGA 2490 UCGGGUCAUUAUUCUUUUU 2635 2711-2729
AV07362-19-1.um | AAAAGAAUAAUGACCCGGA 2491 UCCGGGUCAUUAUUCUUUU 2636 2712-2730
AV07363-19-1.um | AAAGAAUAAUGACCCGGCA 2492 UGCCGGGUCAUUAUUCUUU 2637 2713-2731
AV07364-19-1.um | CCCCCGCCCUCUGCCCCCA 2493 UGGGGGCAGAGGGCGGGGG 2638 2730-2748
AV07365-19-1.um | CCCGCCCUCUGCCCCCAGA 2494 UCUGGGGGCAGAGGGCGGG 2639 2732-2750
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AV07366-19-1.um | GCCCCCAGCUGCUCCUCGA 2495 UCGAGGAGCAGCUGGGGGC 2640 2742-2760
AV07367-19-1.um | CCCAGCUGCUCCUCGCAGA 2496 UCUGCGAGGAGCAGCUGGG 2641 2745-2763
AV07368-19-1.um | UCCUCGCAGUUCGGUUAAA 2497 UUUAACCGAACUGCGAGGA 2642 2754-2772
AV07369-19-1.um | CGCAGUUCGGUUAAUUGGA 2498 UCCAAUUAACCGAACUGCG 2643 2758-2776
AV07370-19-1.um | GCAGUUCGGUUAAUUGGUA 2499 UACCAAUUAACCGAACUGC 2644 2759-2777
AV07371-19-1.um | CAGUUCGGUUAAUUGGUUA 2500 UAACCAAUUAACCGAACUG 2645 2760-2778
AV07372-19-1.um | AGUUCGGUUAAUUGGUUAA 2501 UUAACCAAUUAACCGAACU 2646 2761-2779
AV07373-19-1.um | GUUCGGUUAAUUGGUUAAA 2502 UUUAACCAAUUAACCGAAC 2647 2762-2780
AV07374-19-1.um | UUCGGUUAAUUGGUUAAUA 2503 UAUUAACCAAUUAACCGAA 2648 2763-2781
AV07375-19-1.um | UCGGUUAAUUGGUUAAUCA 2504 UGAUUAACCAAUUAACCGA 2649 2764-2782
AV07376-19-1.um | CGGUUAAUUGGUUAAUCAA 2505 UUGAUUAACCAAUUAACCG 2650 2765-2783
AV07377-19-1.um | GGUUAAUUGGUUAAUCACA 2506 UGUGAUUAACCAAUUAACC 2651 2766-2784
AV07378-19-1.um | GUUAAUUGGUUAAUCACUA 2507 UAGUGAUUAACCAAUUAAC 2652 2767-2785
AV07379-19-1.um | UUAAUUGGUUAAUCACUUA 2508 UAAGUGAUUAACCAAUUAA 2653 2768-2786
AV07380-19-1.um | UAAUUGGUUAAUCACUUAA 2509 UUAAGUGAUUAACCAAUUA 2654 2769-2787
AV07381-19-1.um | AAUUGGUUAAUCACUUAAA 2510 UUUAAGUGAUUAACCAAUU 2655 2770-2788
AV07382-19-1.um | UGGUUAAUCACUUAACCUA 2511 UAGGUUAAGUGAUUAACCA 2656 2773-2791
AV07383-19-1.um | GUUAAUCACUUAACCUGCA 2512 UGCAGGUUAAGUGAUUAAC 2657 2775-2793
AV07384-19-1.um | UUAAUCACUUAACCUGCUA 2513 UAGCAGGUUAAGUGAUUAA 2658 2776-2794
AV07385-19-1.um | UAAUCACUUAACCUGCUUA 2514 UAAGCAGGUUAAGUGAUUA 2659 2777-2795
AV07386-19-1.um | AAUCACUUAACCUGCUUUA 2515 UAAAGCAGGUUAAGUGAUU 2660 2778-2796
AV07387-19-1.um | CUUAACCUGCUUUUGUCAA 2516 UUGACAAAAGCAGGUUAAG 2661 2783-2801
AV07388-19-1.um | UUAACCUGCUUUUGUCACA 2517 UGUGACAAAAGCAGGUUAA 2662 2784-2802
AV07389-19-1.um | UAACCUGCUUUUGUCACUA 2518 UAGUGACAAAAGCAGGUUA 2663 2785-2803
AV07390-19-1.um | AACCUGCUUUUGUCACUCA 2519 UGAGUGACAAAAGCAGGUU 2664 2786-2804
AV07391-19-1.um | ACCUGCUUUUGUCACUCGA 2520 UCGAGUGACAAAAGCAGGU 2665 2787-2805
AV07392-19-1.um | CUGCUUUUGUCACUCGGCA 2521 UGCCGAGUGACAAAAGCAG 2666 2789-2807
AV07393-19-1.um | GCUUUUGUCACUCGGCUUA 2522 UAAGCCGAGUGACAAAAGC 2667 2791-2809
AV07394-19-1.um | CUUUUGUCACUCGGCUUUA 2523 UAAAGCCGAGUGACAAAAG 2668 2792-2810
AV(07395-19-1.um | UUUUGUCACUCGGCUUUGA 2524 UCAAAGCCGAGUGACAAAA 2669 2793-2811
AV07396-19-1.um | UCACUCGGCUUUGGCUCGA 2525 UCGAGCCAAAGCCGAGUGA 2670 2798-2816
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AV07397-19-1.um | CACUCGGCUUUGGCUCGGA 2526 UCCGAGCCAAAGCCGAGUG 2671 2799-2817
AV07398-19-1.um | UUGGCUCGGGACUUCAAAA 2527 UUUUGAAGUCCCGAGCCAA 2672 2808-2826
AV07399-19-1.um | GCUCGGGACUUCAAAAUCA 2528 UGAUUUUGAAGUCCCGAGC 2673 2811-2829
AV07400-19-1.um | UCGGGACUUCAAAAUCAGA 2529 UCUGAUUUUGAAGUCCCGA 2674 2813-2831
AV07401-19-1.um | GGACUUCAAAAUCAGUGAA 2530 UUCACUGAUUUUGAAGUCC 2675 2816-2834
AV07402-19-1.um | GACUUCAAAAUCAGUGAUA 2531 UAUCACUGAUUUUGAAGUC 2676 2817-2835
AV07403-19-1.um | UUCAAAAUCAGUGAUGGGA 2532 UCCCAUCACUGAUUUUGAA 2677 2820-2838
AV07404-19-1.um | UCAAAAUCAGUGAUGGGAA 2533 UUCCCAUCACUGAUUUUGA 2678 2821-2839
AV07405-19-1.um | CAAAAUCAGUGAUGGGAGA 2534 UCUCCCAUCACUGAUUUUG 2679 2822-2840
AV07406-19-1.um | AAAUCAGUGAUGGGAGUAA 2535 UUACUCCCAUCACUGAUUU 2680 2824-2842
AV07407-19-1.um | AAUCAGUGAUGGGAGUAAA 2536 UUUACUCCCAUCACUGAUU 2681 2825-2843
AV07408-19-1.um | AUCAGUGAUGGGAGUAAGA 2537 UCUUACUCCCAUCACUGAU 2682 2826-2844
AV07409-19-1.um | UCAGUGAUGGGAGUAAGAA 2538 UUCUUACUCCCAUCACUGA 2683 2827-2845
AV07410-19-1.um | CAGUGAUGGGAGUAAGAGA 2539 UCUCUUACUCCCAUCACUG 2684 2828-2846
AV07411-19-1.um | GUGAUGGGAGUAAGAGCAA 2540 UUGCUCUUACUCCCAUCAC 2685 2830-2848
AV07412-19-1.um | UGAUGGGAGUAAGAGCAAA 2541 UUUGCUCUUACUCCCAUCA 2686 2831-2849
AV07413-19-1.um | GAUGGGAGUAAGAGCAAAA 2542 UUUUGCUCUUACUCCCAUC 2687 2832-2850
AV07414-19-1.um | AUGGGAGUAAGAGCAAAUA 2543 UAUUUGCUCUUACUCCCAU 2688 2833-2851
AV07415-19-1.um | UGGGAGUAAGAGCAAAUUA 2544 UAAUUUGCUCUUACUCCCA 2689 2834-2852
AV07416-19-1.um | GGGAGUAAGAGCAAAUUUA 2545 UAAAUUUGCUCUUACUCCC 2690 2835-2853
AV07417-19-1.um | GGAGUAAGAGCAAAUUUCA 2546 UGAAAUUUGCUCUUACUCC 2691 2836-2854
AV07418-19-1.um | GAGUAAGAGCAAAUUUCAA 2547 UUGAAAUUUGCUCUUACUC 2692 2837-2855
AV07419-19-1.um | AGUAAGAGCAAAUUUCAUA 2548 UAUGAAAUUUGCUCUUACU 2693 2838-2856
AV07420-19-1.um | GUAAGAGCAAAUUUCAUCA 2549 UGAUGAAAUUUGCUCUUAC 2694 2839-2857
AV07421-19-1.um | UAAGAGCAAAUUUCAUCUA 2550 UAGAUGAAAUUUGCUCUUA 2695 2840-2858
AV07422-19-1.um | AAGAGCAAAUUUCAUCUUA 2551 UAAGAUGAAAUUUGCUCUU 2696 2841-2859
AV07423-19-1.um | UUCAUCUUUCCAAAUUGAA 2552 UUCAAUUUGGAAAGAUGAA 2697 2851-2869
AV07424-19-1.um | CUUUCCAAAUUGAUGGGUA 2553 UACCCAUCAAUUUGGAAAG 2698 2856-2874
AV(07425-19-1.um | UUUCCAAAUUGAUGGGUGA 2554 UCACCCAUCAAUUUGGAAA 2699 2857-2875
AV(07426-19-1.um | UUCCAAAUUGAUGGGUGGA 2555 UCCACCCAUCAAUUUGGAA 2700 2858-2876
AV07427-19-1.um | CCAAAUUGAUGGGUGGGCA 2556 UGCCCACCCAUCAAUUUGG 2701 2860-2878
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AV07428-19-1.um | AUUGAUGGGUGGGCUAGUA 2557 UACUAGCCCACCCAUCAAU 2702 2864-2882
AV07429-19-1.um | UUGAUGGGUGGGCUAGUAA 2558 UUACUAGCCCACCCAUCAA 2703 2865-2883
AV07430-19-1.um | UGAUGGGUGGGCUAGUAAA 2559 UUUACUAGCCCACCCAUCA 2704 2866-2884
AV07431-19-1.um | GAUGGGUGGGCUAGUAAUA 2560 UAUUACUAGCCCACCCAUC 2705 2867-2885
AV07432-19-1.um | UGGGUGGGCUAGUAAUAAA 2561 UUUAUUACUAGCCCACCCA 2706 2869-2887
AV07433-19-1.um | GGGUGGGCUAGUAAUAAAA 2562 UUUUAUUACUAGCCCACCC 2707 2870-2888
AV07434-19-1.um | AGUAAUAAAAUAUUUAAAA 2563 UUUUAAAUAUUUUAUUACU 2708 2879-2897
AV07435-19-1.um | GUAAUAAAAUAUUUAAAAA 2564 UUUUUAAAUAUUUUAUUAC 2709 2880-2898
AV07436-19-1.um | UAAUAAAAUAUUUAAAAAA 2565 UUUUUUAAAUAUUUUAUUA 2710 2881-2899
AV07437-19-1.um | AAUAAAAUAUUUAAAAAAA 2566 UUUUUUUAAAUAUUUUAUU 2711 2882-2900
AV07438-19-1.um | AUAAAAUAUUUAAAAAAAA 2567 UUUUUUUUAAAUAUUUUAU 2712 2883-2901
AV07439-19-1.um | UAAAAUAUUUAAAAAAAAA 2568 UUUUUUUUUAAAUAUUUUA 2713 2884-2902
AV07440-19-1.um | AAAAUAUUUAAAAAAAAAA 2569 UUUUUUUUUUAAAUAUUUU 2714 2885-2903
AV07441-19-1.um | AAAAAAAAACAUUCAAAAA 2570 UUUUUGAAUGUUUUUUUUU 2715 2894-2912
AV07442-19-1.um | AAAAAAAACAUUCAAAAAA 2571 UUUUUUGAAUGUUUUUUUU 2716 2895-2913
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Table 2 shows certain chemically modified MAPT RNAi agent antisense strand and
sense strand sequences of the invention. In some embodiments of methods of the invention, an
RNAI agent with a polynucleotide sequence shown in Table 2 is administered to a cell and/or
subject. In some embodiments of methods of the invention, a RNAi agent with a polynucleotide
sequence shown in Table 2 is administered to a subject. In some embodiments of the invention
an RNAI agent administered to a subject comprises is a duplex identified in a row in Table 2,
column one and includes the sequence modifications show in the sense and antisense strand
sequences in the same row in Table 2, columns three and six, respectively. In some
embodiments of methods of the invention, a sequence shown in Table 2 may be attached to (also
referred to herein as “conjugated t0”) a compound capable of delivering the RNAi agent to a cell
and/or tissue in a subject. A non-limiting example of a delivery compound that may be used in
certain embodiments of the invention is a GalNAc-containing compound or a GLS-15%-
containing compound. In Table 2, the first column indicates the Duplex AV# of the base
sequences as shown in Table 1. Table 2 discloses Duplex AV# and also shows chemical
modifications included in sense and antisense sequence of the duplexes. For example, Table 1
shows base single-strand sequences SEQ ID NO: 17 (sense) and SEQ ID NO: 509 (antisense),
which together are the double-stranded duplex identified as: Duplex AV# AV03736.um and
Table 2 lists Duplex AV# AV03736, which indicates that the duplex of SEQ ID NO: 1001 and
SEQ ID NO: 1247 includes base sequences of SEQ ID NO: 17 and SEQ ID NO: 509, respectively,
but with the chemical modifications shown in the sense and antisense sequences shown in
columns three and six, respectively. The “Sense strand SS#” in Table 2 column two is the
assigned identifier for the Sense Sequence (including modifications) shown column 3 in the same
row. The “Antisense strand AS#” in Table 2 column five is the assigned identifier for the

Antisense sequence (including modifications) shown in column six.
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sequences were used in certain in vitro testing studies described herein.
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Duplex Sense strand Sense Sequence SEQ Antisense Antisense Sequence SEQ ID
AV# SS# ID NO. | strand AS# NO.
AV03728 | AV03728-SS g*c*cuccucCfgCfuGfuccucu*c*a 993 | AV03728-AS | u*Gf*agAfg(gUNA)acaGfcgGfaGfgag*g*c 1239
AV03729 | AV03729-SS g*g*egaguucGfaAfgUfgaugga*a*a 994 | AV03729-AS [ u*Uf*uccaUfcacUfucGfaAfcuc*c*c 1240
AV03730 | AV03730-SS c*g*aguucg AfaGfuGfauggaa*g*a 995 | AV03730-AS | u*Cf*uuccAfucaCfuuCfgAfacu*c*g 1241
AV03731 | AV03731-SS c*a*guucgaAfgUfgAfuggaag*a*a 996 | AV03731-AS | u*Uf*cuucCfaucAfculUfcGfaac*u*g 1242
AV03732 | AV03732-SS g*g*uucgaaGfuGfaUfggaaga*u*a 997 | AV03732-AS [ u*Af*ucuuCfcauCfacUfuCfgaa*c*c 1243
AV03733 | AV03733-SS c*u*ucgaagUfgAfuGfgaagau*c*a 998 | AV03733-AS [ u*Gf*aucuUfccaUfcaCfuUfcga*a*g 1244
AV03734 | AV03734-SS g*u*cgaaguGfaUfgGfaagauc*a*a 999 | AV03734-AS | u*Uf*gaucUfuccAfucAfcUfucg*a*c 1245
AV03735 | AV03735-SS c*g*gcuacaCfcAfuGfcaccaa*g*a 1000 | AV03735-AS | u*Cf*uuGfg(uUNA)gcaUfggUfgUfagc*c*g 1246
AV03736 | AV03736-SS c*a*cacggaCfgCfuGfgccuga*a*a 1001 | AV03736-AS | u*Uf*ucAfg(gUNA)ccaGfcgUfcCfgug*u*g 1247
AV03737 | AV03737-SS g*a*cceccaGfeCfuGfgaagac*g*a 1002 [ AV03737-AS [ v*Cf*guCfu(uUNA)ccaGfgeUfgGfggg*u*c 1248
AV03738 | AV03738-SS c*a*agcugcUfgGfuCfacguga*c*a 1003 | AV03738-AS | u*Gf*ucAfc(gUNA)ugaCfcaGfcAfgcu*u*g 1249
AV03739 | AV03739-SS g*a*aagcucGfcAfuGfgucagu*a*a 1004 | AV03739-AS | u*Uf*acugAfccaUfgcGfaGfcuu*u*c 1250
AV03740 | AV03740-SS g*a*agcucgCfaUfgGfucagua*a*a 1005 | AV03740-AS | u*Uf*uacuGfaccAfugCfgAfgcu*u*c 1251
AV03741 | AV03741-SS g*g*cucgcalfgGfuCfaguaaa*a*a 1006 | AV03741-AS | v*Uf*uuuaCfugaCfcaUfgCfgag*c¥c 1252
AV03742 | AV03742-SS g*u*cgcaugGfuCfaGfuaaaag*c*a 1007 [ AV03742-AS | u*Gf*cuuuUfacuGfacCfaUfgcg*a*c 1253
AV03743 | AV(03743-SS g¥c*gcauggUfcAfgUfaaaagc*a*a 1008 | AV03743-AS | u*Uf*gcuuUfuacUfgaCfcAfugc*g*c 1254
AV03744 | AV03744-SS g*g*caugguCfaGfuAfaaagca*a*a 1009 | AV03744-AS | u*Uf*ugcuUfuuaCfugAfcCfaug*c*c 1255
AV03745 | AV03745-SS c*c*auggucAfgUfaAfaagcaa*a*a 1010 | AV03745-AS | u*Uf*uugcUfuuuAfcuGfaCfcau*g*g 1256
AV03746 | AV(03746-SS g*a*uggucaGfuAfaAfagcaaa*g*a 1011 | AV03746-AS | u*Cf*uuugCfuuuUfacUfgAfcca*u*c 1257
AV03747 | AV03747-SS g*u*ggucagUfaAfaAfgcaaag*a*a 1012 | AV03747-AS | u*Uf*cuuuGfecuuUfuaCfuGfacc*a*c 1258
AV03748 | AV(03748-SS g¥g*gucaguAfaAfaGfcaaaga*c*a 1013 | AV03748-AS | u*Gf*ucuuUfgcuUfuuAfcUfgac*c*c 1259
AV03749 | AV03749-SS c*g*acuggaAfgCfgAfugacaa*a*a 1014 | AV03749-AS | v*Uf*uuguCfaucGfcuUfcCfagu*c*g 1260
AV03750 | AV03750-SS c*a*cuggaaGfcGfaUfgacaaa*a*a 1015 | AV03750-AS | v*Uf*uuugUfcauCfgcUfuCfcag*u*g 1261
AV03751 | AV03751-SS g*g*gaagcg AfuGfaCfaaaaaa*g*a 1016 | AV03751-AS | v*Cf*uuuuUfuguCfauCfgCfuuc*c*c 1262
AV03752 | AV03752-SS c*g*aagcgaUfgAfcAfaaaaag*c*a 1017 | AV03752-AS [ u*Gf*cuuuUfuugUfcaUfcGfcuu*c*g 1263

60




PCT/CN2024/124070

WO 2025/077806

Patent Application ARGO026WO003
AV03753 | AV03753-SS g*a*gegaug AfcAfaAfaaagec*a*a 1018 | AV03753-AS | u*Uf*ggculUfuuuUfguCfaUfcge*u*c 1264
AV03754 | AV03754-SS g*g*cgaugaCfaAfaAfaagcca*a*a 1019 | AV03754-AS | v*Uf*uggcUfuuuUfugUfcAfucg*c*c 1265
AV03755 | AV03755-SS g*u*caagggGfgCfuGfauggua*a*a 1020 | AV03755-AS | u*Uf*uaccAfucaGfccCfcCfuug*a*c 1266
AV03756 | AV03756-SS c*g*ggcugaUfgGfuAfaaacga*a*a 1021 | AV03756-AS | u*Uf*ucguUfuuaCfcaUfcAfgec*c*g 1267
AV03757 | AV03757-SS c*g*gcugauGfgUfaAfaacgaa*g*a 1022 | AV03757-AS | u*Cf*uucgUfuuuAfccAfuCfagc*c*g 1268
AV03758 | AV03758-SS c*c*ugauggUfaAfaAfcgaaga*u*a 1023 | AV03758-AS | v*Af*ucuuCfguuUfuaCfcAfuca*g*g 1269
AV03759 | AV03759-SS g*u*gaugguAfaAfaCfgaagau*c*a 1024 | AV03759-AS | v*Gf*aucuUfcguUfuuAfcCfauc*a*c 1270
AV03760 | AV03760-SS g*g*augguaAfaAfcGfaagauc*g*a 1025 | AV03760-AS | v*Cf*gaucUfucgUfuuUfaCfcau*c*c 1271
AV03761 | AV03761-SS g*g*ccaccaGfgAfuUfccagca*a*a 1026 | AV03761-AS | v*Uf*ugCfu(gUNA )gaaUfccUfgGfugg*c*c 1272
AV03762 | AV03762-SS g*c*aggauuCfcAfgCfaaaaac*c*a 1027 | AV03762-AS | u*Gf*guuuUfugcUfgg AfaUfccu*g*c 1273
AV03763 | AV03763-SS g*a*ccaccc AfgCfuCfugguga*a*a 1028 | AV03763-AS | u*Uf*ucacCfagaGfcuGfgGfugg*u*c 1274
AV03764 | AV03764-SS g*c*uggugaAfcCfuCfcaaaau*c*a 1029 | AV03764-AS | u*Gf*auuuUfggaGfguUfcAfcca*g*c 1275
AV03765 | AV03765-SS g*u*ggugaaCfcUfcCfaaaauc*a*a 1030 | AV03765-AS | u*Uf*gauuUfuggAfggUfuCfacc*a*c 1276
AV03766 | AV03766-SS g*a*ccuccaAfaAfuCfagggga*u*a 1031 | AV03766-AS | u*Af*ucCfc(cUNA)ugaUfuuUfgGfagg*u*c 1277
AV03767 | AV03767-SS g*u*cggeucCfaCfuGfagaacc*u*a 1032 | AV03767-AS | u*Af*gguuCfucaGfugGfaGfccg*a*c 1278
AV03768 | AV03768-SS g*g*ugugcaAfaUfaGfucuaca*a*a 1033 [ AV03768-AS [ u*Uf*uguaGfacuAfuuUfgCfaca*c*c 1279
AV03769 | AV03769-SS c*u*gugcaaAfuAfgUfcuacaa*a*a 1034 | AV03769-AS | uv*Uf*uuguAfgacUfauUfuGfcac*a*g 1280
AV03770 | AV03770-SS g*g*ugcaaaUfaGfuCfuacaaa*c*a 1035 | AV03770-AS | v*Gf*uuugUfagaCfuaUfuUfgca*c*c 1281
AV03771 | AV03771-SS c*u*gcaaauAfgUfcUfacaaac*c*a 1036 | AV03771-AS | v*Gf*guuuGfuagAfcuAfuUfugc*a*g 1282
AV03772 | AV03772-SS g*g*caaauaGfuCfuAfcaaacc™a*a 1037 | AV03772-AS | v*Uf*gguulUfguaGfacUfaUfuug*c*c 1283
AV03773 | AV03773-SS g*a*auagucUfaCfaAfaccagu*u*a 1038 | AV03773-AS | u*Af*acugGfuuuGfuaGfaCfuau*u*c 1284
AV03774 | AV03774-SS g*a*uagucuAfcAfaAfccaguu*g*a 1039 [ AV03774-AS | u*Cf*aaCfu(gUNA)guuUfguAfgAfcua*u*c 1285
AV03775 | AV03775-SS g*u*agucuaCfaAfaCfcaguug*a*a 1040 | AV03775-AS | u*Uf*caacUfgguUfugUfaGfacu*a*c 1286
AV03776 | AV03776-SS g*u*acaaacCfaGfuUfgaccug*a*a 1041 | AV03776-AS | u*Uf*caGfg(uUNA)caaCfugGfuUfugu*a*c 1287
AV03777 | AV03777-SS c*c*aaggug AfcCfuCfcaagug*u*a 1042 | AV03777-AS | u*Af*caculfggaGfguCfaCfcuu*g*g 1288
AV03778 | AV03778-SS g*g*accuccAfaGfuGfuggcuc*a*a 1043 | AV03778-AS | u*Uf*gaGfce(cUNA)acaCfuuGfgAfggu*c*c 1289
AV03779 | AV03779-SS g*c*cuccaaGfuGfuGfgeucau*u*a 1044 | AV03779-AS | v*Af*augaGfccaCfacUfuGfgag*g*c 1290
AV03780 | AV03780-SS g*u*ccaaguGfuGfgCfucauna*g*a 1045 | AV03780-AS | u*Cf*uaauGfageCfacAfcUfugg*a*c 1291
AV03781 | AV03781-SS c*u*guggcuCfaUfuAfggcaac*a*a 1046 | AV03781-AS | u*Uf*gulUfg(cUNA)cuaAfugAfgCfcac*a*g 1292
AV03782 | AV03782-SS c*u*ggcucalfuAfgGfcaacau*c*a 1047 | AV03782-AS | v*Gf*auguUfgccUfaaUfgAfgec*a*g 1293
AV03783 | AV03783-SS c*g*cucauuAfgGfcAfacaucc*a*a 1048 | AV03783-AS | u*Uf*ggauGfuugCfcuAfaUfgag*c*g 1294
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AV03784 | AV03784-SS c*c*ucauuaGfgCfaAfcaucca*u*a 1049 | AV03784-AS | u*Af*uggaUfguuGfecUfaAfuga*g*g 1295
AV03785 | AV03785-SS g*c*auuaggCfaAfcAfuccauc*a*a 1050 | AV03785-AS | u*Uf*gaugGfaugUfugCfcUfaau*g*c 1296
AV03786 | AV03786-SS g*u*uaggcaAfcAfuCfcaucau*a*a 1051 | AV03786-AS | u*Uf*augaUfggaUfguUfgCfcua*a*c 1297
AV03787 | AV03787-SS g*u*aggcaaCfaUfcCfaucaua*a*a 1052 | AV03787-AS | u*Uf*uaugAfuggAfugUfuGfecu*a*c 1298
AV03788 | AV03788-SS g*g*gcaacaUfcCfaUfcauaaa*c*a 1053 | AV03788-AS | uv*Gf*uuuaUfgauGfgaUfgUfugc*c*c 1299
AV03789 | AV(03789-SS c*c*aacaucCfaUfcAfuaaacc*a*a 1054 [ AV03789-AS [ u*Uf*gguuUfaugAfugGfaUfguu*g*g 1300
AV03790 | AV03790-SS g*a*cauccaUfcAfuAfaaccag*g*a 1055 | AV03790-AS | u*Cf*cuGfg(uUNA)uuaUfgaUfgGfaug*u*c 1301
AV03791 | AV03791-SS g*c*aggugg AfaGfuAfaaaucu*g*a 1056 | AV03791-AS | v*Cf*agauUfuuaCfuuCfcAfccu*g*c 1302
AV03792 | AV03792-SS g*a*gguggaAfgUfaAfaaucug*a*a 1057 | AV03792-AS | v*Uf*cagaUfuuuAfcuUfcClacc*u*c 1303
AV03793 | AV03793-SS g*g*ouggaaGfuAfaAfaucuga*g*a 1058 | AV03793-AS | u*Cf*ucagAfuuuUfacUfuCfcac*c*c 1304
AV03794 | AV03794-SS c*g*uggaagUfaAfaAfucugag*a*a 1059 | AV03794-AS | u*Uf*cucaGfauuUfuaCfuUfcca*c*g 1305
AV03795 | AV03795-SS c*u*ggaaguAfaAfaUfcugaga*a*a 1060 | AV03795-AS | u*Uf*ucucAfgauUfuuAfcUfucc*a*g 1306
AV03796 | AV03796-SS g*g*gaaguaAfaAfuCfugagaa*g*a 1061 | AV03796-AS | u*Cf*uucuCfagaUfuuUfaCfuuc*c*c 1307
AV03797 | AV03797-SS c*a*aguaaaAfuCfuGfagaagc*u*a 1062 | AV03797-AS | u*Af*gcuuCfucaGfauUfuUfacu*u*g 1308
AV03798 | AV03798-SS g*a*guaaaaUfcUfgAfgaagcu*u*a 1063 | AV03798-AS | u*Af*agcuUfcucAfgaUfuUfuac*u*c 1309
AV03799 | AV03799-SS c*u*aaaaucUfgAfgAfagcuug*a*a 1064 | AV03799-AS | u*Uf*caagCfuucUfcaGfaUfuuu*a*g 1310
AV03800 | AV03800-SS g*c*ugagaaGfcUfuGfacuuca*a*a 1065 | AV03800-AS | v*Uf*ugaaGfucaAfgcUfuCfuca*g*c 1311
AV03801 | AV03801-SS g*u*gagaagCfuUfgAfcuucaa*g*a 1066 | AV03801-AS | u*Cf*uugaAfgucAfagCfuUfcuc*a*c 1312
AV03802 | AV03802-SS g*g*aagcuuGfaCfuUfcaagga*c*a 1067 | AV03802-AS [ u*Gf*ucCfu(uUNA)gaaGfucAfaGfcuu*c*c 1313
AV03803 | AV03803-SS c*a*agcuugAfcUfuCfaaggac*a*a 1068 | AV03803-AS | u*Uf*guccUfugaAfguCfaAfgcu*u*g 1314
AV03804 | AV03804-SS g*a*aggacaGfaGfuCfcagucg*a*a 1069 | AV033804-AS | u*Uf*cgAfc(uUNA)ggaCfucUfgUfccu*u*c 1315
AV03805 | AV03805-SS g*c*agagucCfaGfuCfgaagau*u*a 1070 | AV03805-AS | u*Af*aucuUfcgaCfugGfaCfucu*g*c 1316
AV03806 | AV03806-SS g*u*ggcggaGfgAfaAfuaaaaa*g*a 1071 | AV03806-AS | u*Cf*uuuuUfauuUfccUfcClgec*a*c 1317
AV03807 | AV03807-SS c*g*cggaggAfaAfuAfaaaaga*u*a 1072 | AV03807-AS | v*Af*ucuulUfuuaUfuuCfcUfccg*c*g 1318
AV03808 | AV03808-SS g*a*auaaaaAfgAfulfgaaacc*c*a 1073 | AV03808-AS | u*Gf*ggUfu(uUNA )caaUfcuUfuUfuau*u*c 1319
AV03809 | AV03809-SS g*a*aaaganlUfgAfaAfcccaca*a*a 1074 | AV03809-AS | u*Uf*ugUfg(gUNA)guuUfcaAfuCfuuu*u*c 1320
AV03810 | AV03810-SS g*g*gagaucGfuGfuAfcaaguc*g*a 1075 | AV03810-AS | u*Cf*gaCfu(uUNA)guaCfacGfallfcuc*c*c 1321
AV03811 | AV03811-SS c*c*aucucaGfcAfaUfgucucc*u*a 1076 | AV03811-AS | u*Af*ggAfg(alUINA)caulfgcUfgAfgau*g*g 1322
AV03812 | AV03812-SS g*a*ccggecaGfcAfuCfgacaug*g*a 1077 | AVO03812-AS | u*Cf*caUfg(uUNA)cgaUfgcUfgCfegg*u*c 1323
AV03813 | AV03813-SS g*a*gcaucgAfcAfuGfguagac*u*a 1078 | AV03813-AS | u*Af*gucuAfccaUfguCfgAfugc*u*c 1324
AV03814 | AV03814-SS c*c*cacgcuAfgCfuGfacgagg*u*a 1079 | AV03814-AS | u*Af*ccUfc(gUNA)ucaGfcuAfgCfgug*g*g 1325
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AV03815 | AV03815-SS c*c*caagcaGfgGfuUfugugau*c*a 1080 | AV03815-AS | u*Gf*aucaCfaaaCfccUfgCfuug*g*g 1326
AV03816 | AV03816-SS g*c*aagcagGfgUfuUfgugauc*a*a 1081 | AVO03816-AS | u*Uf*gaucAfcaaAfccCfuGfcuu*g*c 1327
AV03817 | AV03817-SS g*u*gagagaGfuGfuGfgaaaaa*a*a 1082 | AV03817-AS | v*Uf*uuuuUfecaCfacUfcUfcuc*a*c 1328
AV03818 | AV03818-SS g*a*aaaaaaGfaAfuAfaugacc*c*a 1083 | AV03818-AS | u*Gf*ggUfc(aUNA)uuaUfucUfuUfuuu*u*c 1329
AV03819 | AV03819-SS g*u*ccucgcAfgUfuCfgguuaa*u*a 1084 | AV03819-AS | v*Af*uuaaCfcgaAfcuGfcGfagg*a*c 1330
AV03820 | AV(03820-SS g*a*auugguUfaAfuCfacuuaa*c*a 1085 [ AV03820-AS [ u*Gf*uuaaGfugaUfuaAfcCfaau*u*c 1331
AV03821 | AV03821-SS g*a*uugguuAfaUfcAfcuuaac*c*a 1086 | AV03821-AS | u*Gf*guuaAfgugAfuuAfaCfcaa*u*c 1332
AV03822 | AV03822-SS g*u*gguuaaUfcAfcUfuaaccu*g*a 1087 | AV03822-AS | v*Cf*agguUfaagUfgaUfuAfacc*a*c 1333
AV03823 | AV03823-SS g*a*aucaculUfaAfcCfugcuuu*u*a 1088 | AV03823-AS | u*Af*aaagCfaggUfuaAfgUfgau*u*c 1334
AV03824 | AV03824-SS g*a*ucacuuAfaCfcUfgcuuuu*g*a 1089 | AV03824-AS | u*Cf*aaaaGfcagGfuuAfaGfuga*u*c 1335
AV03825 | AV03825-SS g*u*cacuuaAfcCfuGfcuuuug*u*a 1090 | AV03825-AS | u*Af*caaaAfgcaGfguUfaAfgug*a*c 1336
AV03826 | AV03826-SS g*c*acuuaaCfcUfgCfuuuugu*c*a 1091 | AV03826-AS | u*Gf*acaaAfagcAfggUfuAfagu*g*c 1337
AV03827 | AV03827-SS c*g*cucgggAfcUfuCfaaaauc*a*a 1092 | AV03827-AS | u*Uf*gauuUfugaAfguCfcCfgag*c*g 1338
AV03828 | AV(03828-SS g*u*cgggacUfuCfaAfaaucag*u*a 1093 | AV03828-AS | u*Af*cugaUfuuuGfaaGfuCfccg*a*c 1339
AV03829 | AV03829-SS c*g*acuucaAfaAfuCfagugau*g*a 1094 | AV03829-AS | u*Cf*aucaCfugaUfuuUfgAfagu*c*g 1340
AV03830 | AV03830-SS c*a*cuucaaAfaUfcAfgugaug*g*a 1095 | AV03830-AS | u*Cf*caUfc(aUNA)cugAfuuUfuGfaag*u*g 1341
AV03831 | AV03831-SS g*a*agagcaAfaUfuUfcaucuu*u*a 1096 | AV03831-AS | u*Af*aagaUfgaaAfuuUfgCfucu*u*c 1342
AV03832 | AV03832-SS g*a*gagcaaAfuUfuCfaucuuu*c*a 1097 | AV03832-AS | u*Gf*aaagAfugaAfauUfuGfcuc*u*c 1343
AV03833 | AV03833-SS g*g*agcaaaUfuUfcAfucuuuc*c*a 1098 | AV03833-AS | u*Gf*gaaaGfaugAfaaUfuUfgcu*c*c 1344
AV03834 | AV03834-SS c*a*geaaauUfuCfaUfcuuucc*a*a 1099 | AV03834-AS | u*Uf*ggaaAfgauGfaaAfuUfugc*u*g 1345
AV03835 | AV03835-SS g*g*caaauuUfcAfuCfuuucca*a*a 1100 | AV03835-AS | u*Uf*uggaAfagaUfgaAfaUfuug*c*c 1346
AV03836 | AV03836-SS c*c*aaauuuCfaUfcUfuuccaa*a*a 1101 [ AV03836-AS | u*Uf*uuggAfaagAfugAfaAfuuu*g*g 1347
AV03837 | AV03837-SS g*a*aauuucAfuCfuUfuccaaa*u*a 1102 | AV03837-AS | u*Af*uuugGfaaaGfauGfaAfauu*u*c 1348
AV03838 | AV(03838-SS g*a*auuucaUfcUfuUfccaaau*u*a 1103 | AV03838-AS | u*Af*auuuGfgaaAfgaUfgAfaau*u*c 1349
AV03839 | AV(03839-SS g*a*uuucauCfuUfuCfcaaauu*g*a 1104 | AV03839-AS | u*Cf*aauuUfggaAfagAfuGfaaa*u*c 1350
AV03840 | AV03840-SS g*u*ucaucuUfuCfcAfaauuga*u*a 1105 | AV03840-AS | u*Af*ucaaUfuugGfaaAfgAfuga*a*c 1351
AV03841 | AV03841-SS c*g*ougoocUfaGfuAfauaaaa*u*a 1106 | AV03841-AS | v*Af*unmuAfuuaCfuaGfcCfcac*c*g 1352
AV03842 | AV03842-SS g*g*gocuaglUfaAfuAfaaauau*u*a 1107 | AV03842-AS | v*Af*auauUfuuaUfuaCfuAfgec*c*c 1353
AV03843 | AV03843-SS g*c*aggcaaUfuCfcUfuuugau*u*a 1108 | AV03843-AS | u*Af*aucaAfaagGfaaUfuGfccu*g*c 1354
AV03844 | AV03844-SS g*g*gcaauuCfcUfulfugauuc*u*a 1109 [ AV03844-AS [ u*Af*gaauCfaaaAfggAfaUfugc*c*c 1355
AV03845 | AV03845-SS c*g*cagcaaCfaAfaGfgauuug*a*a 1110 | AV03845-AS | u*Uf*caaalUfcculfugUfuGfcug*c*g 1356
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AV03846 | AV03846-SS g*a*gcaacaAfaGfgAfuuugaa*a*a 1111 | AV03846-AS | u*Uf*uucaAfaucCfuuUfgUfuge*u*c 1357
AV03847 | AV03847-SS g*g*caacaaAfgGfaUfuugaaa®c*a 1112 | AV03847-AS | u*Gf*uuucAfaauCfcuUfuGfuug*c*c 1358
AV03848 | AV03848-SS c*c*aacaaaGfgAfuUfugaaac*u*a 1113 | AV03848-AS | u*Af*guuuCfaaaUfccUfuUfguu*g*g 1359
AV03849 | AV03849-SS g*a*acaaagGfaUfuUfgaaacu*u*a 1114 | AV03849-AS | u*Af*aguuUfcaaAfucCfuUfugu*u*c 1360
AV03850 | AV03850-SS g*a*caaagg AfulfuGfaaacuu*g*a 1115 | AV03850-AS | u*Cf*aaguUfucaAfauCfcUfuug*u*c 1361
AV03851 | AV03851-SS g*c*aaaggaUfulUfgAfaacuug*g*a 1116 | AV03851-AS | u*Cf*caagUfuucAfaaUfcCfuuu*g*c 1362
AV03852 | AV03852-SS g*a*aaggauUfuGfaAfacuugg*u*a 1117 | AV03852-AS | u*Af*ccaaGfuuuCfaaAfuCfcuu*u*c 1363
AV03853 | AV03853-SS g*a*ggauuuGfaAfaCfuuggug*u*a 1118 | AV03853-AS | u*Af*caccAfaguUfucAfaAfucc*u*c 1364
AV03854 | AV(03854-SS g*g*gauuugAfaAfcUfuggugu*g*a 1119 [ AV03854-AS [ u*Cf*acAfc(cUNA)aagUfuuCfaAfauc*c*c 1365
AV03855 | AV03855-SS c*a*uuugaaAfcUfuGfgugugu*u*a 1120 | AV03855-AS | u*Af*acacAfccaAfguUfuCfaaa*u*g 1366
AV03856 | AV03856-SS g*u*uugaaaCfulfgGfuguguu*c*a 1121 | AV03856-AS | u*Gf*aacaCfaccAfagUfulUfcaa*a*c 1367
AV03857 | AV03857-SS g*g*ccaugaUfuUfuGfgccacu*u*a 1122 | AV03857-AS | u*Af*agUfg(gUNA)ccaAfaaUfcAfugg*c*c 1368
AV03858 | AV03858-SS g*u*uggecaCfuUfuGfcagacc*u*a 1123 | AV03858-AS | u*Af*ggUfc(uUNA)gcaAfagUfgGfcca*a*c 1369
AV03859 | AV03859-SS g*u*uugcagAfcCfuGfggacuu*u*a 1124 | AV03859-AS | u*Af*aaguCfccaGfguCfuGfcaa*a*c 1370
AV03860 | AV03860-SS c*a*ccugggAfcUfuUfagggcu*a*a 1125 | AV03860-AS | u*Uf*agCfc(cUNA)uaaAfguCfcCfagg*u*g 1371
AV03861 | AV03861-SS c*a*cuuuagGfgCfuAfaccagu*u*a 1126 | AV03861-AS | v*Af*acugGfuuaGfccCfuAfaag*u*g 1372
AV03862 | AV03862-SS c*g*gcuaacCfaGfulfcucuuu*g*a 1127 | AV03862-AS | u*Cf*aaagAfgaaCfugGfuUfagc*c*g 1373
AV03863 | AV03863-SS c*g*cuaaccAfgUfuCfucuuug*u*a 1128 | AV03863-AS | u*Af*caaaGfagaAfcuGfgUfuag*c*g 1374
AV03864 | AV03864-SS g*u*aaccagUfuCfuCfuuugua*a*a 1129 | AV03864-AS | u*Uf*uacaAfagaGfaaCfuGfguu*a*c 1375
AV03865 | AV03865-SS g*a*accaguUfcUfcUfuuguaa*g*a 1130 | AV03865-AS | u*Cf*uuacAfaagAfgaAfcUfggu*u*c 1376
AV03866 | AV03866-SS g*a*ccaguuCfuCfuUfuguaag*g*a 1131 | AV03866-AS | u*Cf*cuuaCfaaaGfagAfaCfugg*u*c 1377
AV03867 | AV03867-SS g*c*caguucUfcUfuUfguaagg*a*a 1132 [ AV03867-AS | u*Uf*ccuuAfcaaAfgaGfaAfcug*g*c 1378
AV03868 | AV03868-SS g*c*aguucuCfuUfuGfuaagga*c*a 1133 | AV03868-AS | u*Gf*ucculUfacaAfagAfgAfacu*g*c 1379
AV03869 | AV03869-SS g*g*uucuculUfuGfuAfaggacu*u*a 1134 | AV03869-AS | u*Af*agucCfuuaCfaaAfgAfgaa*c*c 1380
AV03870 | AV03870-SS g*u*cucuuuGfuAfaGfgacuug*u*a 1135 | AV03870-AS | u*Af*caagUfccuUfacAfaAfgag*a*c 1381
AV03871 | AV03871-SS g*a*aucacuGfeCfuAfuacccc*u*a 1136 | AV03871-AS | u*Af*geGfg(WUNA)auaGfgcAfgUfgau*u*c 1382
AV03872 | AV03872-SS g*u*acuccalfaCfuGfagggug*a*a 1137 | AV03872-AS | u*Uf*caCfe(cUNA)ucaGfuaUfgGfagu*a*c 1383
AV03873 | AV03873-SS g*c*aunacugAfgGfglfgaaauu*a*a 1138 | AV03873-AS | u*Uf*aauuUfcacCfecuCfaGfuau*g*c 1384
AV03874 | AV03874-SS g*a*uacugaGfgGfuGfaaauua*a*a 1139 | AV03874-AS | v*Uf*uaauUfucaCfccUfcAfgua*u*c 1385
AV03875 | AV03875-SS g*u*acugagGfgUfgAfaauuaa*g*a 1140 [ AV03875-AS [ v*Cf*uuaaUfuucAfccCfuCfagu*a*c 1386
AV03876 | AV03876-SS g*a*cugageGfuGfaAfauuaag*g*a 1141 | AV03876-AS | u*Cf*cuuaAfuuuCfacCfcUfcag*u*c 1387

64




PCT/CN2024/124070

WO 2025/077806

Patent Application ARGO026WO003
AV03877 | AV03877-SS c*a*ggogugaAfaUfulAfagggaa*g*a 1142 | AV03877-AS | u*Cf*uuCfe(cUNA)uuaAfuuUfcAfcec*u*g 1388
AV03878 | AV03878-SS c*g*accccaGfcCfuCfucacuc*u*a 1143 | AV03878-AS | u*Af*gaguGfagaGfgcUfgGfggu*c*g 1389
AV03879 | AV03879-SS g*a*gecucuCfaCfuCfucaguu®c*a 1144 | AV03879-AS | u*Gf*aacuGfagaGfugAfgAfggc*u*c 1390
AV03880 | AV03880-SS c*c*cucucaCfuCfuCfaguucc*a*a 1145 [ AV03880-AS [ u*Uf*ggaaCfugaGfagUfgAfgag*g*g 1391
AV03881 | AV03881-SS g*c*acucucAfgUfuCfcacuca*u*a 1146 | AV03881-AS | u*Af*ugagUfggaAfcuGfaGfagu*g*c 1392
AV03882 | AV(03882-SS g*a*cucucaGfulUfcCfacucau* 1147 | AV03882-AS | u*Gf*augaGfuggAfacUfgAfgag*u*c 1393
AV03883 | AV03883-SS g*u*caguucCfaCfuCfauccaa*c*a 1148 | AV03883-AS | v*Gf*uuggAfugaGfugGfaAfcug*a*c 1394
AV03884 | AV(03884-SS g*u*agguguUfuCfuGfccuugu*u*a 1149 | AV03884-AS | u*Af*acaaGfgcaGfaaAfcAfccu*a*c 1395
AV03885 | AV03885-SS c*u*guuucuGfeCfulUfguugac*a*a 1150 | AV03885-AS | u*Uf*gucaAfcaaGfgcAfgAfaac*a*g 1396
AV03886 | AV03886-SS g*g*uuucugCfcUfuGfuugaca*u*a 1151 | AVO03886-AS | u*Af*ugucAfacaAfggCfaGfaaa*c*c 1397
AV03887 | AV(03887-SS c*c*uggaagCfcAfuGfcugucu*g*a 1152 | AV03887-AS | u*Cf*agAfc(aUNA)gcaUfggCfuUfcca*g*g 1398
AV03888 | AV03888-SS c*g*aagccaUfgCfuGfucuguu*c*a 1153 | AV03888-AS | u*Gf*aacaGfacaGfcaUfgGfcuu*c*g 1399
AV03889 | AV03889-SS g*a*gecaugCfuGfuCfuguucu*g*a 1154 | AV03889-AS | u*Cf*agaaCfagaCfagCfaUfggc*u*c 1400
AV03890 | AV03890-SS c*c*caugcuGfuCfuGfuucugc*u*a 1155 | AV03890-AS | u*Af*gcagAfacaGfacAfgCfaug*g*g 1401
AV03891 | AV03891-SS c*c*uggagcAfgCfuGfaacaua*u*a 1156 | AV03891-AS | v*Af*uaugUfucaGfcuGfcUfcca*g*g 1402
AV03892 | AV03892-SS g*u*ggagcaGfcUfgAfacauau*a*a 1157 | AV03892-AS | v*Uf*auauGfuucAfgcUfgCfucc*a*c 1403
AV03893 | AV03893-SS c*a*gcagcuGfaAfcAfuauaca*u*a 1158 | AV03893-AS | v*Af*uguaUfaugUfucAfgCfugc*u*g 1404
AV03894 | AV03894-SS c*c*agcugaAfcAfuAfuacaua*g*a 1159 | AV03894-AS | v*Cf*uaugUfauaUfguUfcAfgcu*g*g 1405
AV03895 | AV03895-SS g*a*gcugaaCfalUfaUfacauag*a*a 1160 | AV03895-AS | v*Uf*cuauGfuauAfugUfuCfagc*u*c 1406
AV03896 | AV03896-SS g*g*cugaacAfuAfuAfcauaga*u*a 1161 | AV03896-AS | u*Af*ucuaUfguaUfauGfuUfcag*c*c 1407
AV03897 | AV03897-SS c*c*ugaacaUfaUfaCfauagau*g*a 1162 | AV03897-AS | u*Cf*aucuAfuguAfuaUfgUfuca*g*g 1408
AV03898 | AV03898-SS g*u*gaacauAfuAfcAfuagaug*u*a 1163 | AV03898-AS | u*Af*caucUfaugUfauAfuGfuuc*a*c 1409
AV03899 | AV03899-SS g*g*aacauaUfaCfaUfagaugu*u*a 1164 | AV03899-AS | u*Af*acauCfuauGfuaUfaUfguu*c*c 1410
AV03900 | AV03900-SS c*a*acauauAfcAfuAfgauguu*g*a 1165 | AV03900-AS | u*Cf*aacaUfcuaUfgnAfuAfugu*u*g 1411
AV03901 | AV03901-SS g*a*cauauaCfaUfaGfauguug*c*a 1166 | AV03901-AS | u*Gf*caacAfucuAfugUfaUfaug*u*c 1412
AV03902 | AV03902-SS g*g*aguuguAfgUfuGfgauuug*u*a 1167 | AV03902-AS | u*Af*caaaUfccaAfcuAfcAfacu*c*c 1413
AV03903 | AV03903-SS c*a*guuguaGfulfgGfauuugu*c*a 1168 | AV03903-AS | u*Gf*acaaAfuccAfacUfaCfaac*u*g 1414
AV03904 | AV03904-SS g*g*uuguagUfuGfg Afunuguc*u*a 1169 | AV03904-AS | u*Af*gacaAfauncCfaaCfuAfcaa*c*c 1415
AV03905 | AV03905-SS c*u*uguaguUfgGfaUfuugucu*g*a 1170 | AV03905-AS | u*Cf*agacAfaauCfcaAfcUfaca*a*g 1416
AV03906 | AV03906-SS g*u*guaguuGfg Afulfugucug*u*a 1171 | AV03906-AS | u*Af*cagaCfaaaUfccAfaCfuac*a*c 1417
AV03907 | AV03907-SS g*g*uaguugGfaUfuUfgucugu*u*a 1172 | AV03907-AS | u*Af*acagAfcaaAfucCfaAfcua*c*c 1418

65




PCT/CN2024/124070

WO 2025/077806

Patent Application ARGO026WO003
AV03908 | AV03908-SS c*u*aguuggAfuUfuGfucuguu*u*a 1173 | AV03908-AS | u*Af*aacaGfacaAfauCfcAfacu*a*g 1419
AV03909 | AV03909-SS g*a*guuggaUfuUfgUfcuguuu*a*a 1174 [ AV03909-AS | u*Uf*aaacAfgacAfaaUfcCfaac*u*c 1420
AV03910 | AV03910-SS g*g*uuggauUfuGfuCfuguuua*u*a 1175 [ AV03910-AS | u*Af*uaaaCfagaCfaaAfuCfcaa*c*c 1421
AV03911 | AV03911-SS c*u*uggauuUfgUfcUfguuuau*g*a 1176 | AV03911-AS | u*Cf*auaaAfcagAfcaAfaUfcca*a*g 1422
AV03912 | AV03912-SS gFu*ggauuuGfuCfuGfuuuaug*c*a 1177 | AV03912-AS | u*Gf*cauaAfacaGfacAfaAfucc*a*c 1423
AV03913 | AV03913-SS g*g*gauuugUfcUfgUfuuauge* 1178 | AV03913-AS | u*Af*gcauAfaacAfgaCfaAfauc*c*c 1424
AV03914 | AV03914-SS c*g*aunuguCfuGfuUfuaugcu*u*a 1179 | AV03914-AS | u*Af*agcaUfaaaCfagAfcAfaau*c*g 1425
AV03915 | AV03915-SS c*a*uuugucUfgUfuUfaugcuu*g*a 1180 | AV03915-AS | u*Cf*aagcAfuaaAfcaGfaCfaaa*u*g 1426
AV03916 | AV03916-SS g*u*uugucuGfuUfuAfugecuug*g*a 1181 | AV03916-AS | u*Cf*caAfg(cUNA)auaAfacAfgAfcaa*a*c 1427
AV03917 | AV03917-SS g*u*ugucugUfulUfaUfgcuugg*a*a 1182 | AV03917-AS | u*Uf*ccAfa(gUNA)cauAfaaCfaGfaca*a*c 1428
AV03918 | AV03918-SS g*u*gucuguUfuAfuGfcuugga*u*a 1183 | AV03918-AS | u*Af*uccaAfgcalUfaaAfcAfgac*a*c 1429
AV03919 | AV03919-SS g*g*ucuguuUfaUfgCfuuggau*u*a 1184 [ AV03919-AS | u*Af*auccAfagcAfuaAfaCfaga*c*c 1430
AV03920 | AV03920-SS c*u*cuguuuAfuGfcUfuggauu*c*a 1185 | AV03920-AS | u*Gf*aaucCfaagCfauAfaAfcag*a*g 1431
AV03921 | AV03921-SS g*c*uguuuaUfgCfuUfggauuc*a*a 1186 | AV03921-AS | u*Uf*gaauCfcaaGfcaUfaAfaca*g*c 1432
AV03922 | AV(03922-SS g*u*guuuauGfcUfuGfgauuca*c*a 1187 | AV03922-AS | u*Gf*ugaaUfccaAfgcAfuAfaac*a*c 1433
AV03923 | AV(03923-SS g*u*augcuuGfgAfuUfcaccag*a*a 1188 | AV03923-AS | u*Uf*cuGfg(uUNA)gaaUfccAfaGfcau*a*c 1434
AV03924 | AV03924-SS g*g*gauucaCfcAfgAfgugacu*a*a 1189 | AV03924-AS | u*Uf*agucAfcucUfggUfgAfauc*c*c 1435
AV03925 | AV03925-SS c*g*auucacCfaGfaGfugacua*u*a 1190 | AV03925-AS | v*Af*uaguCfacuCfugGfuGfaau*c*g 1436
AV03926 | AV03926-SS c*a*uucaccAfgAfgUfgacuau*g*a 1191 | AV03926-AS | v*Cf*auagUfcacUfcuGfgUfgaa*u*g 1437
AV03927 | AV03927-SS g*a*aaaaaaAfaGfgAfcgcaug*u*a 1192 | AV03927-AS | u*Af*caUfg(cUNA)gucCfuuUfuUfuuu*u*c 1438
AV03928 | AV03928-SS g*a*aaaaaaAfgGfaCfgcaugu®a*a 1193 | AV03928-AS | u*Uf*acauGfcguCfcuUfuUfuuu*u*c 1439
AV03929 | AV03929-SS g*a*aaaaaaGfgAfcGfcaugua*u*a 1194 [ AV03929-AS | u*Af*uacaUfgcgUfccUfuUfuuu*u*c 1440
AV03930 | AV03930-SS g*a*aaaaagGfaCfgCfauguau*c*a 1195 | AV03930-AS | u*Gf*auvacAfugcGfucCfuUfuuu*u*c 1441
AV03931 | AV03931-SS g*a*aaaggaCfgCfaUfguaucu*u*a 1196 | AV03931-AS | u*Af*agauAfcauGfcgUfcCfuuu*u*c 1442
AV03932 | AV(03932-SS g*a*aaggacGfcAfuGfuaucuu*g*a 1197 | AV03932-AS | u*Cf*aagaUfacaUfgcGfuCfcuu*u*c 1443
AV03933 | AV03933-SS g*a*aggacgCfaUfgUfaucuug*a*a 1198 | AV03933-AS | u*Uf*caagAfuacAfugCfgUfccu*u*c 1444
AV03934 | AV03934-SS g*a*ggacgcAfuGfuAfucuuga*a*a 1199 | AV03934-AS | v*Uf*ucaaGfanaCfauGfeGfucc*u*c 1445
AV03935 | AV03935-SS c*g*acgcaunGfuAfuCfungaaa*u*a 1200 | AV03935-AS | u*Af*fuuucAfagalUfacAfuGfegu*c*g 1446
AV03936 | AV03936-SS g*c*aacuccUfgCfaUfcacaag*a*a 1201 | AV03936-AS | u*Uf*cuugUfgauGfcaGfgAfguu*g*c 1447
AV03937 | AV03937-SS c*a*cucacuUfuAfuCfaavagu*u*a 1202 | AV03937-AS [ u*Af*acuaUfugaUfaaAfgUfgag*u*g 1448
AV03938 | AV03938-SS g*c*ucacuulfaUfcAfauaguu*c*a 1203 | AV03938-AS | u*Gf*aacuAfuugAfuaAfaGfuga*g*c 1449

66




PCT/CN2024/124070

WO 2025/077806

Patent Application ARGO026WO003
AV03939 | AV03939-SS g*u*cacuuuAfuCfaAfuaguuc*c*a 1204 | AV03939-AS | u*Gf*gaacUfauuGfauAfaAfgug*a*c 1450
AV03940 | AV03940-SS g*c*acuuuaUfcAfaUfaguucc*a*a 1205 | AV03940-AS | u*Uf*ggaaCfuauUfgaUfaAfagu*g*c 1451
AV03941 | AV03941-SS g*c*uuuaucAfaUfaGfuuccau*u*a 1206 | AV03941-AS | u*Af*auggAfacuAfuuGfaUfaaa*g*c 1452
AV03942 | AV03942-SS g*u*uaucaalUfaGfuUfccauuu*a*a 1207 | AV03942-AS | u*Uf*aaauGfgaaCfuaUfuGfaua*a*c 1453
AV03943 | AV(03943-SS g*u*aucaauAfgUfuCfcauuua*a*a 1208 | AV03943-AS | v*Uf*uaaaUfggaAfcuAfuUfgau*a*c 1454
AV03944 | AV03944-SS g*a*auaguuCfcAfuUfuaaauu*g*a 1209 | AV03944-AS | v*Cf*aauuUfaaaUfggAfaCfuau*u*c 1455
AV03945 | AV03945-SS g*a*uaguucCfaUfuUfaaauug*a*a 1210 | AV03945-AS | v*Uf*caauUfuaaAfugGfaAfcua*u*c 1456
AV03946 | AV03946-SS g*u*aguuccAfuUfuAfaauuga*c*a 1211 | AV03946-AS | v*Gf*ucaaUfuuaAfauGfgAfacu*a*c 1457
AV03947 | AV03947-SS c*u*uccauuUfaAfaUfugacuu*c*a 1212 [ AV03947-AS [ u*Gf*aaguCfaauUfuaAfaUfgga*a*g 1458
AV03948 | AV(03948-SS g*a*cuugcaAfgUfcCfcaugau*u*a 1213 | AV03948-AS | u*Af*aucaUfgggAfculUfgCfaag*u*c 1459
AV03949 | AV(03949-SS g*u*ugcaagUfcCfcAfugauuu*c*a 1214 | AV03949-AS | u*Gf*aaauCfaugGfgaCfuUfgca*a*c 1460
AV03950 | AV03950-SS g*u*gcaaguCfcCfaUfgauuuc*u*a 1215 [ AV03950-AS | u*Af*gaaaUfcauGfggAfcUfugc*a*c 1461
AV03951 | AV03951-SS g*g*caagucCfcAfuGfauuucu*u*a 1216 | AV03951-AS | u*Af*agaaAfucaUfggGfaCfuug*c*c 1462
AV03952 | AV03952-SS g*g*aaaucaUfcUfuAfgcuuag*c*a 1217 | AV03952-AS | u*Gf*cuAfa(gUNA)cuaAfgaUfgAfuuu*c*c 1463
AV03953 | AV03953-SS g*a*aucaucUfuAfgCfuuagcu*u*a 1218 | AV03953-AS | u*Af*agcuAfagcUfaaGfaUfgau*u*c 1464
AV03954 | AV03954-SS g*g*ucuauaUfaGfuGfuauugu*g*a 1219 | AV03954-AS | u*Cf*acaaUfacaCfuaUfaUfaga*c*c 1465
AV03955 | AV03955-SS g*a*augauuUfaCfaCfugacug*u*a 1220 | AV03955-AS | u*Af*caguCfaguGfuaAfaUfcau*u*c 1466
AV03956 | AV03956-SS g*u*gauuuaCfaCfuGfacuguu*g*a 1221 | AV03956-AS | u*Cf*aacaGfucaGfugUfaAfauc*a*c 1467
AV03957 | AV03957-SS g*u*uacacuGfaCfuGfuugcug*u*a 1222 | AV03957-AS | u*Af*cagcAfacaGfucAfgUfgua*a*c 1468
AV03958 | AV03958-SS g*u*acacugAfcUfgUfugcugu*a*a 1223 | AV03958-AS | u*Uf*acagCfaacAfguCfaGfugu*a*c 1469
AV03959 | AV03959-SS g*a*cacugaCfuGfuUfgcugua*a*a 1224 | AV03959-AS | u*Uf*uacaGfcaaCfagUfcAfgug*u*c 1470
AV03960 | AV03960-SS g*c*acugacUfgUfuGfcuguaa*a*a 1225 [ AV03960-AS | u*Uf*uuacAfgcaAfcaGfuCfagu*g*c 1471
AV03961 | AV03961-SS g*c*ugacugUfuGfcUfguaaaa*g*a 1226 | AV03961-AS | u*Cf*uuuuAfcagCfaaCfaGfuca*g*c 1472
AV03962 | AV03962-SS g*u*gacuguUfgCfuGfuaaaag*u*a 1227 | AV03962-AS | u*Af*cunuUfacaGfcaAfcAfguc*a*c 1473
AV03963 | AV03963-SS g*g*acugnuGfcUfgUfaaaagu*g*a 1228 | AV03963-AS | u*Cf*acuuUfuacAfgcAfaCfagu*c*c 1474
AV03964 | AV03964-SS c*a*cuguugCfuGfuAfaaagug*a*a 1229 | AV03964-AS | u*Uf*caculUfuuaCfagCfaAfcag*u*g 1475
AV03965 | AV03965-SS g*c*uguugcUfglfaAfaaguga*a*a 1230 | AV03965-AS | u*Uf*ucacUfuuuAfcaGfcAfaca*g*c 1476
AV03966 | AV03966-SS g*u*guugcuGfuAfaAfagugaa*u*a 1231 | AV03966-AS | u*Af*uucaCfuuulUfacAfgCfaac*a*c 1477
AV03967 | AV03967-SS c*c*uguaaaAfgUfgAfauuugg*a*a 1232 | AV03967-AS | u*Uf*ccaaAfuucAfculUfuUfaca*g*g 1478
AV03968 | AV03968-SS g*u*guaaaaGfuGfaAfuuugga*a*a 1233 [ AV03968-AS [ u*Uf*uccaAfauuCfacUfuUfuac*a*c 1479
AV03969 | AV03969-SS g*g*ugaauulUfgGfaAfauaaag*u*a 1234 | AV03969-AS | u*Af*cuuuAfuuuCfcaAfaUfuca*c*c 1480

67




PCT/CN2024/124070

WO 2025/077806

Patent Application ARGO026WO003
AV03970 | AV03970-SS g*g*gaaauaAfaGfuUfauuacu*c*a 1235 | AV03970-AS | u*Gf*aguaAfuaaCfuuUfaUfuuc*c*c 1481
AV03971 | AV03971-SS c*g*aaauaaAfgUfuAfuuacuc*u*a 1236 | AV03971-AS | u*Af*gaguAfavaAfcuUfuAfuuu®c*g 1482
AV03972 | AV03972-SS g*a*uaaaguUfaUfuAfcucuga*u*a 1237 | AV03972-AS | u*Af*ucagAfguaAfuaAfcUfuua*u*c 1483
AV03973 | AV03973-SS g*a*aguuauUfaCfuCfugauua*a*a 1238 | AV03973-AS | v*Uf*uaauCfagaGfuaAfuAfacu*u*c 1484
AV07298 | AV(7298-SS g*ctgcuggg AfcGfuAfeggguu*g*a 1847 | AV07298-AS | u*Cf*aaCfc(cUNA)guacGfuCfcCfage*g*c 1992
AV07299 | AV(7299-SS c*g*acguacGfgGfuUfggggga*c*a 1848 | AV07299-AS | u*Gf*ucCfc(cUNA)caacCfcGfuAfcgu*c*g 1993
AV07300 | AV(7300-SS c*a*cguacgGfgUfuGfggggac*a*a 1849 | AV07300-AS | u*Uf*guCfc(cUNA)ccaaCfeCfgUfacg*u*g 1994
AV07301 | AV(7301-SS g*g*aggcugAfcCfulfccagag*c*a 1850 | AV07301-AS | v*Gf*cuCfu(gUNA)gaagGfuCfaGfccu*c*c 1995
AV07302 | AV(7302-SS c*a*ggcugaCfcUfuCfcagagc*c*a 1851 [ AV07302-AS [ u*Gf*gcUfc(uUNA)ggaaGfgUfcAfgec*u*g 1996
AV07303 | AV(7303-SS g*a*gecugcUfgCluGfcuccge*g*a 1852 | AV(07303-AS | u*Cf*gcGfg(aUNA)gcagCfaGfcAfggc*u*c 1997
AV07304 | AV07304-SS c*g*ucaguaAfaAfgCfaaagac*g*a 1853 | AV07304-AS [ u*Cf*guCfu(uUNA)ugcuUfuUfaCfuga*c*g 1998
AV07305 | AV(7305-SS c*u*caguaaAfaGfcAfaagacg*g*a 1854 | AV07305-AS | u*Cf*cgUfc(uUNA)uugcUfuUfuAfcug*a*g 1999
AV07306 | AV(7306-SS g*a*guaaaaGfcAfaAfgacggg*a*a 1855 | AV07306-AS | u*Uf*ccCfg(uUNA)cuuuGfcUfuUfuac*u*c 2000
AV07307 | AV(7307-SS g*c*uggaagCfgAfuGfacaaaa*a*a 1856 | AV07307-AS | v*Uf*uulUfu(gUNA)ucauCfgCfuUfcca*g*c 2001
AV07308 | AV(7308-SS g*u*ggaagcGfaUfgAfcaaaaa*a*a 1857 | AV07308-AS | v*Uf*uuUfu(uUNA)gucaUfcGfcUfucc*a*c 2002
AV07309 | AV(7309-SS c*a*agcgauGfaCfaAfaaaagc*c*a 1858 | AV07309-AS | v*Gf*gcUfu(uUNA)uuugUfcAfuCfgcu*u*g 2003
AV07310 | AV07310-SS c*c*gaugacAfaAfaAfagccaa*g*a 1859 | AV07310-AS | uv*Cf*uuGfg(cUNA)uuuuUfuGfuCfauc*g*g 2004
AV07311 | AV07311-SS g*c*cuugaaAfaAfuAfggccuu*g*a 1860 | AV07311-AS | v*Cf*aaGfg(cUNA)cuauUfuUfuCfaag*g*c 2005
AV07312 | AV07312-SS g*c*uugaaaAfaUfaGfgecuug*c*a 1861 | AV07312-AS | u*Gf*caAfg(gUNA)ccuaUfuUfuUfcaa*g*c 2006
AV07313 | AV07313-SS g*u*ugaaaaAfuAfgGfccuuge*c*a 1862 | AV07313-AS | u*Gf*gcAfa(gUNA)gccuAfuUfuUfuca*a*c 2007
AV07314 | AV(07314-SS g*a*ggccuuGfcCfuUfageccc*a*a 1863 | AV07314-AS | u*Uf*geGfg(cUNA)uaagGfcAfaGfgec*u*c 2008
AV07315 | AV07315-SS c*c*aaauagUfcUfaCfaaacca*g*a 1864 | AV07315-AS | u*Cf*ugGfu(uUNA)uguaGfaCfuAfuuu*g*g 2009
AV07316 | AV(07316-SS g*a*aauaguCfuAfcAfaaccag*u*a 1865 | AV07316-AS | u*Af*cuGfg(uUNA)uuguAfgAfcUfauu*u*c 2010
AV07317 | AV(7317-SS g*a*gucuacAfaAfcCfaguuga*c*a 1866 | AV07317-AS | u*Gf*ucAfa(cUNA)ugguUfuGfuAfgac*u*c 2011
AV07318 | AV(7318-SS c*u*cuacaaAfcCfaGfuugacc*u*a 1867 | AV(07318-AS | u*Af*gglfc(aUNA)acugGfuUfuGfuag*a*g 2012
AV07319 | AV(7319-SS g*a*caaaccAfgUfuGfaccuga*g*a 1868 | AV07319-AS | u*Cf*ucAfg(gUNA)ucaaCfuGfgUfuug*u*c 2013
AV07320 | AV07320-SS g*a*accagulUfgAfcCfugagca*a*a 1869 | AV07320-AS | u*Uf*ugCfu(cUNA)agguCfaAfcUfggu*u*c 2014
AV07321 | AV07321-SS g*c*caguugAfcCfuGfagcaag*g*a 1870 | AV07321-AS | u*Cf¥*culfg(cUNA)ucagGfuCfaAfcug*g*c 2015
AV07322 | AV07322-SS g*c*ugagcaAfgGfuGfaccucc*a*a 1871 | AV07322-AS | u*Uf*ggAfg(gUNA)ucacCfuUfgCfuca*g*c 2016
AV07323 | AV(07323-SS g*a*aggugaCfcUfcCfaagugu*g*a 1872 [ AV07323-AS [ u*Cf*acAfc(uUNA)uggaGfgUfcAfccu*uc 2017
AV07324 | AV(07324-SS c*a*ccuccaAfgUfgUfggcuca*u*a 1873 | AV07324-AS | u*Af*ugAfg(cUNA)cacaCfuUfgGfagg*u*g 2018
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AV07325 | AV(07325-SS g*c*aaguguGfgCfuCfauuagg*c*a 1874 | AV07325-AS | u*Gf*ccUfa(aUNA)ugagCfcAfcAfcuu*g*c 2019
AV07326 | AV(7326-SS g*a*guguggCfuCfaUfuaggca*a*a 1875 | AV07326-AS | u*Uf*ugCfc(uUNA)aaugAfgCfcAfcac*u*c 2020
AV07327 | AV(7327-SS g*g*uguggcUfcAfulfaggcaa*c*a 1876 | AV07327-AS | u*Gf*uuGfc(cUNA)uaauGfaGfcCfaca*c*c 2021
AV07328 | AV(7328-SS g*u*cauuagGfcAfaCfauccau*c*a 1877 | AV07328-AS | u*Gf*auGfg(aUNA)uguuGfcCfuAfaug*a*c 2022
AV07329 | AV(7329-SS g*a*uuaggcAfaCfaUfccauca*u*a 1878 | AV07329-AS | u*Af*ugAfu(gUNA)gaugUfuGfcCfuaa*u*c 2023
AV07330 | AV(7330-SS g*a*ggcaac AfuCfcAfucauaa* 1879 [ AV07330-AS [ v*Uf*uuAfu(gUNA)augg AfuGfuUfgec*u*c 2024
AV07331 | AV(7331-SS c*g*caacauCfcAfuCfauaaac*c*a 1880 [ AV07331-AS [ u*Gf*guUfu(aUNA)ugauGfgAfuGfuug*c*g 2025
AV07332 | AV(7332-SS g*a*acauccAfuCfaUfaaacca*g*a 1881 | AV07332-AS | v*Cf*ugGfu(uUNA )uaugAfuGfgAfugu*u*c 2026
AV07333 | AV(7333-SS g*c*auccauCfaUfaAfaccagg™a*a 1882 | AV07333-AS | v*Uf*ccUfg(gUNA)uuuaUfgAfuGfgau*g*c 2027
AV07334 | AV(7334-SS g*c*caucauAfaAfcCfaggagg*u*a 1883 | AV07334-AS | u*Af*ccUfc(cUNA)uggulUfuAfuGfaug*g*c 2028
AV07335 | AV(7335-SS g*a*accagg AfgGfuGfgecagg*u*a 1884 | AV(07335-AS | u*Af*ccUfg(gUNA)ccacCfuCfcUfggu*u*c 2029
AV07336 | AV(7336-SS c*c*caggugGfaAfgUfaaaauc*u*a 1885 [ AV07336-AS | u*Af*gaUfu(uUNA)uacuUfcCfaCfcug*g*g 2030
AV07337 | AV(7337-SS c*g*aaguaaAfaUfcUfgagaag*c*a 1886 | AV07337-AS | u*Gf*cuUfc(uUNA)cagaUfuUfuAfcuu*c*g 2031
AV07338 | AV(7338-SS g*g*uaaaauCfuGfaGfaagcuu*g*a 1887 | AV07338-AS | u*Cf*aaGfc(uUNA)ucucAfgAfuUfuua*c*c 2032
AV07339 | AV(7339-SS g*a*aaaucuGfaGfaAfgcuuga*c*a 1888 | AV07339-AS | u*Gf*ucAfa(gUNA)cuucUfcAfgAfuuu*u*c 2033
AV07340 | AV(7340-SS g*a*aaucugAfgAfaGfcuugac*u*a 1889 | AV(07340-AS | v*Af*guCfa(aUNA)gcuuCfuCfaGfauu*u*c 2034
AV07341 | AV(7341-SS g*a*aucugaGfaAfgCfuugacu*u*a 1890 | AV07341-AS | v*Af*agUfc(aUNA)agcuUfcUfcAfgau*u*c 2035
AV07342 | AV(7342-SS g*a*ucugagAfaGfcUfugacuu*c*a 1891 | AV07342-AS | v*Gf*aaGfu(cUNA)aagcUfuCfuCfaga*u*c 2036
AV07343 | AV(7343-SS g*u*cugagaAfgCfuUfgacuuc*a*a 1892 | AV07343-AS | v*Uf*gaAfg(uUNA)caagCfuUfcUfcag*a*c 2037
AV07344 | AV(07344-SS g*g*agaagcUfuGfaCfuucaag*g*a 1893 | AV07344-AS | uv*Cf*cuUfg(aUNA)agucAfaGfcUfucu*c*c 2038
AV07345 | AV(07345-SS c*a*gaagculUfgAfcUfucaagg*a*a 1894 | AV07345-AS | u*Uf*ccUfu(gUNA)aaguCfaAfgCfuuc*u*g 2039
AV07346 | AV(7346-SS g*a*gcuugaCfuUfcAfaggaca*g*a 1895 | AV07346-AS | u*Cf*ugUfc(cUNA)uugaAfgUfcAfagc*u*c 2040
AV07347 | AV(7347-SS g*g*cuugacUfuCfaAfggacag*a*a 1896 | AV07347-AS | u*Uf*cuGfu(cUNA)cuugAfaGfuCfaag*c*c 2041
AV07348 | AV(7348-SS c*c*uugacullfcAfaGfgacaga*g*a 1897 | AV07348-AS | u*Cf*ucUfg(uUNA)ccuuGfaAfgUfcaa*g*g 2042
AV07349 | AV(7349-SS g*u*ugacuuCfaAfgGfacagag*u*a 1898 | AV(7349-AS | u*Af*cuCfu(gUNA)uccullifgAfaGfuca*a*c 2043
AV07350 | AV07350-SS g*u*gacuucAfaGfgAfcagagu®c*a 1899 | AV07350-AS | u*Gf*acUfc(uUNA)guccUfuGfaAfguc*a*c 2044
AV07351 | AV07351-SS c*a*cagaguCfcAfgUfcgaaga*u*a 1900 | AV07351-AS | u*Af*ucUfu(cUNA)gacuGfgAfcUfcug*u*g 2045
AV07352 | AV07352-SS g*a*gaguccAfgUfcGfaagauu*g*a 1901 | AV07352-AS | u*Cf*aaUfc(uUNA)ucgaCfuGfgAfcuc*u*c 2046
AV07353 | AV07353-SS g*c*agucgaAfgAfullfgggucc*c*a 1902 | AV07353-AS | u*Gf*ggAfc(cUNA)caauCfulfcGfacu*g*c 2047
AV07354 | AV(07354-SS g*a*gucgaaGfaUfuGfgguccc*u*a 1903 [ AV07354-AS [ u*Af*geGfa(cUNA)ccaaUfcUfuCfgac*u*c 2048
AV07355 | AV(07355-SS g*g*aagauuGfgGfuCfecugga*c*a 1904 | AV07355-AS | u*Gf*ucCfa(gUNA)ggacCfcAfaUfcuu*c*c 2049
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AV07356 | AV(07356-SS c*a*uuggguCfcCfuGfgacaau*a*a 1905 | AV07356-AS | u*Uf*aulUfg(uUNA)ccagGfgAfcCfcaa*u*g 2050
AV07357 | AVQ7357-SS c*g*gucccuGfgAfcAfavauca*c*a 1906 | AV07357-AS | u*Gf*ugAfu(aUNA)uuguCfcAfgGfgac*c*g 2051
AV07358 | AV(7358-SS g*c*ecuggaCfaAfuAfucaccc*a*a 1907 | AV07358-AS | u*Uf*ggGfu(gUNA )auauUfgUfcCfagg*g*c 2052
AV07359 | AV(7359-SS g*c*uggacaAfuAfuCfacccac*g*a 1908 | AV07359-AS | u*Cf*guGfg(gUNA)ugauAfuUfgUfeca*g*c 2053
AV07360 | AV(7360-SS g*u*ggacaaUfaUfcAfcccacg*u*a 1909 | AV07360-AS | u*Af*cgUfg(gUNA)gugaUfaUfuGfucc*a*c 2054
AV07361 | AV(7361-SS g*a*aaaaagAfaUfaAfugaccc*g*a 1910 | AV07361-AS | u*Cf*ggGfu(cUNA)auuaUfuCfuUfuuu*u*c 2055
AV07362 | AV(7362-SS g*a*aaaagaAfuAfaUfgacccg*g*a 1911 | AV07362-AS | u*Cf*cgGfg(uUNA)cauuAfuUfcUfuuu*u*c 2056
AV07363 | AV(7363-SS g*a*aaagaaUfaAfuGfacccgg*c*a 1912 | AV07363-AS | u*Gf*ccGfg(gUNA)ucauUfaUfuCfuuu*u*c 2057
AV07364 | AV(7364-SS c*g*cecccgCfeCfuCfugecec*c*a 1913 [ AV07364-AS | u*Gf*geGfg(cUNA)agagGfgCfgGfggg*c*g 2058
AV07365 | AV(7365-SS g*c*cecgecCfuCfuGfececca*g*a 1914 | AV(07365-AS | u*Cf*ugGfg(gUNA)gcagAfgGfgClggg*g*c 2059
AV07366 | AV(7366-SS g*u*gcccccAfgCfuGfeuccuc*g*a 1915 | AV07366-AS | u*Cf*gaGfg(aUNA)gcagCfuGfgGfgge*a*c 2060
AV07367 | AV07367-SS g*c*cccageUfgCfuCfeucgea*g*a 1916 | AV07367-AS | u*Cf*ugCfg(aUNA)ggagCfaGfcUfggg*g*c 2061
AV07368 | AV(7368-SS c*c*uccucgCfaGfuUfcgguua*a*a 1917 [ AV07368-AS [ u*Uf*uaAfc(cUNA)gaacUfgCfgAfgga*g*g 2062
AV07369 | AV(7369-SS g*u*cgcaguUfcGfgUfuaauug*g*a 1918 | AV07369-AS | u*Cf*caAfu(uUNA)aaccGfaAfcUfgecg*a*c 2063
AV07370 | AV(7370-SS g*c*gecaguuCfgGfuUfaauugg*u*a 1919 | AV07370-AS | u*Af*ccAfa(uUNA)uaacCfgAfaCfugc*g*c 2064
AV07371 | AV(7371-SS g*g*caguucGfgUfuAfauuggu*u*a 1920 | AV07371-AS | u*Af*accaAfuuaaCfcGfaAfcug*c*c 2065
AV07372 | AV07372-SS c*c*aguucgGfuUfaAfuugguu*a*a 1921 | AV07372-AS | v*Uf*aaccAfauuaAfcCfgAfacu*g*g 2066
AV07373 | AV07373-SS g*a*guucggUfuAfaUfugguua*a*a 1922 | AV07373-AS | v*Uf*uaacCfaauuAfaCfcGfaac*u*c 2067
AV07374 | AV(7374-SS g*g*uucgguUfaAfuUfgguuaa*u*a 1923 | AV07374-AS | v*Af*uuaaCfcaauUfaAfcCfgaa*c*c 2068
AV07375 | AV07375-SS c*u*ucgguuAfaUfuGfguuaau®c*a 1924 | AV07375-AS | uv*Gf*auuaAfccaaUfuAfaCfcga*a*g 2069
AV07376 | AV(07376-SS g*u*cgguuaAfuUfgGfuuaauc*a*a 1925 | AV07376-AS | u*Uf*gaUfu(aUNA)accaAfuUfaAfccg*a*c 2070
AV07377 | AVQ7377-SS g*c*gguuaaUfuGfgUfuaauca*c*a 1926 | AV07377-AS | u*Gf*ugauUfaaccAfaUfuAfacc*g*c 2071
AV07378 | AV(Q7378-SS g*g*guuaauUfgGfuUfaaucac*u*a 1927 | AV07378-AS | u*Af*guGfa(uUNA)uaacCfaAfuUfaac*c*c 2072
AV07379 | AV(7379-SS c*g*uuaauuGfgUfuAfaucacu*u*a 1928 | AV07379-AS | u*Af*agugAfunaaCfcAfaUfuaa*c*g 2073
AV07380 | AV(7380-SS c*u*uaauugGfuUfaAfucacuu*a*a 1929 | AV07380-AS | u*Uf*aaGfu(gUNA)auuaAfcCfaAfuua*a*g 2074
AV07381 | AV07381-SS g*u*aauuggUfuAfaUfcacuua*a*a 1930 | AV07381-AS | u*Uf*uaAfg(uUNA)gauuAfaCfcAfaun*a*c 2075
AV07382 | AV(7382-SS g*u*ugguuaAfuCfaCfuuaacc*u*a 1931 | AV07382-AS | u*Af*ggUfu(aUNA)agugAfuUfaAfcca*a*c 2076
AV07383 | AV(07383-SS g*g*gunaauCfaCfullfaaccug*c*a 1932 | AV07383-AS | u*Gf*caGfg(uUNA)uaaglifgAfulUfaac*c*c 2077
AV07384 | AV07384-SS c*g*uuaaucAfcUfuAfaccuge*u*a 1933 | AV07384-AS | u*Af*gcAfg(gUNA)uuaaGfuGfaUfuaa*c*g 2078
AV07385 | AV(07385-SS c*u*uaaucaCfulfaAfccugcu*u*a 1934 | AV07385-AS [ u*Af*agCfa(gUNA)guuaAfgUfg Afuua*a*g 2079
AV07386 | AV(07386-SS g*u*aaucacUfuAfaCfcugcuu*u*a 1935 | AV07386-AS | u*Af*aaGfc(aUNA)gguuAfaGfuGfauu*a*c 2080

70




PCT/CN2024/124070

WO 2025/077806

Patent Application ARGO026WO003
AV07387 | AV(07387-SS g*a*cuuaacCfuGfcUfuuuguc*a*a 1936 | AV07387-AS | u*Uf*gaCfa(aUNA)aagcAfgGfuUfaag*u*c 2081
AV07388 | AV(7388-SS g*c*uuaaccUfgCfuUfuuguca*c*a 1937 | AV07388-AS | u*Gf*ugAfc(aUNA)aaagCtaGfgUfuaa*g*c 2082
AV07389 | AV(7389-SS g*u*uaaccuGfcUfuUfugucac*u*a 1938 [ AV07389-AS | u*Af*gugaCfaaaaGfcAfgGfuua*a*c 2083
AV07390 | AV(7390-SS g*u*aaccugCfulUfuUfgucacu*c*a 1939 | AV07390-AS | u*Gf*agUfg(aUNA)caaaAfgCfaGfguu*a*c 2084
AV07391 | AV(7391-SS g*a*accugcUfuUfuGfucacuc*g*a 1940 | AV07391-AS | u*Cf*gaGfu(gUNA)acaaAfaGfcAfggu*u*c 2085
AV07392 | AV(7392-SS g*c*cugcuuUfuGfuCfacucgg®c*a 1941 | AV07392-AS | u*Gf*ccGfa(gUNA)ugacAfaAfaGfcag*g*c 2086
AV07393 | AV(7393-SS g*u*gcuuuuGfuCfaCfucggeu*u*a 1942 | AV07393-AS | u*Af*agCfc(gUNA)agugAfcAfaAfagc*a*c 2087
AV07394 | AV(7394-SS g*g*cuuuugUfcAfcUfecggcuu*u*a 1943 | AV07394-AS | u*Af*aaGfc(cUNA)gaguGfaCfaAfaag*c*c 2088
AV07395 | AV(7395-SS c*c*uuuuguCfaCfuCfggcuuu*g*a 1944 | AV07395-AS [ u*Cf*aaAfg(cUNA)cgagUfgAfcAfaaa*g*g 2089
AV07396 | AV(07396-SS g*g*ucacucGfgCfuUfuggcuc*g*a 1945 | AV07396-AS | u*Cf*gaGfc(cUNA)aaagCfcGfaGfuga*c*c 2090
AV07397 | AV(7397-SS c*u*cacucgGfcUfuUfggcucg*g*a 1946 | AV(07397-AS | u*Cf*cgAfg(cUNA)caaaGfcCfgAfgug*a*g 2091
AV07398 | AV(7398-SS g*u*uuggcuCfgGfgAfcuucaa*a*a 1947 | AV07398-AS | u*Uf*uuGfa(aUNA)guccCfgAfgCfcaa*a*c 2092
AV07399 | AV(7399-SS g*g*gcucggGfaCfulfcaaaau*c*a 1948 | AV07399-AS | u*Gf*auUfu(uUNA)gaagUfcCfcGfagc*c*c 2093
AV07400 | AV(7400-SS c*c*ucgggaCfulUfcAfaaauca*g*a 1949 | AV07400-AS | u*Cf*ugAfu(uUNA)uugaAfgUfcCfcga*g*g 2094
AV07401 | AV(7401-SS g*g*ggacuuCfaAfaAfucagug*a*a 1950 | AV07401-AS | u*Uf*caCfu(gUNA)auuuUfgAfaGfucc*c*c 2095
AV07402 | AV(7402-SS c*g*gacuucAfaAfaUfcaguga*u*a 1951 | AV07402-AS | uv*Af*ucAfc(uUNA)gauuUfuGfaAfguc*c*g 2096
AV07403 | AV(7403-SS g*c*uucaaaAfuCfaGfugaugg*g*a 1952 | AV07403-AS | u*Cf*ccAfu(cUNA)acugAfulUfuUfgaa*g*c 2097
AV07404 | AV(7404-SS g*u*ucaaaaUfcAfgUfgauggg*a*a 1953 | AV07404-AS | v*Uf*ccCfa(uUNA)cacuGfaUfuUfuga*a*c 2098
AV07405 | AV(7405-SS g*u*caaaauCfaGfuGfauggga*g*a 1954 | AV07405-AS | u*Cf*ucCfe(aUNA)ucacUfgAfulUfuug*a*c 2099
AV07406 | AV07406-SS g*a*aaaucaGfuGfaUfgggagu*a*a 1955 | AV07406-AS | u*Uf*acUfc(cUNA)caucAfcUfgAfuuu*u*c 2100
AV07407 | AV07407-SS g*a*aaucagUfgAfuGfggagua*a*a 1956 | AV07407-AS | v*Uf*uacuCfccauCfaCfuGfauu*u*c 2101
AV07408 | AV(7408-SS g*a*aucaguGfaUfgGfgaguaa*g*a 1957 | AV07408-AS | u*Cf*uuAfc(uUNA)cccaUfcAfcUfgau*u*c 2102
AV07409 | AV(7409-SS g*a*ucagug AfuGfgGfaguaag*a*a 1958 | AV07409-AS | u*Uf*cuuaCfucccAfuCfaCfuga*u*c 2103
AV07410 | AV(7410-SS g*u*cagugaUfgGfgAfguaaga*g*a 1959 | AV07410-AS | uw*Cf*ucUfu(aUNA)cuccCfaUfcAfcug*a*c 2104
AV07411 | AV(7411-SS g*a*gugaugGfgAfgUfaagagc*a*a 1960 | AV07411-AS | uw*Uf*gcUfc(uUNA)uacuCfcCfaUfcac*u*c 2105
AV07412 | AV07412-SS g*g*ugauggGfaGfuAfagagca*a*a 1961 | AV07412-AS | uv*Uf*ugCfu(cUNA)unacUfcCfcAfuca*c*c 2106
AV07413 | AV07413-SS c*utgauggeAfglifaAfgagcaa®a*a 1962 | AV07413-AS | uv*Uf*uuGfe(uUNA)cuuaCfuCfeCfauc*a*g 2107
AV07414 | AV07414-SS g*g*augggaGfuAfaGfagcaaa*u*a 1963 | AV07414-AS | v*Af*uulUfg(cUNA)ucuuAfcUfeCfecau*c¥*c 2108
AV07415 | AV07415-SS c*a*ugggaglUfaAfgAfgcaaau*u*a 1964 | AV07415-AS | v*Af*auUfu(gUNA)cucuUfaCfuCfcca*u*g 2109
AV07416 | AV(07416-SS g*u*ggoaguAfaGfaGfcaaaun*u*a 1965 | AV07416-AS | v*Af*faaUfu(uUNA)gcucUfuAfcUfccc*a*c 2110
AV07417 | AV(07417-SS g*g*ggaguaAfgAfgCfaaaunu*c*a 1966 | AV07417-AS | u*Gf*aaauUfugcuCfulUfaCfucc*c*c 2111
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AV07418 | AV(07418-SS c*g*gaguaaGfaGfcAfaauuuc*a*a 1967 | AV07418-AS | u*Uf*gaAfa(uUNA)uugcUfcUfuAfcuc*c*g 2112
AV07419 | AV(7419-SS c*g*aguaagAfgCfaAfauuuca*u*a 1968 | AV07419-AS | u*Af*ugaaAfuuugCfuCfuUfacu*c*g 2113
AV07420 | AV(7420-SS c*a*guaagaGfcAfaAfuuucau*c*a 1969 | AV07420-AS | u*Gf*auGfa(aUN A)auuuGfcUfcUfuac*u*g 2114
AV07421 | AV(7421-SS g*g*uaagagCfaAfaUfuucauc*u*a 1970 | AV07421-AS | u*Af*gaUfg(aUNA)aauuUfgCfuCfuua*c*c 2115
AV07422 | AV(7422-SS c*u*aagagcAfaAfuUfucaucu*u*a 1971 | AV07422-AS | u*Af*agAfu(gUNA)aaauUfuGfcUfcuu*a*g 2116
AV07423 | AV(7423-SS g*u*uucaucUfuUfcCfaaauug*a*a 1972 | AV07423-AS | v*Uf*caAfu(uUNA)uggaAfaGfaUfgaa*a*c 2117
AV07424 | AV(7424-SS g*u*cuuuccAfaAfulfgauggg*u*a 1973 | AV07424-AS | u*Af*ccCfa(uUNA)caauUfuGfgAfaag*a*c 2118
AV07425 | AV(7425-SS g*c*uuuccaAfaUfuGfaugggu*g*a 1974 | AV07425-AS | v*Cf*acCfc(aUNA)ucaaUfuUfgGfaaa*g*c 2119
AV07426 | AV(7426-SS g*u*uuccaaAfulUfgAfugggug*g*a 1975 | AV07426-AS | v*Cf*caCfc(cUNA)aucaAfuUfuGfgaa*a*c 2120
AV07427 | AV(07427-SS g*u*ccaaauUfgAfuGfgguggg*c*a 1976 | AV07427-AS | u*Gf*ccCfa(cUNA)ccauCfaAfuUfugg*a*c 2121
AV07428 | AV(7428-SS g*a*auugauGfgGfuGfggcuag*u*a 1977 | AV(Q7428-AS | u*Af*cuAfg(cUNA)ccacCfcAfuCfaau*u*c 2122
AV07429 | AV(7429-SS g*a*uugaugGfgUfgGfgcuagu*a*a 1978 | AV07429-AS | u*Uf*acUfa(gUNA)cccaCfcCfaUfcaa*u*c 2123
AV07430 | AV(7430-SS g*u*ugauggGfuGfgGfcuagua*a*a 1979 | AV07430-AS | v*Uf*uaCfu(aUNA)gcccAfcCfcAfuca*a*c 2124
AV07431 | AV(7431-SS g*u*gaugggUfgGfgCfuaguaa*u*a 1980 | AV07431-AS | v*Af*uuAfc(uUNA)agecCfaCfcCfauc*a*c 2125
AV07432 | AV(7432-SS c*a*ugggugGfgCfuAfguaaua*a*a 1981 | AV07432-AS | uv*Uf*uauuAfcuagCfcCfaCfcca*u*g 2126
AV07433 | AV(7433-SS g*u*ggguggGfcUfaGfuaauaa*a*a 1982 | AV(07433-AS [ v*Uf*uuAfu(uUNA)acuaGfcCfcAfecc*a*c 2127
AV07434 | AV(7434-SS g*u*aguaauAfaAfaUfauuuaa*a*a 1983 | AV07434-AS | v*Uf*uuAfa(aUNA)uauuUfuAfuUfacu*a*c 2128
AV07435 | AV(07435-SS g*a*guaauaAfaAfuAfuunaaa*a*a 1984 | AV07435-AS | v*Uf*uuuaAfauauUfuUfaUfuac*u*c 2129
AV07436 | AV(7436-SS g*g*uaauaaAfaUfaUfuuaaaa*a*a 1985 | AV07436-AS | v*Uf*uulUfu(aUNA)aauaUfuUfuAfuua*c*c 2130
AV07437 | AV(7437-SS c*u*aauaaaAfuAfuUfuaaaaa*a*a 1986 | AV(07437-AS | v*Uf*uuuuUfaaauAfuUfuUfauu*a*g 2131
AV07438 | AV(07438-SS g*a*auaaaaUfaUfuUfaaaaaa*a*a 1987 | AV07438-AS | v*Uf*uuuuUfuaaaUfaUfuUfuau*u*c 2132
AV07439 | AV(07439-SS g*a*uaaaauAfuUfuAfaaaaaa*a*a 1988 | AV07439-AS | u*Uf*uuuuUfuuaaAfuAfuUfuua*u*c 2133
AV07440 | AV(07440-SS g*u*aaaauaUfuUfaAfaaaaaa*a*a 1989 | AV07440-AS | v*Uf*uuUfu(uUNA)uuuaAfaUfaUfuuu*a*c 2134
AV07441 | AV(7441-SS g*u*aaaaaaAfaAfcAfuucaaa*a*a 1990 | AV07441-AS | vw*Uf*uulUfg(aUNA)auguUfuUfuUfuuu*a*c 2135
AV07442 | AV(7442-SS g*a*aaaaaa AfaCfaUfucaaaa*a*a 1991 | AV(07442-AS | v*Uf*uulUfu(gUNA)aaugUfuUfuUfuuu*u*c 2136

WO 2025/077806

Table 3 shows certain chemically modified MAPT RNAI agent antisense strand and sense strand sequences of the invention. In some
embodiments of methods of the invention, RN Ai agents shown in Table 3 are administered to a cell and/or subject. In some embodiments of methods
of the invention, a RNAi agent with a polynucleotide sequence shown in Table 3 is administered to a subject. In some embodiments of the invention

an RNAIi agent administered to a subject comprises is a duplex identified in a row in Table 3, column one and includes the sequence modifications
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and/or delivery compound show in the sense and antisense strand sequences in the same row in Table 3, columns three and six, respectively. The
sequences were used in certain in vivo testing studies described elsewhere herein. In some embodiments of methods of the invention, a sequence
shown in Table 3 may be attached to (also referred to herein as “conjugated to””) a compound for delivery, a non-limiting example of which is a
GalNAc-containing compound, with a delivery compound identified in Table 3 as “GLX-n" on sense strands in column three. As used herein,
“GLX-n" is used to represent either a “GLS-n*” or a GLO-n” delivery compound (“X” can be either “S” or “0”) and GLX-0 can be any of the
“GLS-n*” and “GLO-n” delivery compounds that can be attached to 3'-end of oligonucleotide during synthesis. As used herein and shown in Table
3, “GLX-n” is used to indicate the attached GalNAc-containing compound is any one of compounds GLS-1*, GLS-2*, GLS-3*, GLS-4*, GLS-5%,
GLS-6*, GLS-7*, GLS-8*, GLS-9*%, GLS-10*, GLS-11%, GLS-12%, GLS-13*, GLS-14*, GLS-15%, GLS-16*, GLO-1, GLO-2, GLO-3, GLO-4,
GLO-5, GLO-6, GLO-7, GLO-8, GLO-9, GLO-10, GLO-11, GLO-12, GLO-13, GLO-14, GLO-15, and GLO-16, the structure of each of which is
provided elsewhere herein. One skilled in the art will be able to prepare and use a dSRNA compound of the invention in which the attached delivery
compound is one of GLS-1*, GLS-2*, GLS-3*, GLS-4*, GLS-5%, GLS-6*, GLS-7*, GLS-8%, GLS-9*, GLS-10*, GLS-11*, GLS-12%, GLS-13%*,
GLS-14*, GLS-15*, GLS-16*, GLO-1, GLO-2, GLO-3, GLO-4, GLO-5, GLO-6, GLO-7, GLO-8, GLO-9, GLO-10, GLO-11, GLO-12, GLO-13,
GLO-14, GLO-15, and GLO-16. Column one of Table 3 provides a Duplex AD# assigned to the duplex of the sense and antisense sequences in that
row of the table. For example, Duplex AD# AD01093 is the duplex of sense strand SEQ ID NO: 1393 and antisense strand SEQ ID NO: 1441.
Each line in Table 3 provides a sense strand and an antisense strand, and discloses the duplex of the sense and antisense strands shown. The “Sense
strand SS#” in Table 3 column two is the assigned identifier for the Sense Sequence (including modifications) shown column 3 in the same row.
The “Antisense strand AS#” in Table 3 column five is the assigned identifier for the Antisense sequence (including modifications) shown in column
six. An identifier for certain attached GalNAc-containing “GLO-n” or “GLS-n*” compounds is shown as GLS-5*, GLS-15% or GLX-0, and it will
be understood that another of the “GLO-n" or “GLS-n*” compounds may be substituted for the compound shown as GLO-0, with the resulting

compound included in an embodiment of a method and/or a composition of the invention.
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Table 3 provides chemically modified MAPT RNAI agent antisense strand and sense strand sequences. All sequences shown 5’ to 3. The

sequences were used in certain in vivo testing studies described elsewhere herein. A delivery molecule used in the in vivo studies is indicated as
“GLO-n” or “GLS-n*” at the 3’-end or 5’-end of each sense strand.

Duplex Sense strand | Sense Sequence SEQ [ Antisense Antisense Sequence SEQ
AD# SS# ID strand AS# ID
NO NO

ADO01564 | AD01564-SS | (GLS-15%)(imann*)cuucgaagUfgAfuGfgaagauc*a*(imann) | 1485 | ADO1564-AS u*Gf*aucuUfccaUfcaCfuUfcga*a*g 1541
ADO01565 | AD01565-SS | (GLS-15*)(imann*)cacacggaCfgCfuGfgecugaa*a*(imann) 1486 | ADO1565-AS u*Uf*ucAfg(gUNA)ccaGfegUfeCfgug*u*g 1542
ADO1566 | AD01566-SS | (GLS-15%)(imann*)ggcgaugaCfaAfaAfaagccaa*a*(imann) 1487 | AD01566-AS u*Uf*uggcUfuuuUfugUfcAfucg*c*c 1543
ADO1567 | AD0O1567-SS | (GLS-15%)(imann*)cgggcugaUfgGfuAfaaacgaa*a*(imann) | 1488 | ADO1567-AS u*Uf*ucguUfuuaCfcaUfcAfgec*c*g 1544
ADO1568 | AD01568-SS | (GLS-15%)(imann*)gcuggugaAfcCfuCfcaaaauc*a*(imann) 1489 | ADO1568-AS u*Gf*auuuUfggaGfguUfcAfcca*g*c 1545
ADO1569 | AD01569-SS | (GLS-15%)(imann*)guggugaaCfcUfcCfaaaauca*a*(imann) 1490 | ADO1569-AS u*Uf*gauuUfuggAfggUfuCfacc*a*c 1546
ADO01570 | AD01570-SS | (GLS-15*)(imann*)gaccuccaAfaAfuCfaggggau®a*(imann) 1491 | AD01570-AS u*Af*ucCfe(cUNA)ugaUfuuUfgGfagg*u*c 1547
ADO1571 | ADO1571-SS | (GLS-15*)(imann*)guuaggcaAfcAfuCfcaucava*a*(imann) | 1492 | ADO1571-AS u*Uf*augaUfggaUfguUfgCfcua*a*c 1548
ADO01572 | AD01572-SS | (GLS-15%)(imann*)gcaggugg AfaGfuAfaaaucug*a*(imann) | 1493 | AD01572-AS u*Cf*agauUfuuaCfuuCfcAfcecu*g*c 1549
ADO1573 | AD01573-SS | (GLS-15%)(imann*)caaguaaaAfuCfuGfagaagcu*a*(imann) 1494 | ADO1573-AS u*Af*gcuuCfucaGfauUfuUfacu*u*g 1550
ADO1574 | AD01574-SS | (GLS-15%)(imann*)gcugagaaGfcUfuGfacuucaa*a*(imann) 1495 | ADO1574-AS uw*Uf*ugaaGfucaAfgcUfuCfuca*g*c 1551
ADO1575 | ADO1575-SS | (GLS-15%)(imann*)gcagagucCfaGfuCfgaagauu*a*(imann) | 1496 | ADO1575-AS u*Af*auculfcgaCfugGfaCfucu*g*c 1552
ADO01576 | AD01576-SS | (GLS-15*)(imann*)cgcggaggAfaAfuAfaaaagau*a*(imann) | 1497 | AD01576-AS u*Af*ucuuUfuuaUfuuCfcUfeeg*c*g 1553
ADO1577 | AD01577-SS | (GLS-15*)(imann*)gucacuuaAfcCfuGfcuuuugu*a*(imann) | 1498 | AD0O1577-AS u*Af*caaaAfgcaGfguUfaAfgug*a®c 1554
ADO1578 | AD01578-SS | (GLS-15%*)(imann*)cgacuucaAfaAfuCfagugaug*a*(imann) 1499 | ADO1578-AS u*Cf*aucaCfugaUfuuUfgAfagu*c*g 1555
ADO1579 | AD01579-SS | (GLS-15*)(imann*)gagagcaaAfuUfuCfaucuuuc*a*(imann) 1500 | AD01579-AS u*Gf*aaagAfugaAfauUfuGfeuc*u*c 1556
ADO1580 | AD01580-SS | (GLS-15*)(imann*)cgcuaaccAfgUfuCfucuuugu*a*(imann) | 1501 | ADO1580-AS u*Af*caaaGfagaAfcuGfgUfuag*c*g 1557
ADO1581 | ADO1581-SS | (GLS-15*)(imann*)ggaguuguAfgUfuGfgauuugu*a*(imann) | 1502 | ADO1581-AS u*Af*caaaUfccaAfcuAfcAfacu*c*c 1558
ADO01582 | AD01582-SS | (GLS-15*)(imann*)gcuguuuaUfgCfuUfggauuca*a*(imann) | 1503 | ADO1582-AS u*Uf*gaauCfcaaGfcaUfaAfaca*g*c 1559
ADO01583 [ AD01583-SS | (GLS-15%)(imann*)gacacugaCfuGfulUfgcuguaa*a*(imann) | 1504 | ADO1583-AS uw*Uf*uacaGfcaaCfagUfcAfgug*uc 1560
AD02147 | AD02147-SS | (GLS-15*)(imann*)gauggucaGfuAfaAfagcaaag*a*(imann) | 1505 | AD02147-AS u*Cf*uuugCfuunuAfcUfgAfcca*u*c 1561
ADO02148 | AD02148-SS | (GLS-15*)(imann*)cacuggaaGfcGfaUfgacaaaa*a*(imann) 1506 | AD02148-AS w*Uf*uuugUfcaucGfcUfuCfeag*u*g 1562
ADO02149 | AD02149-SS | (GLS-15%)(imann*)cgaagcgaUfgAfcAfaaaaagc*a*(imann) 1507 | AD02149-AS w*Gf*cuuuUfuuguCfaUfeGfeuu®c*g 1563
ADO2150 | AD02150-SS | (GLS-15%)(imann*)ggugcaaaUfaGfuCfuacaaac*a*(imann) 1508 | AD02150-AS u*Gf*uuugUfagacUfaUfuUfgea*c*c 1564
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ADO02151 | AD02151-SS | (GLS-15*)(imann*)guuaggcaAfcAfuCfcaucaua®a*(imann) 1509 | ADO2151-AS u*Uf*augaUfggauGfuUfgCfcua*a*c 1565
ADO02152 | AD02152-SS | (GLS-15*)(imann*)cuggaaguAfaAfaUfcugagaa*a*(imann) | 1510 | AD0O2152-AS u*Ut*ucucAfgauuUfuAfcUfucc*a*g 1566
ADO02153 | AD02153-SS | (GLS-15%)(imann*)caaguaaaAfuCfuGfagaagcu*a*(imann) 1511 | AD02153-AS u*Af*gcuuCfucagAfuUfuUfacu*u*g 1567
AD02154 | AD02154-SS | (GLS-15*)(imann*)gaguaaaaUfcUfgAfgaagcuu*a*(imann) | 1512 | AD02154-AS u*Af*agculUfcucaGfaUfuUfuac*u*c 1568
ADO02155 | AD02155-SS | (GLS-15%*)(imann*)cuaaaaucUfgAfgAfagcuuga*a*(imann) 1513 | AD02155-AS uw*Uf*caagCfuucuCfaGfaUfuuu*a*g 1569
ADO02156 | AD02156-SS | (GLS-15%)(imann*)ggaagcuuGfaCfuUfcaaggac*a*(imann) 1514 | AD02156-AS uw*Gf*ucCfu(uUNA)gaagUfcAfaGfcuu*c*c 1570
AD02157 | AD02157-SS | (GLS-15%)(imann*)gaaggacaGfaGfuCfcagucga*a*(imann) 1515 | AD02157-AS u*Uf*cgAfc(uUNA)ggacUfcUfgUfccu*u*c 1571
ADO02158 | AD02158-SS | (GLS-15*)(imann*)gugagagaGfuGfuGfgaaaaaa*a*(imann) 1516 | AD02158-AS uw*Uf*uuuuUfccacAfcUfcUfcuc*a*c 1572
ADO02159 | AD02159-SS | (GLS-15*)(imann*)gaaaaaaaGfaAfuAfaugaccc*a*(imann) 1517 | ADO2159-AS uw*Gf*ggUfc(aUNA)unauUfcUfuUfuuu*u*c 1573
AD02160 | AD02160-SS | (GLS-15*)(imann*)gugguuaaUfcAfcUfuaaccug*a™(imann) | 1518 | AD02160-AS u*Cf*aggulUfaaguGfaUfuAfacc*a*c 1574
AD02161 | AD02161-SS | (GLS-15%)(imann*)gaucacuuAfaCfcUfgcuuuug*a®(imann) | 1519 | AD02161-AS u*Cf*aaaaGfcaggUfuAfaGfuga*™u*c 1575
AD02162 | AD02162-SS | (GLS-15%)(imann*)gcacuuaaCfcUfgCfuuuuguc*a*(imann) | 1520 | AD02162-AS u*Gf*acaaAfagcaGfgUfuAfagu*g*c 1576
AD02163 | AD02163-SS | (GLS-15*)(imann*)cgcucggg AfcUfuCfaaaauca*a*(imann) 1521 | AD02163-AS u*Uf*gauuUfugaaGfuCfcCigag*c*g 1577
AD02164 | AD02164-SS | (GLS-15%)(imann*)gaagagcaAfaUfuUfcaucuuu*a*(imann) | 1522 | AD02164-AS u*Af*aagaUfgaaaUfuUfgCfucu*u*c 1578
ADO02165 | AD02165-SS | (GLS-15%)(imann*)gagagcaaAfuUfuCfaucuuuc*a*(imann) | 1523 | ADO2165-AS u*Gf*aaagAfugaaAfuUfuGfeuc*u*c 1579
ADO02166 | AD02166-SS | (GLS-15%)(imann*)ggagcaaaUfuUfcAfucuuucc*a*(imann) 1524 | AD02166-AS u*Gf*gaaaGfaugaAfaUfuUfgcu*c*c 1580
ADO02167 | AD02167-SS | (GLS-15%)(imann*)cagcaaauUfuCfaUfcuuucca*a*(imann) 1525 | AD02167-AS u*Uf*ggaaAfgaugAfaAfuUfuge*u*g 1581
AD02168 | AD02168-SS | (GLS-15*)(imann*)ggcaaauuUfcAfuCfuuuccaa*a*(imann) 1526 | AD02168-AS u*Uf*uggaAfagauGfaAfaUfuug*c*c 1582
ADO02169 | AD02169-SS | (GLS-15%*)(imann*)ccaaauuuCfaUfcUfuuccaaa*a*(imann) 1527 | AD02169-AS u*Uf*uuggAfaagaUfgAfaAfuuu*g*g 1583
ADO02170 | AD02170-SS | (GLS-15%*)(imann*)gaaauuucAfuCfuUfuccaaau*a*(imann) 1528 | AD02170-AS u*Af*uuugGfaaag AfuGfaAfauu*u*c 1584
ADO02171 | AD02171-SS | (GLS-15%*)(imann*)gaauuucaUfcUfuUfccaaauu*a*(imann) 1529 | AD02171-AS u*Af*auuuGfgaaaGfaUfgAfaau*u*c 1585
ADO02172 | AD02172-SS | (GLS-15%)(imann*)gauuucauCfuUfuCfcaaauug*a*(imann) 1530 | AD02172-AS u*Cf*aauuUfggaaAfgAfuGfaaa*u*c 1586
ADO02173 | AD02173-SS | (GLS-15%)(imann*)guucaucuUfuCfcAfaauugau*a*(imann) | 1531 | AD02173-AS u*Af*ucaaUfuuggAfaAfgAfuga*a*c 1587
ADO02174 | AD02174-SS | (GLS-15%)(imann*)cggugggcUfaGfuAfauaaaau*a*(imann) | 1532 | AD0O2174-AS vw*Af*uuuuAfuuacUfaGfeCfeac*c*g 1588
ADO02175 | AD02175-SS | (GLS-15%)(imann*)ggggcuagUfaAfuAfaaauauu*a*(imann) | 1533 | AD02175-AS u*Af*auaulUfuuauUfaCfuAfgec*c*c 1589
ADO02176 | AD02176-SS | (GLS-15%)(imann*)gagcaacaAfaGfgAfuuugaaa*a*(imann) 1534 | AD02176-AS u*Uf*uucaAfauccUfuUfgUfugc*u*c 1590
AD02177 | AD02177-SS | (GLS-15*)(imann*)cauuugaaAfcUfuGfguguguu*a*(imann) | 1535 | AD02177-AS u*Af*acacAfccaaGfuUfuCfaaa*u*g 1591
ADO02178 | AD02178-SS | (GLS-15%*)(imann*)cggcuaacCfaGfuUfcucuuug*a*(imann) 1536 | AD02178-AS u*Cf*aaag AfgaacUfgGfuUfage*c*g 1592
ADO1562 | AD01562-SS | u*g*caa(Ahd)UfaGfUfCfuacaaaccaa(L96) 1537 | ADO1562-AS (Vpu*)Uf*gg(dT)u(Tgn)guagacUfaUfuugca*c*a 1593
ADO1563 | AD01563-SS | u*g*gaaaUfaAfAfGfuuauvacuca(L96) 1538 | AD01563-SS (Vpu*)Gf*raguAfaUfAfacuuUfaUfuucca*a*a 1594

75




PCT/CN2024/124070

WO 2025/077806

Patent Application ARGO026WO003
WUOG@N. %m_ugmmm-p- (GLS-15*)(imann*)ugcaaauaGfuCfuAfcaaacca*a*(imann) 1539 WWOG@ML. u*Ut*gguulfguagAfcUtaUfuug*c*a 1595
WUEmmw- Wmc 01563-1- (GLS-15*)(imann*)uggaaauaAfaGfuUfauuacuc*a*(imann) | 1540 ngmmw._- u*Gf*aguaAfuaacUfuUfaUfuuc*c*a 1596
ADO02754 | AD02754-SS | (GLS-15%)g*gcaugguCfaGfuAfaaagcaa*a*(invab) 1597 | AD02754-AS u*Uf*ugcuUfuuacUfgAfcClaug*c*c 1718
ADO02755 | AD02755-SS | (GLS-15%)g*ggucaguAfaAfaGfcaaagac*a*(invab) 1598 | AD02755-AS u*Gf*ucUfu(uUNA)gcuuUfuAfcUfgac*c¥c 1719
ADO02756 | AD02756-SS | (GLS-15%)c*gacuggaAfgCfgAfugacaaa*a*(invab) 1599 | AD02756-AS u*Uf*uuguCfaucgCfuUfcCfagu*c*g 1720
ADO02757 | AD02757-SS | (GLS-15%)g*ggaagcgAfuGfaCfaaaaaag*a*(invab) 1600 | AD02757-AS w*Cf*uuuuUfugucAfuCfgCfuuc*c*c 1721
ADO02758 | AD02758-SS | (GLS-15%)g*agcgaugAfcAfaAfaaagcca*a*(invab) 1601 | AD02758-AS u*Uf*ggeuUfuuuuGfuCfaUfege*u*c 1722
AD02759 | AD02759-SS | (GLS-15%)g*gcgaugaCfaAfaAfaagccaa*a*(invab) 1602 | AD02759-AS u*Uf*uggcUfuuuuUfgUfcAfucg®c*c 1723
AD02760 | AD02760-SS | (GLS-15%)g*ucggcucCfaCfuGfagaaccu*a*(invab) 1603 | AD02760-AS u*Af*gguuCfucagUfgGfaGfceg*a*c 1724
AD02761 | AD02761-SS | (GLS-15%)g*gugugcaAfaUfaGfucuacaa*a*(invab) 1604 | AD02761-AS u*Uf*ugUfa(gUNA)acuaUfuUfgCfaca*c*c 1725
AD02762 | AD02762-SS | (GLS-15%)c*ugugcaaAfuAfgUfcuacaaa*a*(invab) 1605 | AD02762-AS uw*Uf*uuguAfgacuAfuUfuGfeac*a*g 1726
AD02763 | AD02763-SS | (GLS-15%)c*ugcaaauAfgUfcUfacaaacc*a*(invab) 1606 | AD02763-AS uw*Gi*guUfu(gUNA)uagaCfuAfuUfugc*a*g 1727
AD02764 | AD02764-SS | (GLS-15%)g*gcaaauaGfuCfuAfcaaacca*a*(invab) 1607 | AD02764-AS u*Uf*ggUfu(uUNA)guagAfcUfaUfuug*c*c 1728
ADO02765 | AD02765-SS | (GLS-15%)g*aavagucUfaCfaAfaccaguu*a*(invab) 1608 | AD02765-AS u*Af*acUfg(gUNA)uuugUfaGfaCfuau*u*c 1729
ADO02766 | AD02766-SS | (GLS-15%)g*auagucuAfcAfaAfccaguug*a*(invab) 1609 | AD02766-AS u*Cf*aaCfu(gUNA)guuuGfuAfgAfcua*u*c 1730
ADO02767 | AD02767-SS | (GLS-15%)g*uagucuaCfaAfaCfcaguuga*a*(invab) 1610 | AD02767-AS u*Uf*caacUfgguuUfgUftaGfacu*a*c 1731
ADO02768 | AD02768-SS | (GLS-15%)g*uacaaacCfaGfuUfgaccuga*a*(invab) 1611 | AD02768-AS u*Uf*caGfg(uUNA)caacUfgGfuUfugu*a*c 1732
AD02769 | AD02769-SS | (GLS-15%)c*uguggcuCfaUfuAfggcaaca*a*(invab) 1612 | AD02769-AS u*Uf*guUfg(cUNA)cuaaUfgAfgCfeac*a*g 1733
AD02770 | AD02770-SS | (GLS-15%)c*uggcucaUfuAfgGfcaacauc*a*(invab) 1613 | AD02770-AS u*Gf*auguUfgecuAfaUfgAfgec*a*g 1734
AD02771 | AD02771-SS | (GLS-15%)c*cucauuaGfgCfaAfcauccau*a*(invab) 1614 | AD02771-AS u*Af*ugGfa(uUNA)guugCfcUfaAfuga*g*g 1735
AD02772 | AD02772-SS | (GLS-15%)g*uaggcaaCfaUfcCfaucauaa*a*(invab) 1615 | AD0O2772-AS u*Uf*uaugAfuggaUfgUfuGfccu*a*c 1736
ADO02773 | AD02773-SS | (GLS-15%*)g*acauccaUfcAfuAfaaccagg*a*(invab) 1616 | AD02773-AS w*Cf*cuGfg(uUNA )uuauGfaUfgGfaug*u*c 1737
AD02774 | AD02774-SS | (GLS-15*)g*cagguggAfaGfuAfaaaucug*a*(invab) 1617 | AD02774-AS u*Cf*ag Afu(uUNA)uuacUfuCfcAfccu*g*c 1738
AD02775 | AD02775-SS | (GLS-15%)g*agguggaAfgUfaAfaaucuga*a*(invab) 1618 | AD02775-AS w*Uf*caGfa(uUNA)uunaCfullfeCfacc*u*c 1739
ADO02776 | AD02776-SS | (GLS-15%)g*gguggaaGfuAfaAfaucugag*a*(invab) 1619 | AD02776-AS u*Cf*ucAfg(aUNA)uunuAfcUfuCfeac*c*c 1740
ADO02777 | AD02777-SS | (GLS-15%)c*guggaagUfaAfaAfucugaga*a*(invab) 1620 | AD02777-AS w*Uf*cucaGfauuuUfaCfuUfcca*c*g 1741
ADO02778 | AD02778-SS | (GLS-15%)g*ggaaguaAfaAfuCfugagaag*a*(invab) 1621 | AD02778-AS w*Cf*uuCfu(cUNA)agauUfuUfaCfuuc*c*c 1742
ADO02779 | AD02779-SS | (GLS-15%)g*cugagaaGfcUfuGfacuucaa*a*(invab) 1622 | AD02779-AS u*Ut*ugaaGfucaaGfcUfuCfuca*g*c 1743
ADO02780 | AD02780-SS | (GLS-15%)c*aagcuugAfcUfuCfaaggaca*a*(invab) 1623 | AD02780-AS u*Uf*guCfc(uUNA)ugaaGfuCfaAfgcu*u*g 1744
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ADO02781 | AD02781-SS | (GLS-15*)g*cagagucCfaGfuCfgaagauu®a*(invab) 1624 | ADO2781-AS u*Af*auculfcgacUfgGfaCfucu*g*c 1745
ADO02782 | AD02782-SS | (GLS-15%)g*ggcaauuCfcUfuUfugauucu*a*(invab) 1625 | AD02782-AS u*At*gaauCfaaaaGfgAfaUfugc*c*c 1746
ADO02783 | AD02783-SS | (GLS-15%)c*caacaaaGfgAfulUfugaaacu*a*(invab) 1626 | AD02783-AS u*Af*guuuCfaaauCfcUfulUfguu*g*g 1747
ADO02784 | AD02784-SS | (GLS-15%)g*aacaaagGfaUfuUfgaaacuu*a*(invab) 1627 | AD02784-AS uw*Af*aguuUfcaaaUfcCfuUfugu*u*c 1748
ADO02785 | AD02785-SS | (GLS-15%)g*uaaccagUfuCfuCfuuuguaa*a*(invab) 1628 | AD02785-AS u*Uf*uacaAfagagAfaCfuGfguu*a*c 1749
AD02786 | AD02786-SS | (GLS-15%)g*accaguuCfuCfuUfuguaagg*a*(invab) 1629 | AD02786-AS u*Cf*cuuaCfaaagAfgAfaCfugg*u*c 1750
AD02787 | AD02787-SS | (GLS-15%)g*ccaguucUfcUfuUfguaagga*a*(invab) 1630 | AD02787-AS u*Uf*ccuuAfcaaaGfaGfaAfcug*g*c 1751
AD02788 | AD02788-SS | (GLS-15%)g*guucucuUfuGfuAfaggacuu*a*(invab) 1631 | ADO2788-AS u*Af*agucCfuuacAfaAfgAfgaa*c*c 1752
AD02789 | AD02789-SS | (GLS-15%*)g*auacugaGfgGfuGfaaauuaa*a*(invab) 1632 | AD02789-AS uw*Uf*uaauUfucacCfcUfcAfgua*u*c 1753
AD02790 | AD02790-SS | (GLS-15%)c*agggugaAfaUfuAfagggaag*a*(invab) 1633 | AD02790-AS u*Cf*unCfc(cUNA)uuaaUfulfcAfccc™u*g 1754
AD02791 | AD02791-SS | (GLS-15%*)g*cacucucAfgUfuCfcacucau*a*(invab) 1634 | AD0O2791-AS u*Af*ugagUfggaaCfuGfaGfagu*g*c 1755
AD02792 | AD02792-SS | (GLS-15%)g*uagguguUfuCfuGfccuuguu*a*(invab) 1635 | AD02792-AS u*Af*acaaGfgcagAfaAfcAfccu*a*c 1756
AD02793 | AD02793-SS | (GLS-15%)g*guuucugCfcUfuGfuugacau*a*(invab) 1636 | AD02793-AS u*Af*ugucAfacaaGfgCfaGfaaa*c*c 1757
ADO02794 | AD02794-SS | (GLS-15%)c*cagcugaAfcAfuAfuacauag*a*(invab) 1637 | AD02794-AS u*Cf*uaugUfauauGfuUfcAfgeu*g*g 1758
AD02795 | AD02795-SS | (GLS-15%)g*uguaguuGfgAfuUfugucugu*a*(invab) 1638 | AD02795-AS u*Af*cagaCfaaauCfcAfaCfuac*a*c 1759
AD02796 | AD02796-SS | (GLS-15%)g*guaguugGfaUfuUfgucuguu*a*(invab) 1639 | AD02796-AS u*Af*acagAfcaaaUfcCfaAfcua®c¥c 1760
ADO02797 | AD02797-SS | (GLS-15%)c*uaguuggAfuUfuGfucuguuu*a*(invab) 1640 | AD02797-AS u*Af*aacaGfacaaAfuCfcAfacu*a*g 1761
AD02798 | AD02798-SS | (GLS-15%)g*uggauuuGfuCfuGfuunauge*a*(invab) 1641 | AD02798-AS u*Gf*cauaAfacagAfcAfaAfucc*a*c 1762
AD02799 | AD02799-SS | (GLS-15%)c*gauuuguCfuGfuUfuaugcuu*a*(invab) 1642 | AD02799-AS u*Af*agcaUfaaacAfgAfcAfaau*c*g 1763
AD02800 | AD02800-SS | (GLS-15*)g*uuugucuGfuUfuAfugcuugg*a*(invab) 1643 | AD02800-AS u*Cf*caAfg(cUNA)auaaAfcAfgAfcaa*a*c 1764
ADO02801 | AD02801-SS | (GLS-15*)g*ugucuguUfuAfuGfcuuggau*a*(invab) 1644 | AD02801-AS u*Af*uccaAfgcauAfaAfcAfgac*a*c 1765
AD03099 | AD03099-SS | g*u*ggaaGfuAfAfAfa(Uhd)cugaga*a*a 1645 | AD03099-AS (Vpu¥)Uf*ucuCfaganuuuAfcUfuccac*c*u 1766
ADO03099- | AD03099-1- | (GLS- ADO03099-1-

1 SS 15*)(invab*)g*u*ggaaGfuAfAfAfaucugagaa*a*(invab) 1646 | AS (Vpu*)Uf*ucuCfagauuuuAfcUfuccac*c*u 1767
ADO03100 [ AD03100-SS | c*g*caugGfuCfAfGfuaaaagcaaa(1.96) 1647 | AD03100-AS (Vpu*)Uf*ugeUfuUfUfacugAfcCfaugeg*a*g 1768
ADO03148 | AD03148-SS | (GLS-15%)g*aagcucgCfaUfgGfucaguaa*a*(invab) 1648 | AD03148-AS u*Uf*uacuGfaccaUfgCfgAfgcu*u*c 1769
ADO03149 | AD03149-SS | (GLS-15%)g*gcucgcaUfgGfuCfaguaaaa*a*(invab) 1649 | AD03149-AS w*Uf*uuUfa(cUNA)ugacCfaUfgCfgag*c*c 1770
ADO3150 | AD03150-SS | (GLS-15%)g*ucgcaugGfuCfaGfuaaaagc*a*(invab) 1650 | AD03150-AS u*Gf*culUfu(uUNA)acugAfcCfaUfgeg*a*c 1771
ADO03151 | AD03151-SS | (GLS-15%)g*cgcauggUfcAfgUfaaaagca*a*(invab) 1651 | ADO3151-AS u*Uf*gcuuUfuacuGfaCfcAfuge*g*c 1772
ADO03152 | AD03152-SS | (GLS-15%)c*cauggucAfgUfaAfaagcaaa*a*(invab) 1652 | AD03152-AS u*Uf*uuGfe(uUNA) ) uuuaCfuGfaCfecau*g*g 1773
ADO03153 | AD03153-SS | (GLS-15%)g*uggucagUfaAfaAfgcaaaga*a*(invab) 1653 | AD03153-AS u*Uf*cuUfu(gUNA)cuuuUfaCfuGfacc*a*c 1774
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ADO03154 | AD03154-SS | (GLS-15%)c*caaggugAfcCfuCfcaagugu*a*(invab) 1654 | AD03154-AS u*Af*caCfu(uUNA)ggagGfuCfaCfcuu*g*g 1775
ADO03155 | AD03155-SS | (GLS-15%)g*gaccuccAtaGfuGfuggcuca*a*(invab) 1655 | AD03155-AS u*Ut*gaGfc(cUNA)acacUfuGfgAfggu*c*c 1776
ADO03156 | AD03156-SS | (GLS-15%)g*ccuccaaGfuGfuGfgcucauu*a*(invab) 1656 | AD03156-AS | u*Af*auGfa(gUNA)ccacAfcUfuGfgag*g*c 1777
ADO03157 | AD03157-SS | (GLS-15%)g*uccaaguGfuGfgCfucauuag*a*(invab) 1657 | AD03157-AS u*Cf*uaauGfagccAfc AfcUfugg*a*c 1778
ADO03158 | AD03158-SS | (GLS-15%)c*gcucauuAfgGfcAfacaucca*a*(invab) 1658 | AD03158-AS uw*Uf*ggAfu(gUNA)uugeCfuAfaUfgag*c*g 1779
AD03159 | AD03159-SS | (GLS-15*)g*cauuaggCfaAfcAfuccauca*a*(invab) 1659 | AD03159-AS u*Uf*gaUfg(gUNA)auguUfgCfcUfaau*g*c 1780
ADO03160 [ AD03160-SS | (GLS-15%)g*ggcaacaUfcCfaUfcauaaac*a*(invab) 1660 | AD03160-AS w*Gf*uulUfa(uUNA)gaugGfaUfgUfuge*c*c 1781
ADO03161 [ AD03161-SS | (GLS-15%*)c*caacaucCfaUfcAfuaaacca*a*(invab) 1661 | AD0O3161-AS uw*Uf*ggUfu(uUNA)augaUfgGfaUfguu*g*g 1782
ADO03162 | AD03162-SS | (GLS-15%)g*ugagaagCfuUfgAfcuucaag*a*(invab) 1662 | AD03162-AS uw*Cf*uuGfa(aUNA)gucaAfgCfuUfcuc*a*c 1783
AD03163 | AD03163-SS | (GLS-15%)g*uccucgcAfgUfuCfgguuaau*a*(invab) 1663 | AD03163-AS u*Af*unaaCfcgaaCfuGfcGfagg*a*c 1784
AD03164 | AD03164-SS | (GLS-15%)g*aauugguUfaAfuCfacuuaac*a*(invab) 1664 | AD03164-AS u*Gf*unaaGfugauUfaAfcCfaau*u*c 1785
ADO03165 | AD03165-SS | (GLS-15%)g*auugguuAfaUfcAfcunaacc*a*(invab) 1665 | AD03165-AS u*Gf*guuaAfgugaUfuAfaCfcaa*u*c 1786
ADO03166 | AD03166-SS | (GLS-15*)g*aaucaculUfaAfcCfugcuuuu*a*(invab) 1666 | AD0O3166-AS u*Af*aaAfg(cUNA)agguUfaAfgUigau*u*c 1787
ADO03167 | AD03167-SS | (GLS-15%)g*ucgggacUfuCfaAfaaucagu*a*(invab) 1667 | AD03167-AS u*Af*cugaUfuuugAfaGfuCfeeg*a*c 1788
ADO03168 [ AD03168-SS | (GLS-15%)c*acuucaaAfaUfcAfgugaugg*a*(invab) 1668 | AD03168-AS u*Cf*caUfc(aUNA)cugaUfuUfuGfaag*u*g 1789
AD02148- | AD02148-1- AD02148-1-

1 SS (GLS-15%)c*acuggaaGfcGfaUfgacaaaa*a*(invab) 1669 | AS (Vpu*)Uf*uuugUfcaucGfcUfuCfcag*u*g 1790
AD02757- | AD02757-1- AD02757-1-

1 SS (GLS-15%)g*ggaagecg AfuGfaCfaaaaaag*a*(invab) 1670 | AS (Vpu*)Cf*unuuUfuguc AfuCfgCfuuc*c*c 1791
AD02149- | AD02149-1- AD02149-1-

1 SS (GLS-15%)c*gaagcgaUfgAfcAfaaaaagc*a*(invab) 1671 | AS (Vpu*)Gf*cuuuUfuuguCfaUfcGfcuu*c*g 1792
AD02758- | AD02758-1- AD02758-1-

1 SS (GLS-15%)g*agcgaugAfcAfaAfaaageca*a*(invab) 1672 | AS (Vpu*)Uf*ggcuUfunuuGfuCfaUfege* u*c 1793
AD02759- | AD02759-1- AD02759-1-

1 SS (GLS-15%)g*gcgaugaCfaAfaAfaagccaa*a*(invab) 1673 | AS (Vpu*)Uf*uggcUfuuuuUfgUfcAfucg*c*c 1794
ADO1567- | AD01567-1- AD01567-1-

1 SS (GLS-15%)c*gggcugaUfgGtfuAftaaacgaa*a*(invab) 1674 | AS (Vpu*)Uf*ucguUfuunacCfaUfcAfgec*c*g 1795
AD02150- | AD02150-1- AD02150-1-

1 SS (GLS-15%)g*gugcaaaUfaGfuCfuacaaac*a*(invab) 1675 | AS (Vpu*)Gf*uuugUfagacUfaUfuUfgca*c*c 1796
AD02764- | AD02764-1- AD02764-1-

1 SS (GLS-15%)g*gcaaauaGfuCfuAfcaaacca*a*(invab) 1676 | AS (Vpu*)Uf*ggUfu(uUNA)guagAfcUfaUfuug*c*c 1797

78




PCT/CN2024/124070

WO 2025/077806

Patent Application ARGO026WO003

ADO02767- | AD02767-1- ADO02767-1-

1 SS (GLS-15*)g*uagucuaCfaAfaCfcaguuga*a*(invab) 1677 | AS (Vpu*)Uf*caacUfgguuUfgUfaGfacu*a*c 1798
AD02151- | AD02151-1- AD02151-1-

1 SS (GLS-15%)g*uuaggcaAfcAfuCfcaucaua*a*(invab) 1678 | AS (Vpu*)Uf*augaUfggauGfuUfgCfcua*a*c 1799
ADO1572- | ADO1572-1- ADO1572-1-

1 SS (GLS-15*%)g*caggugg AfaGfuAfaaaucug*a*(invab) 1679 | AS (Vpu*)Cf*agauUfuuacUfuCfcAfccu*g*c 1800
AD02153- | AD02153-1- AD02153-1-

1 SS (GLS-15%*)u*aaguaaaAfuCfuGfagaagcu*a*(invab) 1680 | AS (Vpu®)Af*gecuuCfucagAfuUfuUfacu*u*a 1801
ADO02173- | AD02173-1- ADO02173-1-

1 SS (GLS-15%)g*uucaucuUfuCfcAfaauugau*a*(invab) 1681 | AS (Vpu*)Af*ucaaUfuuggAfaAfgAfuga*a*c 1802
ADO02782- | AD02782-1- AD02782-1-

1 SS (GLS-15%)g*ggcaauuCfcUfulUfugauucu*a*(invab) 1682 | AS (Vpu*)Af*gaauCfaaaaGfgAfaUfugc*c*c 1803
ADO02783- | AD02783-1- ADO02783-1-

1 SS (GLS-15%)c*caacaaaGfgAfuUfugaaacu*a*(invab) 1683 | AS (VpuH)Af*guuuCfaaauCfcUfuUfguu*g*g 1804
ADO02784- | AD02784-1- AD02784-1-

1 SS (GLS-15%)g*aacaaagGfalJfulUfgaaacuu*a*(invab) 1684 | AS (Vpu*)Af*aguulUfcaaaUfcCfuUfugu*u*c 1805
ADO02148- | AD(02148-2- ADO02148-2-

2 SS (GLS-15%)c*acuggaaGfcGfaUfgacaaaa*a*(invab) 1685 | AS (Phos-43*)Uf*uuugUfcaucGfcUfuCfcag*u*g 1806
ADO02757- | AD02757-2- AD02757-2-

2 SS (GLS-15*)g*ggaagcg AfuGfaCfaaaaaag*a*(invab) 1686 | AS (Phos-43*)Cf*unuuUfuguc AfuCfgCfuuc*c*c 1807
ADO02149- | AD(02149-2- AD02149-2-

2 SS (GLS-15%)c*gaagcgaUfgAfcAfaaaaagc*a*(invab) 1687 | AS (Phos-43#)Gf*cuunuUfuuguCfaUfeGfeuu*c*g 1808
ADO02758- | AD02758-2- AD02758-2-

2 SS (GLS-15*)g*agcgaugAfcAfaAfaaagcca*a*(invab) 1688 | AS (Phos-43*)Uf*ggcuUfuuuuGfuCfaUfcge*u*c 1809
ADO02759- | AD(02759-2- ADQ02759-2-

2 SS (GLS-15%)g*gcgaugaCfaAfaAfaagccaa*a*(invab) 1689 | AS (Phos-43*)Uf*uggcUfuuuuUfgUfcAfucg*c*c 1810
ADO1567- | AD01567-2- ADO01567-2-

2 SS (GLS-15%)c*gggcugaUfgGfuAfaaacgaa*a*(invab) 1690 | AS (Phos-43*)Uf*ucguUfuuacCfaUfcAfgec*c*g 1811
ADO02150- | AD(02150-2- ADO02150-2-

2 SS (GLS-15%)g*gugcaaaUfaGfuCfuacaaac*a*(invab) 1691 | AS (Phos-43*)Gf*uuugUfagacUfaUfuUfgca*c*c 1812
AD02764- | AD02764-2- AD02764-2- (Phos-

2 SS (GLS-15%)g*gcaaauaGfuCfuAfcaaacca*a*(invab) 1692 | AS 43%)Uf*ggUfu(uUNA)guagAfcUfaUfuug*c*c 1813
AD02767- | AD02767-2- AD02767-2-

2 SS (GLS-15%)g*uagucuaCfaAfaCfcaguuga*a*(invab) 1693 | AS (Phos-43*)Ut*caacUfgguuUfgUfaGfacu*a*c 1814
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ADO02151- | AD(02151-2- ADO02151-2-

2 SS (GLS-15%)g*uuaggcaAfcAfuCfcaucaua*a*(invab) 1694 | AS (Phos-43*)Uf*augaUfggauGfuUfgCfcua*a*c 1815
ADO1572- | ADO1572-2- ADO1572-2-

2 SS (GLS-15%)g*cagguggAfaGfuAfaaaucug*a*(invab) 1695 | AS (Phos-43*)Cf*agauUfuuacUfuCfcAfccu*g*c 1816
ADO02153- | AD02153-2- ADO02153-2-

2 SS (GLS-15*)u*aaguaaaAfuCfuGfagaagcu*a*(invab) 1696 | AS (Phos-43*%)Af*gcuuCfucagAfuUfuUfacu*u*a 1817
AD02173- | AD02173-2- AD02173-2-

2 SS (GLS-15%)g*uucaucuUfuCfcAfaauugau*a*(invab) 1697 | AS (Phos-43*)Af*ucaaUfuuggAfaAfgAfuga*a*c 1818
ADO02782- | AD02782-2- ADO02782-2-

2 SS (GLS-15%)g*ggcaauuCfcUfuUfugauucu*a*(invab) 1698 | AS (Phos-43*)Af*gaauCfaaaaGfgAfaUfuge*c*c 1819
ADO02783- [ AD02783-2- AD02783-2-

2 SS (GLS-15%)c*caacaaaGfgAfulfugaaacu*a*(invab) 1699 | AS (Phos-43*)Af*giuuCfaaauCfcUfuUfguu*g*g 1820
ADO02784- | AD02784-2- ADO02784-2-

2 SS (GLS-15%)g*aacaaagGfaUfuUfgaaacuu*a*(invab) 1700 | AS (Phos-43*)Af*aguuUfcaaaUfcCfuUfugu*u*c 1821
ADO02148- | AD02148-3- AD02148-3-

3 SS (GLS-15%)c*acuggaaGfcGfaUfgacaaaa*a*(invab) 1701 | AS (Phos-53*)Uf*unugUfcaucGfcUfuCfcag*u*g 1822
ADO02757- | AD02757-3- ADO02757-3-

3 SS (GLS-15%)g*ggaagcg AfuGfaCfaaaaaag*a*(invab) 1702 | AS (Phos-53*)Cf*uuuuUfuguc AfuCfgCfuuc*c*c 1823
ADO02149- | AD02149-3- AD02149-3-

3 SS (GLS-15%)c*gaagcgaUfgAfcAfaaaaage*a*(invab) 1703 | AS (Phos-53*)Gf*cuuuUfuuguCfaUfeGfeuu*c*g 1824
ADO02758- | AD02758-3- ADO02758-3-

3 SS (GLS-15%)g*agcgaugAfcAfaAfaaageca*a*(invab) 1704 | AS (Phos-53*)Uf*ggculUfuuuuGfuCfaUfcge*u*c 1825
ADO02759- | AD02759-3- AD02759-3-

3 SS (GLS-15%)g*gcgaugaCfaAfaAfaagccaa*a*(invab) 1705 | AS (Phos-53*)Uf*uggcUfuuuuUfgUfcAfucg*c*c 1826
ADO01567- | AD01567-3- ADO01567-3-

3 SS (GLS-15%)c*gggcugaUfgGfuAfaaacgaa*a*(invab) 1706 | AS (Phos-53*)Uf*ucguUfuuacCfaUfcAfgec*c*g 1827
AD02150- | AD02150-3- AD02150-3-

3 SS (GLS-15%)g*gugcaaaUfaGfuCfuacaaac*a*(invab) 1707 | AS (Phos-53*)Gf*uuugUfagacUfaUfuUfgca*c*c 1828
ADO02764- | AD02764-3- ADO02764-3- (Phos-

3 SS (GLS-15%)g*gcaaauaGfuCfuAfcaaacca*a*(invab) 1708 | AS 53*)Uf*ggUfu(uUNA)guagAfcUfaUfuug*c*c 1829
AD02767- | AD02767-3- AD02767-3-

3 SS (GLS-15*)g*uagucuaCfaAfaCfcaguuga®a*(invab) 1709 | AS (Phos-53*)Uf*caacUfgguuUfgUfaGfacu*a*c 1830
ADO02151- | AD02151-3- AD02151-3-

3 SS (GLS-15%)g*unaggcaAfcAfuCfcaucaua*a*(invab) 1710 | AS (Phos-53*)Uf*augaUfggauGfuUfgCfcua*a*c 1831
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ADO01572- | ADO1572-3- ADO1572-3-
3 SS (GLS-15*)g*cagguggAfaGfuAfaaaucug*a*(invab) 1711 | AS (Phos-53*)Cf*agauUfuuacUfuCfcAfccu*g*c 1832
AD02153- | AD02153-3- AD02153-3-
3 SS (GLS-15%*)u*aaguaaaAfuCfuGfagaagcu*a*(invab) 1712 | AS (Phos-53*)Af*gcuuCfucagAfuUfuUfacu*u*a 1833
ADO02173- | AD02173-3- ADO02173-3-
3 SS (GLS-15*%)g*uucaucuUfuCfcAfaauugau*a*(invab) 1713 | AS (Phos-53*)Af*ucaaUfuuggAfaAfgAfuga*a*c 1834
ADO02782- | AD02782-3- AD02782-3-
3 SS (GLS-15%)g*ggcaauuCfcUfuUfugauucu*a*(invab) 1714 | AS (Phos-53*)Af*gaauCfaaaaGfgAfaUfuge*c*c 1835
ADO02783- | AD02783-3- ADO02783-3-
3 SS (GLS-15*)c*caacaaaGfgAfuUfugaaacu*a*(invab) 1715 | AS (Phos-53*)Af*guuuCfaaauCfcUfuUfguu*g*g 1836
ADO02784- | AD02784-3- AD02784-3-
3 SS (GLS-15%)g*aacaaagGfaUfuUfgaaacuu*a*(invab) 1716 | AS (Phos-53*)Af*aguuUfcaaaUfcCfuUfugu*u*c 1837
ADO03098- | AD03098-1- | (GLS-15%*)(invab*) ADO03098-1-
1 SS caGfgUfggAfaGfuAfAfaAfuCfug*a*(invab) 1717 | AS (Vpu*)CE*AfGfAfuUfuuAfcuuCfcAfecUfg*g*g 1838

L.96 is refers to the compound GalNAc3 in Jayaprakash, et al., (2014) J. Am. Chem. Soc., 136, 16958—16961.
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Table 4: Abbreviations of nucleotide monomers used in nucleic acid sequence
representation. It will be understood that these monomers, when present in an
oligonucleotide, are mutually linked by 5'-3'-phosphodiester bonds, and it is understood that
when the nucleotide contains a 2’-fluoro modification, then the fluoro replaces the hydroxy
at that position of the parent nucleotide (i.e., it is a 2’-deoxy-2’- fluoronucleotide). It will
also be understood that the abbreviations correspond to nucleotides which omit the 3°-
phosphate when found at the 3°-terminal position (i.e., they are 3’-OH). A skilled artisan
will understand that these abbreviations are just identification symbols and are able to
determine the linking modes of the nucleotide sequences containing these abbreviations.
Abbrevia | Nucleotide(s)

tions

A adenosine-3'-phosphate

C cytidine-3'-phosphate

G guanosine-3'-phosphate

T 5-methyluridine-3'-phosphate

U uridine-3'-phosphate

a 2'-O-methyladenosine-3'-phosphate

c 2'-O-methylcytidine-3'-phosphate

g 2'-O-methylguanosine-3'-phosphate

t 2'-0O-methyl-5-methyluridine-3'-phosphate

u 2'-O-methyluridine-3'-phosphate

Af 2'-fluoroadenosine-3'-phosphate

Cf 2'-fluorocytidine-3'-phosphate

Gf 2'-fluoroguanosine-3'-phosphate

Tf 2'-fluoro-5-methyluridine-3'-phosphate

Ut 2'-fluorouridine-3'-phosphate

Af* 2'-fluoroadenosine-3'-phosphorothioate

Cf* 2'-fluorocytidine-3'-phosphorothioate

Gf* 2'-fluoroguanosine-3'-phosphorothioate

Tf* 2'-fluoro-5-methyluridine-3'-phosphorothioate

Uf* 2'-fluorouridine-3'-phosphorothioate

a* 2'-O-methyladenosine-3'-phosphorothioate

c* 2'-O-methylcytidine-3'-phosphorothioate

g* 2'-0O-methylguanosine-3'-phosphorothioate

t* 2'-O-methyl-5-methyluridine-3'-phosphorothioate

u* 2'-O-methyluridine-3'-phosphorothioate

aUNA 2', 3'-seco-adenosine-3'-phosphate

cUNA 2', 3'-seco-cytidine-3'-phosphate

gUNA 2', 3'-seco-guanosine-3'-phosphate

tUNA 2', 3'-seco-5-methyluridine-3'-phosphate

uUNA 2', 3'-seco- uridine-3'-phosphate

Ahd 2'-0-hexadecyl-adenosine-3'-phosphate

Tgn Thymidine-glycol nucleic acid(GNA) S-Isomer
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dT 2'-deoxythymidine-3'-phosphate
Vp Vinyl-phosphate
Vpu* R 2
Ho—P (/_(NH
Ho = o N_ﬁo
f“P(O OMe
oH
Phos-43* o
el
s, N
s o—
o=P-sH
e
H
Phos-43 ook Qﬁitfp
Sa, :: SN A
¢ o—
0=é—0H
e

Phos-53* 2 ol _o

e o
0=pP-SH
0
Phos-53 9 o N_o
HO-R,
g
0=?—OH
8
invab inverted abasic-5'-phosphate. linked to adjacent nucleotide via a substituent at

its 3' position (a 3 '-3' linkage) when on the 3' end of a strand; linked to adjacent
nucleotide via a substituent at its 5' position (a 5'-5' internucleotide linkage)
when on the 5' end of a strand, It will also be understood that the abbreviations
correspond to invab which omit the 5’-phosphate when found at the 3’-terminal
position (i.e., they are 5°-OH)

invab* inverted abasic-5"-phosphorothioate. linked to adjacent nucleotide via a
substituent at its 3' position (a 3 '-3' linkage) when on the 3' end of a
strandlinked to adjacent nucleotide via a substituent at its 5' position (a 5'-5'
internucleotide linkage) when on the 5' end of a strand, It will also be
understood that the abbreviations correspond to invab* which omit the 5°-
phosphorothioate when found at the 3’-terminal position (i.e., they are 5’-OH);

imann imann when at the end of each strand | imann when in the middle of each strand
H OH kS
¢ " 6 "
—_P— — ! —_
T T
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imann* | isomannide residue- phosphorothioate
imann* when at the end of each imann* when in the middle of each
strand strand
H OH 3.
6 5
|

0=P-0 =p—

% o

In certain embodiments of the invention a dsSRNA (also referred to herein as a “duplex”) is
one disclosed in one of Tables 1-3. Each row in Tables 1-3 discloses a duplex comprising the
sequence of the sense strand and the sequence of the antisense strand in that table row. In
addition to the duplexes disclosed in Tables 1-3, it will be understood that in some embodiments,
a duplex of the invention may include sense and antisense sequences shown in Tables 1-3, that
differ by zero, one, two, or three nucleotides shown in a sequence shown in Tables 1-3. Thus, as
non-limiting examples, in some embodiments, an antisense strand in a duplex of the invention
may be SEQ ID NO: 1542, 1543, 1544, 1545,1546, 1547, or 1548, with zero, one, two, or three
different nucleotides than those in SEQ ID:1542, 1543, 1544, 1545,1546, 1547, or 1548
respectively.

It will be understood that the sequence of the sense strand and the sequence of the
antisense strand in a duplex of the invention may be independently selected. Thus, a dsSRNA of
the invention may comprise a sense strand and an antisense strand of a duplex disclosed in a row
in Tables 1-3. Alternatively, in a dSRNA of the invention, one or both of the selected sense and
antisense strand in the dSRNA may include sequences shown in Tables 1-3 but with one or both
of the sense and antisense sequences including 1, 2, 3, or more nucleobase substitutions from the
parent sequence. The selected sequences may in some embodiments be longer or shorter than
their parent sequence. Thus, dsRNA agents included in the invention can but need not include
exact sequences of the sense and antisense pairs disclosed as duplexes in Tables 1-3.

In some embodiments, a dSRNA agent comprises a sense strand and an antisense strand,
nucleotide positions 2 to 18 in the antisense strand comprising a region of complementarity to a
MAPT RNA transcript, wherein the region of complementarity comprises at least 15 contiguous
nucleotides that differ by 0, 1, 2, or 3 nucleotides from one of the antisense sequences listed in
one of Tables 1-3, and optionally comprising a targeting ligand. In some instances, the region of
complementarity to the MAPT RNA transcript comprises at least 15, 16, 17, 18, or 19 contiguous
nucleotides that differ by no more than 3 nucleotides from one of the antisense sequences listed
in one of Tables 1-3. In some embodiments of a dSRNA agent of the invention, the antisense
strand of the dsRNA is at least substantially complementary to any one of a target region of SEQ
ID NO: 1 and is provided in any one of Tables 1-3. In some embodiments, an antisense strand
of a dsRNA agent of the invention is fully complementary to any one of a target region of SEQ
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ID NO: 1 and is provided in any one of Tables 1-3. In some embodiments a dsSRNA agent
includes a sense strand sequence set forth in any one of Tables 1-3, and the sense strand sequence
is at least substantially complementary to the antisense strand sequence in the dsRNA agent. In
other embodiments, a dSRNA agent of the invention comprises a sense strand sequence set forth
in any one of Tables 1-3, and the sense strand sequence is fully complementary to the antisense
strand sequence in the dsRNA agent. In some instances, a dSRNA agent of the invention
comprises an antisense strand sequence set forth in any one of Tables 1-3. Some embodiments
of a dsRNA agent of the invention comprises the sense and antisense sequences disclosed as
duplex in any of Tables 1-3. As described herein, it will be understood that the sense and

antisense strands in a duplex of the invention may be independently selected.

Mismatches

It is known to skilled in art, mismatches are tolerated for efficacy in dsRNA, especially
the mismatches are within terminal region of dsSRNA. Certain mismatches tolerate better, for
example mismatches with wobble base pairs G:U and A:C are tolerated better for efficacy (Du
et el., A systematic analysis of the silencing effects of an active siRNA at all single-nucleotide
mismatched target sites. Nucleic Acids Res. 2005 Mar 21;33(5):1671-7. Doi:
10.1093/nar/gki312. Nucleic Acids Res. 2005;33(11):3698). Some embodiments of methods and
compounds of the invention a MAPT dsRNA agent may contain one or more mismatches to the
MAPT target sequence. In some embodiments, MAPT dsRNA agent of the invention includes
no mismatches. In certain embodiments, MAPT dsRNA agent of the invention includes no
more than 1 mismatch. In some embodiments, MAPT dsRNA agent of the invention includes no
more than 2 mismatches. In certain embodiments, MAPT dsRNA agent of the invention includes
no more than 3 mismatches. In some embodiments of the invention, an antisense strand of a
MAPT dsRNA agent contains mismatches to a MAPT target sequence that are not located in the
center of the region of complementarity. In some embodiments, the antisense strand of the
MAPT dsRNA agent includes 1, 2, 3, 4, or more mismatches that are within the last 5, 4, 3, 2,
or 1 nucleotide from one or both of the 5" or 3' end of the region of complementarity. Methods
described herein and/or methods known in the art can be used to determine whether a MAPT
dsRNA agent containing a mismatch to a MAPT target sequence is effective in inhibiting the

expression of the MAPT gene.

Complementarity

As used herein, unless otherwise indicated, the term “complementary,” when used to
describe a first nucleotide sequence (e.g., MAPT dsRNA agent sense strand or targeted MAPT
mRNA) in relation to a second nucleotide sequence (e.g., MAPT dsRNA agent antisense strand
or a single-stranded antisense polynucleotide), means the ability of an oligonucleotide or
polynucleotide including the first nucleotide sequence to hybridize [form base pair hydrogen

bonds under mammalian physiological conditions (or similar conditions in vitro)] and form a
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duplex or double helical structure under certain conditions with an oligonucleotide or
polynucleotide including the second nucleotide sequence. Other conditions, such as
physiologically relevant conditions as can be encountered inside an organism, can apply. A
skilled artisan will be able to determine the set of conditions most appropriate for a test of
complementarity of two sequences in accordance with the ultimate application of the hybridized
nucleotides. Complementary sequences include Watson-Crick base pairs or non-Watson-Crick
base pairs and include natural or modified nucleotides or nucleotide mimics, at least to the extent
that the above hybridization requirements are fulfilled. Sequence identity or complementarity
is independent of modification.

Complementary sequences, for example, within a MAPT dsRNA as described herein,
include base-pairing of the oligonucleotide or polynucleotide comprising a first nucleotide
sequence to an oligonucleotide or polynucleotide comprising a second nucleotide sequence over
the entire length of one or both nucleotide sequences. Such sequences can be referred to as
“fully complementary” with respect to each other herein. It will be understood that in
embodiments when two oligonucleotides are designed to form, upon hybridization, one or more
single stranded overhangs, such overhangs are not regarded herein as mismatches with regard to
the determination of complementarity. For example, a MAPT dsRNA agent comprising one
oligonucleotide 19 nucleotides in length and another oligonucleotide 20 nucleotides in length,
wherein the longer oligonucleotide comprises a sequence of 19 nucleotides that is fully
complementary to the shorter oligonucleotide, can yet be referred to as “fully complementary™
for the purposes described herein. Thus, as used herein, “fully complementary” means that all
(100%) of the bases in a contiguous sequence of a first polynucleotide will hybridize with the
same number of bases in a contiguous sequence of a second polynucleotide. The contiguous
sequence may comprise all or a part of a first or second nucleotide sequence.

The term “substantially complementary” as used herein means that in a hybridized pair
of nucleobase sequences, at least about 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, or 99%, but not all, of the bases in a contiguous sequence of a first
polynucleotide will hybridize with the same number of bases in a contiguous sequence of a
second polynucleotide. The term “substantially complementary” can be used in reference to a
first sequence with respect to a second sequence if the two sequences include one or more, for
example at least 1, 2, 3, 4, or 5 mismatched base pairs upon hybridization for a duplex up to 15,
16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 or 30 base pairs (bp), while retaining the
ability to hybridize under the conditions most relevant to their ultimate application, e.g.,
inhibition of MAPT gene expression via a RISC pathway.

The term, “partially complementary” may be used herein in reference to a hybridized
pair of nucleobase sequences, in which at least 75%, but not all, of the bases in a contiguous
sequence of a first polynucleotide will hybridize with the same number of bases in a contiguous
sequence of a second polynucleotide. In some embodiments, “partially complementary” means
at least 76%, 77%. 78%., 79%. 80%, 81%, 82%, 83%, 84%. 85%, 86%. 87%. 88%, 89%, 90%,
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91%, 92%, 93%, 94%, 95%, 96%, 9T%, 98%, or 99% of the bases in a contiguous sequence of
a first polynucleotide will hybridize with the same number of bases in a contiguous sequence of
a second polynucleotide.

EEINA3

The terms “complementary,” “fully complementary,” “substantially complementary,”
and “partially complimentary” are used herein in reference to the base matching between the
sense strand and the antisense strand of a MAPT dsRNA agent, between the antisense strand of
a MAPT dsRNA agent and a sequence of a target MAPT mRNA, or between a single-stranded
antisense oligonucleotide and a sequence of a target MAPT mRNA. It will be understood that
the term “antisense strand of a MAPT dsRNA agent” may refer to the same sequence of an
“MAPT antisense polynucleotide agent”.

As used herein, the term “substantially identical” or “substantial identity” used in
reference to a nucleic acid sequence means a nucleic acid sequence comprising a sequence with
at least about 85% sequence identity or more, preferably at least 90%;, at least 91%, at least 92%,
at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, or at least 99%,
compared to areference sequence. Percentage of sequence identity is determined by comparing
two optimally aligned sequences over a comparison window. The percentage is calculated by
determining the number of positions at which the identical nucleic acid base occurs in both
sequences to yield the number of matched positions, dividing the number of matched positions
by the total number of positions in the window of comparison and multiplying the result by 100
to yield the percentage of sequence identity. The inventions disclosed herein encompasses
nucleotide sequences substantially identical to those disclosed herein. e.g., in Tables 1-3. In
some embodiments, the sequences disclosed herein are exactly identical, or at least about 85%,
86%, 87%, 88%, 89%. 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, or 99% percent
identical to those disclosed herein, e.g., in Tables 1-3.

As used herein, the term “strand comprising a sequence” means an oligonucleotide
comprising a chain of nucleotides that is described by the sequence referred to using the standard
nucleotide nomenclature. The term “double-stranded RNA” or “dsRNA,” as used herein, refers
to an RNAI that includes an RNA molecule or complex of molecules having a hybridized duplex
region comprising two anti-parallel and substantially or fully complementary nucleic acid
strands, which are referred to as having “sense” and “antisense” orientations with respect to a
target MAPT RNA. The duplex region can be of any length that permits specific degradation
of a desired target MAPT RNA through a RISC pathway but will typically range from 9 to 30
base pairs in length, e.g., 15-30 base pairs in length. Considering a duplex between 9 and 30 base
pairs, the duplex can be any length in this range, for example, 9, 10, 11, 12, 13, 14, 15, 16, 17,
18,19, 20,21,22,23, 24,25, 26, 27, 28,29, or 30, and any sub-range therein between, including,
but not limited to 15-30 base pairs, 15-26 base pairs, 15-23 base pairs, 15-22 base pairs, 15-21
base pairs, 15-20 base pairs, 15-19 base pairs, 15-18 base pairs, 15-17 base pairs, 18-30 base
pairs, 18-26 base pairs, 18-23 base pairs, 18-22 base pairs, 18-21 base pairs, 18-20 base pairs,
19-30 base pairs, 19-26 base pairs, 19-23 base pairs, 19-22 base pairs, 19-21 base pairs, 19-20
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base pairs, 20-30 base pairs, 20-26 base pairs, 20-25 base pairs, 20-24 base pairs, 20-23 base
pairs, 20-22 base pairs, 20-21 base pairs, 21-30 base pairs, 21-26 base pairs, 21-25 base pairs,
21-24 base pairs, 21-23 base pairs, or 21-22 base pairs. MAPT dsRNA agents generated in the
cell by processing with Dicer and similar enzymes are generally in the range of 19-22 base pairs
in length. One strand of the duplex region of a MAPT dsDNA agent comprises a sequence that
is substantially complementary to a region of a target MAPT RNA. The two strands forming
the duplex structure can be from a single RNA molecule having at least one self-complementary
region, or can be formed from two or more separate RNA molecules. Where the duplex region
is formed from two strands of a single molecule, the molecule can have a duplex region separated
by a single stranded chain of nucleotides (herein referred to as a “hairpin loop”) between the 3'-
end of one strand and the 5'-end of the respective other strand forming the duplex structure. In
some embodiments of the invention, a hairpin look comprises at least 1, 2, 3,4, 5,6,7, 8,9, 10,
11,12, 13, 14,15, 16, 17, 18, 19, 20, or more unpaired nucleotides. Where the two substantially
complementary strands of a MAPT dsRNA agent are comprised by separate RNA molecules,
those molecules need not, but can be covalently connected. Where the two strands are
connected covalently by means other than a hairpin loop, the connecting structure is referred to
as a “linker.” The term “siRNA” is also used herein to refer to a dsSRNA agent as described herein.

In some embodiments of the invention a MAPT dsRNA agent may include a sense and
antisense sequence that have no-unpaired nucleotides or nucleotide analogs at one or both
terminal ends of the dSRNA agent. An end with no unpaired nucleotides is referred to as a
“blunt end” and as having no nucleotide overhang. If both ends of a dsSRNA agent are blunt,
the dsRNA is referred to as “blunt ended.” In some embodiments of the invention, a first end
of a dsRNA agent is blunt, in some embodiments a second end of a dsSRNA agent is blunt, and
in certain embodiments of the invention, both ends of a MAPT dsRNA agent are blunt.

In some embodiments of dsSRINA agents of the invention, the dSRNA does not have one
or two blunt ends. In such instances there is at least one unpaired nucleotide at the end of a
strand of a dsSRNA agent. For example, when a 3'-end of one strand of a dsRNA extends beyond
the 5'-end of the other strand, or vice versa, there is a nucleotide overhang. A dsRNA can
comprise an overhang of at least 1, 2, 3, 4, 5, 6, or more nucleotides. A nucleotide overhang
can comprise or consist of a nucleotide/nucleoside analog, including a
deoxynucleotide/nucleoside. It will be understood that in some embodiments a nucleotide
overhang is on a sense strand of a dSRNA agent, on an antisense strand of a dsSRNA agent, or on
both ends of a dsRNA agent and nucleotide(s) of an overhang can be present on the 5' end, 3'
end or both ends of either an antisense or sense strand of a dsSRNA. In certain embodiments of
the invention, one or more of the nucleotides in an overhang is replaced with a nucleoside
thiophosphate.

As used herein, the term “antisense strand” or “guide strand” refers to the strand of a
MAPT dsRNA agent that includes a region that is substantially complementary to a MAPT target

sequence. As used herein the term “sense strand,” or “passenger strand” refers to the strand of

88



10

15

20

25

30

35

WO 2025/077806 PCT/CN2024/124070

a MAPT dsRNA agent that includes a region that is substantially complementary to a region of
the antisense strand of the MAPT dsRNA agent.

Modifications

In some embodiments of the invention the RNA of a MAPT RNAI agent is chemically
modified to enhance stability and/or one or more other beneficial characteristics. Nucleic acids
in certain embodiments of the invention may be synthesized and/or modified by methods well
established in the art, for example, those described in “Current protocols in Nucleic Acid
Chemistry," Beaucage, S. L. et al. (Eds.), John Wiley & Sons, Inc., New York, N.Y., USA,
which is incorporated herein by reference. Modifications that can be present in certain
embodiments of MAPT dsRNA agents of the invention include, for example, (a) end
modifications, e.g., 5" end modifications (phosphorylation, conjugation, inverted linkages, etc.)
3' end modifications (conjugation, DNA nucleotides, inverted linkages, etc.), (b) base
modifications, e.g., replacement with stabilizing bases, destabilizing bases, or bases that base
pair with an expanded repertoire of partners, removal of bases (abasic nucleotides), or conjugated
bases, (c¢) sugar modifications (e.g., at the 2' position or 4' position) or replacement of the sugar,
as well as (d) backbone modifications, including modification or replacement of the
phosphodiester linkages. Specific examples of RNA compounds useful in certain embodiments
of MAPT dsRNA agents, MAPT antisense polynucleotides, and MAPT sense polynucleotides
of the invention include, but are not limited to RNAs comprising modified backbones or no
natural internucleoside linkages. As a non-limiting example, an RNA having a modified
backbone may not have a phosphorus atom in the backbone. RNAs that do not have a
phosphorus atom in their internucleoside backbone may be referred to as oligonucleosides. In
certain embodiments of the invention, a modified RNA has a phosphorus atom in its
internucleoside backbone.

It will be understood that the term “RNA molecule” or “RNA” or “ribonucleic acid
molecule” encompasses not only RNA molecules as expressed or found in nature, but also
analogs and derivatives of RNA comprising one or more ribonucleotide/ribonucleoside analogs
or derivatives as described herein or as known in the art. The terms “ribonucleoside” and
“ribonucleotide” may be used interchangeably herein. An RNA molecule can be modified in
the nucleobase structure or in the ribose-phosphate backbone structure, e.g., as described herein
below, and molecules comprising ribonucleoside analogs or derivatives must retain the ability
to form a duplex. As non-limiting examples, an RNA molecule can also include at least one
modified ribonucleoside including but not limited to a 2'-O-methyl modified nucleoside, a
nucleoside comprising a 5' phosphorothioate group, a terminal nucleoside linked to a cholesteryl
derivative or dodecanoic acid bisdecylamide group, a locked nucleoside, an abasic nucleoside, a
2'-deoxy-2'-fluoro modified nucleoside, a 2'-amino-modified nucleoside, 2'-alkyl-modified
nucleoside, morpholino nucleoside, a phosphoramidate or a non-natural base comprising

nucleoside, or any combination thereof. In some embodiments of the invention, an RNA
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molecule comprises at least 1, 2, 3,4,5,6,7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, or
up to the full length of the MAPT dsRNA agent molecule’s ribonucleosides that are modified
ribonucleosides. The modifications need not be the same for each of such a plurality of
modified ribonucleosides in an RNA molecule.

DsRNA agents, MAPT antisense polynucleotides, and/or MAPT sense polynucleotides
of the invention may, in some embodiments comprise one or more independently selected
modified nucleotide and/or one or more independently selected non-phosphodiester linkage.
As used herein the term “independently selected” used in reference to a selected element, such
as a modified nucleotide, non-phosphodiester linkage, etc., means that two or more selected
elements can but need not be the same as each other.

EEINAS

As used herein, a “nucleotide base,” “nucleotide,” or “nucleobase” is a heterocyclic
pyrimidine or purine compound, which is a standard constituent of all nucleic acids, and includes
the bases that form the nucleotides adenine, guanine, cytosine, thymine, and uracil. A nucleobase
may further be modified to include, though not intended to be limiting: universal bases,
hydrophobic bases, promiscuous bases, size-expanded bases, and fluorinated bases. The term
“ribonucleotide” or “nucleotide” may be used herein to refer to an unmodified nucleotide, a
modified nucleotide, or a surrogate replacement moiety. Those in the art will recognize that
guanine, cytosine, adenine, and uracil can be replaced by other moieties without substantially
altering the base pairing properties of an oligonucleotide comprising a nucleotide bearing such
replacement moiety.
As used herein, "optionally" or "optionally" means that the event or environment

described later may, but need not, occur, including where the event or environment occurred or

did not occur. As used herein, " s or" 7~ HL " used in the chemical formulas of the
present disclosure may be attached to any one or more groups according to the scope of the
invention described herein. As used herein, in the chemical structures of the compounds of the

present disclosure, the bond*~"*represents an unspecified configuration, i.e. , if a chiral
: : : : R oW P w Vo
isomer is present in the chemical structure, the bond can be “+" 7 or or both “»

and “”” two configurations.

In one embodiment, modified RNAs contemplated for use in methods and compositions
described herein are peptide nucleic acids (PNAs) that have the ability to form the required
duplex structure and that permit or mediate the specific degradation of a target RNA via a RISC
pathway. In certain embodiments of the invention, a MAPT RNA interference agent includes
a single stranded RNA that interacts with a target MAPT RNA sequence to direct the cleavage
of the target MAPT RNA.

Modified RNA backbones can include, for example, phosphorothioates, chiral
phosphorothioates, phosphorodithioates, phosphotriesters, aminoalkylphosphotriesters, methyl
and other alkyl phosphonates including 3'-alkylene phosphonates and chiral phosphonates,
phosphinates, phosphoramidates including 3'-amino phosphoramidate and
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aminoalkylphosphoramidates, thionophosphoramidates, thionoalkylphosphonates,
thionoalkylphosphotriesters, and boranophosphates having normal 3'-5' linkages, 2'-5' linked
analogs of these, and those) having inverted polarity wherein the adjacent pairs of nucleoside
units are linked 3'-5' to 5'-3" or 2'-5" to 5'-2'. Various salts, mixed salts and free acid forms are
also included. Means of preparing phosphorus-containing linkages are routinely practiced in
the art and such methods can be used to prepare certain modified MAPT dsRNA agents, certain
modified MAPT antisense polynucleotides, and/or certain modified MAPT sense
polynucleotides of the invention.

Modified RNA backbones that do not include a phosphorus atom therein have backbones
that are formed by short chain alkyl or cycloalkyl internucleoside linkages, mixed heteroatoms
and alkyl or cycloalkyl internucleoside linkages, or one or more short chain heteroatomic or
heterocyclic internucleoside linkages. These include those having morpholino linkages
(formed in part from the sugar portion of a nucleoside); siloxane backbones; sulfide, sulfoxide
and sulfone backbones; formacetyl and thioformacetyl backbones; methylene formacetyl and
thioformacetyl backbones; alkene containing backbones; sulfamate backbones; methyleneimino
and methylenehydrazino backbones; sulfonate and sulfonamide backbones; amide backbones;
and others having mixed N, O, S and CHz component parts. Means of preparing modified RNA
backbones that do not include a phosphorus atom are routinely practiced in the art and such
methods can be used to prepare certain modified MAPT dsRNA agents, certain modified MAPT
antisense polynucleotides, and/or certain modified MAPT sense polynucleotides of the invention.

In certain embodiments of the invention, RNA mimetics are included in MAPT dsRNAs,
MAPT antisense polynucleotides, and/or MAPT sense polynucleotides, such as, but not limited
to: replacement of the sugar and the internucleoside linkage, i.e., the backbone, of the nucleotide
units with novel groups. In such embodiments, base units are maintained for hybridization with
an appropriate MAPT nucleic acid target compound. One such oligomeric compound, an RNA
mimetic that has been shown to have excellent hybridization properties, is referred to as a peptide
nucleic acid (PNA). In PNA compounds, the sugar backbone of an RNA is replaced with an
amide containing backbone, in particular an aminoethylglycine backbone. The nucleobases are
retained and are bound directly or indirectly to aza nitrogen atoms of the amide portion of the
backbone. Means of preparing RNA mimetics are routinely practiced in the art and such
methods can be used to prepare certain modified MAPT dsRNA agents of the invention.

Some embodiments of the invention include RNAs with phosphorothioate backbones
and oligonucleosides with heteroatom backbones, and in particular -CH2-NH-CHaz-, -CHo-
N(CH3)-O-CHz-[known as a methylene (methylimino) or MMI backbone], -CH>-O-N(CHs)-
CH»-, -CH2-N(CH3)-N(CH3)-CH2- and -N(CH3)-CHa-[wherein the native phosphodiester
backbone is represented as -O-P-O-CHaz-]. Means of preparing RNAs with phosphorothioate
backbones and oligonucleosides with heteroatom backbones are routinely practiced in the art
and such methods can be used to prepare certain modified MAPT dsRNA agents, certain MAPT

antisense polynucleotides, and/or certain MAPT sense polynucleotides of the invention.
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Modified RNAs can also contain one or more substituted sugar moieties. MAPT dsRNAs,
MAPT antisense polynucleotides, and/or MAPT sense polynucleotides of the invention may
comprise one of the following at the 2' position: OH; F; O-, S-, or N-alkyl; O-, S-, or N-alkenyl;
O-, S- or N-alkynyl; or O-alkyl-O-alkyl, wherein the alkyl, alkenyl and alkynyl may be
substituted or unsubstituted C; to Cio alkyl or Cz to Cio alkenyl and alkynyl. Exemplary suitable
modifications include O[(CH2).O]lmCH3z, O(CH2),OCH3, O(CH2)nNH>, O(CH2),CHs,
O(CH2),ONHb>, and O(CH2)nON[(CH2)nCH3)]>, where n and m are from 1 to about 10. In other
embodiments, dSRNAs include one of the following at the 2' position: C;1 to Cip lower alkyl,
substituted lower alkyl, alkaryl, aralkyl, O-alkaryl or O-aralkyl, SH, SCH3, OCN, CI, Br, CN,
CF3;, OCF3;, SOCHs, SO.CH3, ONO2, NO», N3, NH, heterocycloalkyl, heterocycloalkaryl,
aminoalkylamino, polyalkylamino, substituted silyl, an RNA cleaving group, a reporter group,
an intercalator, a group for improving the pharmacokinetic properties of a MAPT dsRNA agent,
or a group for improving the pharmacodynamic properties of a MAPT dsRNA agent, MAPT
antisense polynucleotide, and/or MAPT sense polynucleotide, and other substituents having
similar properties. In some embodiments, the modification includes a 2'-methoxyethoxy (2'-O-
CH2CH>OCH3, also known as 2'-O-(2-methoxyethyl) or 2'-MOE) (Martin et al., Helv. Chim.
Acta, 1995, 78:486-504) i.e., an alkoxy-alkoxy group. Another exemplary modification is 2'-
dimethylaminooxyethoxy, i.e., a O(CHz) 2ON(CH3)2 group, also known as 2'-DMAOE, as
described in examples herein below, and 2'-dimethylaminoethoxyethoxy (also known in the art
as 2'-O-dimethylaminoethoxyethyl or 2'-DMAEOE), i.¢., 2'-O-CH»-O-CH2-N(CH2)>. Means of
preparing modified RNAs such as those described are routinely practiced in the art and such
methods can be used to prepare certain modified MAPT dsRNA agents of the invention.

Other modifications include 2'-methoxy (2'-OCHs), 2'-aminopropoxy (2'-
OCH2CH2CH2NH3?) and 2'-fluoro (2'-F). Similar modifications can also be made at other
positions on the RNA of a MAPT dsRNA agent, MAPT antisense polynucleotide, and/or MAPT
sense polynucleotide of the invention, particularly the 3' position of the sugar on the 3' terminal
nucleotide or in 2'-5' linked MAPT dsRNAs, MAPT antisense polynucleotides, or MAPT sense
polynucleotides, and the 5' position of 5' terminal nucleotide. MAPT dsRNA agents, MAPT
antisense polynucleotides, and/or MAPT sense polynucleotides may also have sugar mimetics
such as cyclobutyl moieties in place of the pentofuranosyl sugar. Means of preparing modified
RNAs such as those described are routinely practiced in the art and such methods can be used to
prepare certain modified MAPT dsRNA agents, MAPT antisense polynucleotides, and/or MAPT
sense polynucleotides of the invention.

As used herein, the term “5’-phosphate” or “5’-phosphate mimic” refers to a 5'-carbon of
nucleotide modify or replace by phosphate group or phosphate analogs. In some embodiments
of the invention, the dsSRNA comprises a phosphate or phosphate mimic at the 5'-terminal
nucleotide at the of the guide strand, wherein the 5'-terminal nucleoside represented by one of

the following specific structures or stereoisomers thereof:
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An MAPT dsRNA agent, MAPT antisense polynucleotide, and/or MAPT sense
polynucleotide may, in some embodiments, include nucleobase (often referred to in the art
simply as "base") modifications or substitutions. As used herein, “unmodified” or “natural”
nucleobases include the purine bases adenine and guanine, and the pyrimidine bases thymine,
cytosine and uracil. Modified nucleobases include other synthetic and natural nucleobases such
as 5-methylcytosine (5-Me-C), 5-hydroxymethyl cytosine, xanthine, hypoxanthine, 2-
aminoadenine, 6-methyl and other alkyl derivatives of adenine and guanine, 2-propyl and other
alkyl derivatives of adenine and guanine, 2-thiouracil, 2-thiothymine and 2-thiocytosine, 5-
halouracil and cytosine, 5-propynyl uracil and cytosine, 6-azo uracil, cytosine and thymine, 5-
uracil (pseudouracil), 4-thiouracil, 8-halo, 8-amino, 8-thiol, 8-thioalkyl, 8-hydroxyl anal other
8-substituted adenines and guanines, 5-halo, particularly 5-bromo, 5-trifluoromethyl and other
5-substituted uracils and cytosines, 7-methylguanine and 7-methyladenine, 8-azaguanine and 8-
azaadenine, 7-deazaguanine and 7-daazaadenine and 3-deazaguanine and 3-deazaadenine.

Additional nucleobases that may be included in certain embodiments of MAPT dsRNA agents
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of the invention are known in the art, see for example: Modified Nucleosides in Biochemistry,
Biotechnology and Medicine, Herdewijn, P. Ed. Wiley-VCH, 2008; The Concise Encyclopedia
Of Polymer Science And Engineering, pages 858-859, Kroschwitz, J. L, Ed. John Wiley & Sons,
1990, English et al., Angewandte Chemie, International Edition, 1991, 30, 613, Sanghvi, Y S.,
Chapter 15, dsRNA Research and Applications, pages 289-302, Crooke, S. T. and Lebleu, B.,
Ed., CRC Press, 1993. Means of preparing dsSRNAs, MAPT antisense strand polynucleotides
and/or MAPT sense strand polynucleotides that comprise nucleobase modifications and/or
substitutions such as those described herein are routinely practiced in the art and such methods
can be used to prepare certain modified MAPT dsRNA agents, MAPT sense polynucleotides,
and/or MAPT antisense polynucleotides of the invention.

Certain embodiments of MAPT dsRNA agents, MAPT antisense polynucleotides, and/or
MAPT sense polynucleotides of the invention include RNA modified to include one or more
locked nucleic acids (LNA). A locked nucleic acid is a nucleotide with a modified ribose
moiety comprising an extra bridge connecting the 2' and 4' carbons. This structure effectively
“locks” the ribose in the 3'-endo structural conformation. The addition of locked nucleic acids
in a MAPT dsRNA agent, MAPT antisense polynucleotides, and/or MAPT sense
polynucleotides of the invention may increase stability in serum, and to reduce off-target effects
(Elmen, J. et al., (2005) Nucleic Acids Research 33(1):439-447; Mook, O R. et al., (2007)Mol
Canc Ther 6(3):833-843; Grunweller, A. et al., (2003) Nucleic Acids Research 31(12):3185-
3193). Means of preparing dsRNA agents, MAPT antisense polynucleotides, and/or MAPT
sense polynucleotides that comprise locked nucleic acid(s) are routinely practiced in the art and
such methods can be used to prepare certain modified MAPT dsRNA agents of the invention.

Certain embodiments of MAPT dsRNA compounds, sense polynucleotides, and/or
antisense polynucleotides of the invention, include at least one modified nucleotide, wherein the
at least one modified nucleotide comprises: a 2’-O-methyl nucleotide,2’-Fluoro nucleotide, 2’-
deoxy nucleotide, 2’3’-seco nucleotide mimic, locked nucleotide, 2’-F-Arabino nucleotide, 2’-
methoyxyethyl nucleotide, 2’-amino-modified nucleotide, 2’-alkyl-modified nucleotide,
mopholino nucleotide, and 3’-OMe nucleotide, a nucleotide comprising a 5’-phosphorothioate
group, or a terminal nucleotide linked to a cholesteryl derivative or dodecanoic acid
bisdecylamide group, a 2’-amino-modified nucleotide, a phosphoramidate, or a non-natural base
comprising nucleotide. In some embodiments, a MAPT dsRNA compound includes an E-
vinylphosphonate nucleotide at the 5" -end of the antisense strand, also referred to herein as the
guide strand.

Certain embodiments of MAPT dsRNA compounds, 3’ and 5’ end of sense
polynucleotides, and/or 3’ end of antisense polynucleotides of the invention, include at least one
modified nucleotide, wherein the at least one modified nucleotide comprises: abasic nucleotide,
ribitol, inverted nucleotide, inverted abasic nucleotide, inverted 2’-OMe nucleotide, inverted 2’-
deoxy nucleotide. It is known to skilled in art, including an abasic or inverted abasic nucleotide

at the end of oligonucleotide enhances stability (Czauderna et al. Structural variations and
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stabilizing modifications of synthetic siRNAs in mammalian cells. Nucleic Acids Res.
2003;31(11):2705-2716. doi:10.1093/nar/gkg393). In some embodiments, a MAPT dsRNA
compound includes one or more inverted abasic residues (invab) at either 3’-end or 5’-end, or
both 3’-end and 5’-end. Exemplified inverted abasic residues (invab) include, but are not limited
5  to the following:
when at the 3'-end:

invab

O’P:O
% X=0-8-,CHj or NH,

attached to 3'-end of oligonucleotide
Certain embodiments of MAPT dsRNA compounds, 3’ and 5° end of sense
polynucleotides, and/or 3’ end of antisense polynucleotides of the invention, include at least one
modified nucleotide, wherein the at least one modified nucleotide comprises: isomannide
10 nucleotide or stereoisomer of said isomannide nucleotide. Specific examples of isomannide

nucleotides or stereoisomers of said isomannide nucleotides include, but are not limited to:

| N } ] |
o:e—O o:e—O O—F:’O o—erO
O-g.end-0lig  O~3-end-0g  ~5-end-Olig _ ~3"end-Olig _
S
R } &40 |C§Ho | & A° ?éHo
o=p-0 o=p-©0 H S:E” s=p-0 Oo=pP~
\ \ | !
O~ . O- . O, . 0, 0, .
5'-end-Olig _ 3-end-Olig 5-end-Olig 3-end-Olig 3'-end-Olig
H OH W OH W OH
eo 170 es 710 es 710
o=p-6 * o6 o=p-6
0, . o, _ o, .
5-end-Olig 5-end-Olig  ,nq 3-end-Olig wherein the phrase “Olig” each

15  independently represents a polynucleotide moiety. Exemplified isomannide residues (imann)

include, but are not limited to, the following:

H OH H o
: o 10
9" o
~ or ™M
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In certain embodiments, the isomannide nucleotides may further conjugate to one or more
targeting groups or delivery molecules, such as GaINAc moieties.

Certain embodiments of MAPT dsRNA compounds, antisense polynucleotides of the
invention, include at least one modified nucleotide, wherein the at least one modified nucleotide
comprises unlocked nucleic acid nucleotide (UNA) or/and glycol nucleic acid nucleotide (GNA).
It is known to skilled in art, UNA and GNA are thermally destabilizing chemical modifications,
can significantly improves the off-target profile of a siRNA compound (Janas, et al., Selection
of GalNAc-conjugated siRNAs with limited off-target-driven rat hepatotoxicity. Nat Commun.
2018;9(1):723. doi:10.1038/s41467-018-02989-4; Laursen et al., Utilization of unlocked nucleic
acid (UNA) to enhance siRNA performance in vitro and in vivo. Mol BioSyst. 2010;6:862-70).

Certain embodiments of MAPT dsRNA compounds, include at least one the lipophilic
moiety, wherein contains a saturated or unsaturated Cis hydrocarbon chain (e.g., a linear C16
alkyl or alkenyl). A lipophilic moiety included in any of the positions provided in the instant
application. In some embodiments, the lipophilic moiety is conjugated to a nucleobase, sugar
moiety, or internucleosidic linkage of the double-stranded iRNA agent. For example, a Cis
moiety may be conjugated via the 2’-oxygen of a ribonucleotide as shown in the following

structure;

S

R N

o

As used herein, “lipophile” or “lipophilic moiety ” broadly refers to any
compound or chemical moiety having an affinity for lipids. One way to characterize the
lipophilicity of the lipophilic moiety is by the octanol-water partition coefficient, logKow, where
Kow is the ratio of a chemical’ s concentration in the octanol-phase to its concentration in the
aqueous phase of a two-phase system at equilibrium. The octanol-water partition coefficient is a
laboratory-measured property of a substance. However, it may also be predicted by using
coefficients attributed to the structural components of a chemical which are calculated using
first-principle or empirical methods (see, for example, Tetko et al., J. Chem. Inf. Comput.
Sci.41:1407-21 (2001), which is incorporated herein by reference in its entirety). It provides a
thermodynamic measure of the tendency of the substance to prefer a non-aqueous or oily milieu
rather than water (i.e. its hydrophilic/lipophilic balance). In principle, a chemical substance is
lipophilic in character when its logKow exceeds 0.

Another modification that may be included in the RNA of certain embodiments of MAPT
dsRNA agents, MAPT antisense polynucleotides, and/or MAPT sense polynucleotides of the
invention, comprises chemically linking to the RNA one or more ligands, moieties or conjugates
that enhance one or more characteristics of the MAPT dsRNA agent, MAPT antisense
polynucleotide, and/or MAPT sense polynucleotide, respectively. Non-limiting examples of
characteristics that may be enhanced are: MAPT dsRNA agent, MAPT antisense polynucleotide,
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and/or MAPT sense polynucleotide activity, cellular distribution, delivery of a MAPT dsRNA
agent, pharmacokinetic properties of a MAPT dsRNA agent, and cellular uptake of the MAPT
dsRNA agent. In some embodiments of the invention, a MAPT dsRNA agent comprises one
or more targeting groups or linking groups, which in certain embodiments of MAPT dsRNA
agents of the invention are conjugated to the sense strand. A non-limiting example of a
targeting group is a compound comprising N-acetyl-galactosamine (GalNAc). A non-limiting
example of a targeting group is a compound comprising lipophilic moiety. The terms “targeting
group”, “targeting agent”, “linking agent”, “targeting compound”, “delivery molecule”,
“delivery compound” and “targeting ligand” may be used interchangeably herein. In certain
embodiments of the invention a MAPT dsRNA agent comprises a targeting compound that is
conjugated to the 5'-terminal end of the sense strand. In certain embodiments of the invention
a MAPT dsRNA agent comprises a targeting compound that is conjugated to the 3'-terminal end
of the sense strand. In some embodiments of the invention, a MAPT dsRNA agent comprises a
targeting group that comprises GalNAc. In certain embodiments of the invention a MAPT
dsRNA agent does not include a targeting compound conjugated to one or both of the 3'-terminal
end and the 5'-terminal end of the sense strand. In certain embodiments of the invention a
MAPT dsRNA agent does not include a GalNAc containing targeting compound conjugated to
one or both of the 5'-terminal end and the 3'-terminal end of the sense strand.

Additional targeting and linking agents are well known in the art, for example, targeting
and linking agents that may be used in certain embodiments of the invention include but are not
limited to lipid moieties such as a cholesterol moiety (Letsinger et al., Proc. Natl. Acid. Sci. USA,
1989, 86: 6553-6556), cholic acid (Manoharan et al., Biorg. Med. Chem. Let., 1994, 4:1053-
1060), a thioether, e.g., beryl-S-tritylthiol (Manoharan et al., Ann. N.Y. Acad. Sci., 1992,
660:306-309; Manoharan et al., Biorg. Med. Chem. Let., 1993, 3:2765-2770), a thiocholesterol
(Oberhauser et al., Nucl. Acids Res., 1992, 20:533-538), an aliphatic chain, e.g., dodecandiol or
undecyl residues (Saison-Behmoaras et al., EMBO J, 1991, 10:1111-1118; Kabanov et al., FEBS
Lett., 1990, 259:327-330; Svinarchuk et al., Biochimie, 1993, 75:49-54), a phospholipid, e.g.,
di-hexadecyl-rac-glycerol or triethyl-ammonium 1,2-di-O-hexadecyl-rac-glycero-3-
phosphonate (Manoharan et al., Tetrahedron Lett., 1995, 36:3651-3654; Shea et al., Nucl. Acids
Res., 1990, 18:3777-3783), a polyamine or a polyethylene glycol chain (Manoharan et al.,
Nucleosides & Nucleotides, 1995, 14:969-973), or adamantane acetic acid (Manoharan et al.,
Tetrahedron Lett., 1995, 36:3651-3654), a palmityl moiety (Mishra et al., Biochim. Biophys.
Acta, 1995, 1264:229-237), or an octadecylamine or hexylamino-carbonyloxycholesterol moiety
(Crooke et al., J. Pharmacol. Exp. Ther., 1996, 277:923-937).

Certain embodiments of a composition comprising a MAPT dsRNA agent, MAPT
antisense polynucleotide, and/or MAPT sense polynucleotide may comprise a ligand that alters
distribution, targeting, or etc. of the MAPT dsRNA agent. In some embodiments of a
composition comprising a MAPT dsRNA agent of the invention, the ligand increases affinity for

a selected target, e.g., molecule, cell or cell type, compartment, e.g., a cellular or organ
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compartment, tissue, organ or region of the body, as, e.g., compared to a species absent such a
ligand. A ligand useful in a composition and/or method of the invention may be a naturally
occurring substance, such as a protein (e.g., human serum albumin (HSA), low-density
lipoprotein (LDL), or globulin); a carbohydrate (e.g., a dextran, pullulan, chitin, chitosan, inulin,
cyclodextrin or hyaluronic acid); or a lipid. A ligand may also be a recombinant or synthetic
molecule, such as a synthetic polymer, e.g., a synthetic polyamino acid or polyamine. Examples
of polyamino acids are a polylysine (PLL), poly L-aspartic acid, poly L-glutamic acid, styrene-
maleic acid anhydride copolymer, poly(L-lactide-co-glycolied) copolymer, divinyl ether-maleic
anhydride copolymer, N-(2-hydroxypropyl)methacrylamide copolymer (HMPA), polyethylene
glycol (PEG), polyvinyl alcohol (PVA), polyurethane, poly(2-ethylacryllic acid), N-
isopropylacrylamide polymers, or polyphosphazine. Example of polyamines include:
polyethylenimine, polylysine (PLL), spermine, spermidine, polyamine, pseudopeptide-
polyamine, peptidomimetic polyamine, dendrimer polyamine, arginine, amidine, protamine,
cationic lipid, cationic porphyrin, quaternary salt of a polyamine, or an alpha helical peptide.

A ligand included in a composition and/or method of the invention may comprise a
targeting group, non-limiting examples of which are a cell or tissue targeting agent, e.g., a lectin,
glycoprotein, lipid or protein, e.g., an antibody that binds to a specified cell type such as a kidney
cell or a liver cell. A targeting group can be a thyrotropin, melanotropin, lectin, glycoprotein,
surfactant protein A, Mucin carbohydrate, multivalent lactose, multivalent galactose, N-acetyl-
galactosamine, N-acetyl-gulucosamine multivalent mannose, multivalent fucose, glycosylated
polyaminoacids, multivalent galactose, transferrin, bisphosphonate, polyglutamate,
polyaspartate, a lipid, cholesterol, a steroid, bile acid, folate, vitamin B12, vitamin A, biotin, or
an RGD peptide or RGD peptide mimetic.

Other examples of ligands include dyes, intercalating agents (e.g. acridines), cross-
linkers (e.g. psoralene, mitomycin C), porphyrins (TPPC4, texaphyrin, Sapphyrin), polycyclic
aromatic hydrocarbons (e.g., phenazine, dihydrophenazine), artificial endonucleases (e.g.
EDTA), lipophilic molecules, e.g., cholesterol, cholic acid, adamantane acetic acid, 1-pyrene
butyric acid, dihydrotestosterone, 1,3-Bis-O(hexadecyl)glycerol, geranyloxyhexyl group,
hexadecylglycerol, borneol, menthol, 1,3-propanediol, heptadecyl group, palmitic acid, myristic
acid, O3-(oleoyl)lithocholic acid, O3-(oleoyl)cholenic acid, dimethoxytrityl, or phenoxazine)
and peptide conjugates (e.g., antennapedia peptide, Tat peptide), alkylating agents, phosphate,
amino, mercapto, PEG (e.g., PEG-40K), MPEG, [MPEG],, polyamino, alkyl, substituted alkyl,
radiolabeled markers, enzymes, haptens (e.g., biotin), transport/absorption facilitators (e.g.,
aspirin, vitamin E, folic acid), synthetic ribonucleases (e.g., imidazole, bisimidazole, histamine,
imidazole clusters, acridine-imidazole conjugates, Eu3+ complexes of tetraazamacrocycles),
dinitrophenyl, HRP, or AP.

A ligand included in a composition and/or method of the invention may be a protein, e.g.,
glycoprotein, or peptide, for example a molecule with a specific affinity for a co-ligand, or an

antibody, for example an antibody, that binds to a specified cell type such as a cancer cell,
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endothelial cell, cardiac cell, or bone cell. A ligand useful in an embodiment of a composition
and/or method of the invention can be a hormone or hormone receptor. A ligand useful in an
embodiment of a composition and/or method of the invention can be a lipid, lectin, carbohydrates,
vitamin, cofactos, multivalent lactose, multivalent galactose, N-acetyl-galactosamine, N-acetyl-
gulucosamine multivalent mannose, or multivalent fucose. A ligand useful in an embodiment
of a composition and/or method of the invention can be a substance that can increase uptake of
the MAPT dsRNA agent into the cell, for example, by disrupting the cell's cytoskeleton, ¢.g., by
disrupting the cell's microtubules, microfilaments, and/or intermediate filaments. Non-limiting
examples of this type of agent are: taxon, vincristine, vinblastine, cytochalasin, nocodazole,
japlakinolide, latrunculin A, phalloidin, swinholide A, indanocine, and myoservin.

In some embodiments, a ligand attached to a MAPT dsRNA agent of the invention
functions as a pharmacokinetic (PK) modulator. An example of a PK modulator that may be
used in compositions and methods of the invention includes but is not limited to: a lipophiles, a
bile acid, a steroid, a phospholipid analogue, a peptide, a protein binding agent, PEG, a vitamin,
cholesterol, a fatty acid, cholic acid, lithocholic acid, dialkylglycerides, diacylglyceride, a
phospholipid, a sphingolipid, naproxen, ibuprofen, vitamin E, biotin, an aptamer that binds a
serum protein, etc. Oligonucleotides comprising a number of phosphorothioate linkages are
also known to bind to serum protein, thus short oligonucleotides, e.g., oligonucleotides of about
5 bases, 10 bases, 15 bases or 20 bases, comprising multiple of phosphorothioate linkages in the

backbone may also be used in compositions and/or methods of the invention as ligands.

MAPT dsRNA agent compositions

In some embodiments of the invention, a MAPT dsRNA agent is in a composition. A
composition of the invention may include one or more MAPT dsRNA agent and optionally one
or more of a pharmaceutically acceptable carrier, a delivery agent, a targeting agent, detectable
label, etc. A non-limiting example of a targeting agent that may be useful according to some
embodiments of methods of the invention is an agent that directs a MAPT dsRNA agent of the
invention to and/or into a cell to be treated. A targeting agent of choice will depend upon such
clements as: the nature of the MAPT-associated disease or condition, and on the cell type being
targeted. In a non-limiting example, in some embodiments of the invention it may be desirable
to target a MAPT dsRNA agent to and/or into a liver cell. It will be understood that in some
embodiments of methods of the invention, a therapeutic agent comprises a MAPT dsRNA agent
with only a delivery agent, such as a delivery agent comprising N-Acetylgalactosamine
(GalNAc), without any additional attached elements. For example, in some aspects of the
invention a MAPT dsRNA agent may be attached to a delivery compound comprising GalNAc
and included in a composition comprising a pharmaceutically acceptable carrier and
administered to a cell or subject without any detectable labels, or targeting agents, etc. attached
to the MAPT dsRNA agent.
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In cases where a MAPT dsRNA agent of the invention is administered with and/or
attached to one or more delivery agents, targeting agents, labeling agents, etc. a skilled artisan
will be aware of and able to select and use suitable agents for use in methods of the invention.
Labeling agents may be used in certain methods of the invention to determine the location of a
MAPT dsRNA agent in cells and tissues and may be used to determine a cell, tissue, or organ
location of a treatment composition comprising a MAPT dsRNA agent that has been
administered in methods of the invention. Procedures for attaching and utilizing labeling agents
such as enzymatic labels, dyes, radiolabels, etc. are well known in the art. It will be understood
that in some embodiments of compositions and methods of the invention, a labeling agent is
attached to one or both of a sense polynucleotide and an antisense polynucleotide included in a
MAPT dsRNA agent.

Delivery of MAPT dsRNA agents and MAPT antisense polynucleotide agents

Certain embodiments of methods of the invention, includes delivery of a MAPT dsRNA
agent into a cell. As used herein the term, “delivery” means facilitating or effecting uptake or
absorption into the cell. Absorption or uptake of a MAPT dsRNA agent can occur through
unaided diffusive or active cellular processes, or by use of delivery agents, targeting agents, etc.
that may be associated with a MAPT dsRNA agent of the invention. Delivery means that are
suitable for use in methods of the invention include, but are not limited to: in vivo delivery, in
which a MAPT dsRNA agent is in injected into a tissue site or administered systemically. In
some embodiments of the invention, a MAPT dsRNA agent is attached to a delivery agent.

Non-limiting examples of methods that can be used to deliver MAPT dsRNA agents to
cells, tissues and/or subjects include: MAPT dsRNA-GalNAc conjugates, SAMiRNA
technology, LNP-based delivery methods, and naked RNA delivery. These and other delivery
methods have been used successfully in the art to deliver therapeutic RNAi agents for treatment
of various diseases and conditions, such as but not limited to: liver diseases, acute intermittent
porphyria (AIP), hemophilia, pulmonary fibrosis, etc. Details of various delivery means are
found in publications such as: Nikam, R.R. & K. R. Gore (2018) Nucleic Acid Ther, 28 (4), 209-
224 Aug 2018; Springer A.D. & S.F. Dowdy (2018) Nucleic Acid Ther. Jun 1; 28(3): 109-118;
Lee, K. etal., (2018) Arch Pharm Res, 41(9), 867-874; and Nair, J.K. et al., (2014) J. Am. Chem.
Soc. 136:16958-16961, the content each of which is incorporated by reference herein.

Some embodiments of the invention comprise use of lipid nanoparticles (LNPs) to
deliver a MAPT dsRNA agent of the invention to a cell, tissue, and/or subject. LNPs are
routinely used for in vivo delivery of MAPT dsRNA agents, including therapeutic MAPT dsRNA
agents. One benefit of using an LNP or other delivery agent is an increased stability of the
MAPT RNA agent when it is delivered to a subject using the LNP or other delivery agent. In
some embodiments of the invention an LNP comprises a cationic LNP that is loaded with one
or more MAPT RNAIi molecules of the invention. The LNP comprising the MAPT RNAi
molecule(s) is administered to a subject, the LNPs and their attached MAPT RNAi molecules
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are taken up by cells via endocytosis, their presence results in release of RNAI trigger molecules,
which mediate RNAi.

Another non-limiting example of a delivery agent that may be used in embodiments of
the invention to delivery a MAPT dsRNA agent of the invention to a cell, tissue and/or subject
is an agent comprising GalNAc that is attached to a MAPT dsRNA agent of the invention and
delivers the MAPT dsRNA agent to a cell, tissue, and/or subject. Examples of certain additional
delivery agents comprising GalNAc that can be used in certain embodiments of methods and
composition of the invention are disclosed in PCT Application:
WO02020191183A1(incorporated herein in its entirety). A non-limiting example of a GalNAc
targeting ligand that can be used in compositions and methods of the invention to deliver a
MAPT dsRNA agent to a cell is a targeting ligand cluster. Examples of targeting ligand clusters
that are presented herein are referred to as: GalNAc Ligand with phosphodiester link (GLO)
and GalNAc Ligand with phosphorothioate link (GLS). The term “GLX-n" may be used herein
to indicate the attached GalNAc-containing compound is any one of compounds GLS-1*, GLS-
2*, GLS-3*, GLS-4*, GLS-5*, GLS-6*, GLS-7*, GLS-8*, GLS-9*, GLS-10*, GLS-11*, GLS-
12*, GLS-13*, GLS-14*, GLS-15%, GLS-16*, GLO-1, GLO-2, GLO-3, GLO-4, GLO-5, GLO-
6, GLO-7, GLO-8, GLO-9, GLO-10, GLO-11, GLO-12, GLO-13, GLO-14, GLO-15, and GLO-
16, the structure of each of which is shown below, with the below with location of attachment
of the GalNAc-targeting ligand to an RNAi agent of the invention at far right of each (shown
with”{” ). Tt will be understood that any RNAi and dsRNA molecule of the invention can be
attached to the GLS-1*, GLS-2*, GLS-3*, GLS-4*, GLS-5*, GLS-6*, GLS-7*, GLS-8*, GLS-
9%, GLS-10*, GLS-11*, GLS-12*, GLS-13*, GLS-14*, GLS-15*, GLS-16*, GLO-1, GLO-2,
GLO-3, GLO-4, GLO-5, GLO-6, GLO-7, GLO-8, GLO-9, GLO-10, GLO-11, GLO-12, GLO-
13, GLO-14, GLO-15, and GLO-16,GLO-1 through GLO-16 and GLS-1* through GLS-16*

structures are shown below.
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In certain embodiments, the aforesaid isomannide nucleotides may further conjugate to one

or more GalNAc targeting ligands. Specific examples of isomannide nucleotides conjugated to

a GalNAc targeting ligand include, but are not limited to:
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phrase "olig" each independently represents a polynucleotide moiety.

In some embodiments of the invention, in vivo delivery can also be by a beta-glucan
delivery system, such as those described in U.S. Pat. Nos. 5,032,401 and 5,607,677, and U.S.
Publication No. 2005/0281781, which are hereby incorporated by reference in their entirety. In
vitro introduction of a MAPT RNAI agent into a cell may also be done using art-known methods
such as electroporation and lipofection. In certain embodiments of methods of the invention, a
MAPT dsRNA is delivered without a targeting agent. These RNAs may be delivered as “naked”
RNA molecules. As a non-limiting example, a MAPT dsRNA of the invention may be
administered to a subject to treat a MAPT-associated disease or condition in the subject, such as
a cardiovascular disease, in a pharmaceutical composition comprising the RNAi agent, but not
including a targeting agent such as a GalNAc targeting compound.

In addition to certain delivery means described herein, it will be understood that RNAi
delivery means, such as but not limited to those described herein and those used in the art, can
be used in conjunction with embodiments of MAPT RNAi agents and treatment methods
described herein.

MAPT dsRNA agents of the invention may be administered to a subject in an amount
and manner effective to reduce a level and activity of MAPT polypeptide in a cell and/or subject.
In some embodiments of methods of the invention one or more MAPT dsRNA agents are
administered to a cell and/or subject to treat a disease or condition associated with MAPT
expression and activity. Methods of the invention, in some embodiments, include administering
one or more MAPT dsRNA agents to a subject in need of such treatment to reduce a disease or
condition associated with MAPT expression in the subject. MAPT dsRNA agents or MAPT
antisense polynucleotide agents of the invention can be administered to reduce MAPT
expression and/or activity in one more of in vitro, ex vivo, and in vivo cells.

In some embodiments of the invention, a level, and thus an activity, of MAPT
polypeptide in a cell is reduced by delivering (e.g. introducing) an MAPT dsRNA agent or
MAPT antisense polynucleotide agent into a cell. Targeting agents and methods may be used
to aid in delivery of a MAPT dsRNA agent or MAPT antisense polynucleotide agent to a specific
cell type, cell subtype, organ, spatial region within a subject, and/or to a sub-cellular region
within a cell. An MAPT dsRNA agent can be administered in certain methods of the invention
singly or in combination with one or more additional MAPT dsRNA agents. In some
embodiments, 2, 3, 4, or more independently selected MAPT dsRNA agents are administered to

a subject.
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In certain embodiments of the invention, an MAPT dsRNA agent is administered to a
subject to treat a MAPT-associated disease or condition in conjunction with one or more
additional therapeutic regimens for treating the MAPT-associate disease or condition. Non-
limiting examples of additional therapeutic regimens are: administering one or more MAPT
antisense polynucleotides of the invention, administering a non-MAPT dsRNA therapeutic agent,
and a behavioral modification. An additional therapeutic regimen may be administered at a time
that is one or more of: prior to, simultancous with, and following administration of a MAPT
dsRNA agent of the invention. It will be understood that simultaneous with as used herein,
within five minutes of time zero, within 10 minutes of time zero, within 30 minutes of time zero,
within 45 minutes of time zero, and within 60 minutes of time zero, with “time zero” the time of
administration of the MAPT dsRNA agent of the invention to the subject. Non-limiting
examples of non-MAPT dsRNA therapeutic agents are: a monoamine inhibitor, e.g.,
tetrabenazine (Xenazine), deutetrabenazine (Austedo), and reserpine, an anticonvulsant, e.g.,
valproic acid (Depakote, Depakene, Depacon), and clonazepam (Klonopin), an antipsychotic
agent, e.g., risperidone (Risperdal), and haloperidol (Haldol), and an antidepressant, e.g.,
paroxetine (Paxil). These and other therapeutic agents and behavior modifications are known in
the art and used to treat a MAPT-associated disease or condition in a subject and may be
administered to a subject in combination with the administration of one or more MAPT dsRNA
agents of the invention to treat the MAPT-associated disease or condition. A MAPT dsRNA
agent of the invention administered to a cell or subject to treat a MAPT-associated disease or
condition may act in a synergistic manner with one or more other therapeutic agents or activities
and increase the effectiveness of the one or more therapeutic agents or activities and/or to
increase the effectiveness of the MAPT dsRNA agent at treating the MAPT-associated disease
or condition.

Treatment methods of the invention that include administration of a MAPT dsRNA agent
can be used prior to the onset of a MAPT-associated disease or condition and/or when a MAPT-
associated disease or condition is present, including at an early stage, mid-stage, and late stage
of the disease or condition and all times before and after any of these stages. Methods of the
invention may also be to treat subjects who have previously been treated for a MAPT-associated
disease or condition with one or more other therapeutic agents and/or therapeutic activities that
were not successful, were minimally successful, and/or are no longer successful at treating the

MAPT-associated disease or condition in the subject.

Vector Encoded dsRNAs

In certain embodiments of the invention, a MAPT dsRNA agent can be delivered into a
cell using a vector. MAPT dsRNA agent transcription units can be included in a DNA or RNA
vector. Prepare and use of such vectors encoding transgenes for delivering sequences into a cell
and or subject are well known in the art. Vectors can be used in methods of the invention that
result in transient expression of MAPT dsRNA, for example for at least 1, 2, 3,4, 5,6,7,8, 9,
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10 or more hours, 1, 2, 3, 4, 5, 6, 7, 8§, 9, 10 or more weeks. The length of the transient
expression can be determined using routine methods based on elements such as, but not limited
to the specific vector construct selected and the target cell and/or tissue. Such transgenes can
be introduced as a linear construct, a circular plasmid, or a viral vector, which can be an
integrating or non-integrating vector. The transgene can also be constructed to permit it to be
inherited as an extrachromosomal plasmid (Gassmann, et al., Proc. Natl. Acad. Sci. USA (1995)
92:1292).

An individual strand or strands of a MAPT dsRNA agent can be transcribed from a
promoter on an expression vector. Where two separate strands are to be expressed to generate,
for example, a dsRNA, two separate expression vectors can be co-introduced to a cell using
means such as transfection or infection. In certain embodiments each individual strand of a
MAPT dsRNA agent of the invention can be transcribed by promoters that are both included on
the same expression vector. In certain embodiments of the invention a MAPT dsRNA agent is
expressed as inverted repeat polynucleotides joined by a linker polynucleotide sequence such
that the MAPT dsRNA agent has a stem and loop structure.

Non-limiting examples of RNA expression vectors are DNA plasmids or viral vectors.
Expression vectors useful in embodiments of the invention can be compatible with eukaryotic
cells. Eukaryotic cell expression vectors are routinely used in the art and are available from a
number of commercial sources. Delivery of MAPT dsRNA expressing vectors can be systemic,
such as by intravenous or intramuscular administration, by administration to target cells ex-
planted from a subject followed by reintroduction into the subject, or by any other means that
allows for introduction into a desired target cell.

Viral vector systems that may be included in an embodiment of a method of the include,
but are not limited to, (a) adenovirus vectors; (b) retrovirus vectors, including but not limited to
lentiviral vectors, moloney murine leukemia virus, etc.; (¢) adeno-associated virus vectors; (d)
herpes simplex virus vectors; (e) SV 40 vectors; (f) polyoma virus vectors; (g) papilloma virus
vectors; (h) picornavirus vectors; (i) pox virus vectors such as an orthopox, e.g., vaccinia virus
vectors or avipox, e.g. canary pox or fowl pox; and (j) a helper-dependent or gutless adenovirus.
Constructs for the recombinant expression of a MAPT dsRNA agent may include regulatory
elements, such as promoters, enhancers, etc., which may be selected to provide constitutive or
regulated/inducible expression. Viral vector systems, and the use of promoters and enhancers,
etc. are routine in the art and can be used in conjunction with methods and compositions
described herein.

Certain embodiments of the invention include use of viral vectors for delivery of MAPT
dsRNA agents into cells. Numerous adenovirus-based delivery systems are routinely used in
the art for deliver to, for example, lung, liver, the central nervous system, endothelial cells, and
muscle. Non-limiting examples of viral vectors that may be used in methods of the invention
are: AAV vectors, a pox virus such as a vaccinia virus, a Modified Virus Ankara (MVA),

NYVAQC, an avipox such as fowl pox or canary pox.
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Certain embodiments of the invention include methods of delivering MAPT dsRNA
agents into cells using a vector and such vectors may be in a pharmaceutically acceptable carrier
that may, but need not, include a slow release matrix in which the gene delivery vehicle is
imbedded. In some embodiments, a vector for delivering a MAPT dsRNA can be produced
from a recombinant cell, and a pharmaceutical composition of the invention may include one or
more cells that produced the MAPT dsRNA delivery system.

Pharmaceutical Compositions Containing MAPT dsRNA or ssRNA agents

Certain embodiments of the invention include use of pharmaceutical compositions
containing a MAPT dsRNA agent or MAPT antisense polynucleotide agent and a
pharmaceutically acceptable carrier. The pharmaceutical composition containing the MAPT
dsRNA agent or MAPT antisense polynucleotide agent can be used in methods of the invention
to reduce MAPT gene expression and MAPT activity in a cell and is useful to treat a MAPT-
associated disease or condition. Such pharmaceutical compositions can be formulated based on
the mode of delivery. Non-limiting examples of formulations for modes of delivery are: a
composition formulated for subcutaneous delivery, a composition formulated for systemic
administration via parenteral delivery, a composition formulated for intravenous (IV) delivery,
a composition formulated for intrathecal delivery, a composition formulated for direct delivery
into brain, etc. Administration of a pharmaceutic composition of the invention to deliver a
MAPT dsRNA agent or MAPT antisense polynucleotide agent into a cell may be done using one
or more means such as: topical (e.g., by a transdermal patch), pulmonary, e.g., by inhalation or
insufflation of powders or aerosols, including by nebulizer; intratracheal, intranasal, epidermal
and transdermal, oral or parenteral. Parenteral administration includes intravenous, intraarterial,
subcutaneous, intraperitoneal or intramuscular injection or infusion; subdermal, e.g., via an
implanted device; or intracranial, e.g., by intraparenchymal, intrathecal or intraventricular,
administration. A MAPT dsRNA agent or MAPT antisense polynucleotide agent can also be
delivered directly to a target tissue, for example directly into the liver, directly into a kidney, etc.
It will be understood that “delivering a MAPT dsRNA agent” or “delivering a MAPT antisense
polynucleotide agent” into a cell encompasses delivering a MAPT dsRNA agent or MAPT
antisense polynucleotide agent, respectively, directly as well as expressing a MAPT dsRNA
agent in a cell from an encoding vector that is delivered into a cell, or by any suitable means
with which the MAPT dsRNA or MAPT antisense polynucleotide agent becomes present in a
cell. Preparation and use of formulations and means for delivering inhibitory RNAs are well
known and routinely used in the art.

As used herein, a “pharmaceutical composition” comprises a pharmacologically effective
amount of a MAPT dsRNA agent or MAPT antisense polynucleotide agent of the invention and
a pharmaceutically acceptable carrier. The term “pharmaceutically acceptable carrier” refers to
a carrier for administration of a therapeutic agent. Such carriers include, but are not limited to,

saline, buffered saline, dextrose, water, glycerol, ethanol, and combinations thereof. The term
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specifically excludes cell culture medium. For drugs administered orally, pharmaceutically
acceptable carriers include, but are not limited to pharmaceutically acceptable excipients such
as inert diluents, disintegrating agents, binding agents, lubricating agents, sweetening agents,
flavoring agents, coloring agents and preservatives. Suitable inert diluents include sodium and
calcium carbonate, sodium and calcium phosphate, and lactose, while corn starch and alginic
acid are suitable disintegrating agents. Binding agents may include starch and gelatin, while
the lubricating agent, if present, will generally be magnesium stearate, stearic acid or talc. If
desired, the tablets may be coated with a material such as glyceryl monostearate or glyceryl
distearate, to delay absorption in the gastrointestinal tract. —Agents included in drug
formulations are described further herein below.

2«

As used herein terms such as: “pharmacologically effective amount,” “therapeutically
effective amount” and “effective amount” refers to that amount of a MAPT dsRNA agent or
MAPT antisense polynucleotide agent of the invention to produce the intended pharmacological,
therapeutic or preventive result. For example, if a given clinical treatment is considered
effective when there is at least a 10% reduction in a measurable parameter associated with a
disease or disorder, a therapeutically effective amount of a drug for the treatment of that disease
or disorder is the amount necessary to effect at least a 10% reduction in that parameter. For
example, a therapeutically effective amount of a MAPT dsRNA agent or MAPT antisense

polynucleotide agent can reduce MAPT polypeptide levels by at least 10%.

Effective amounts

Methods of the invention, in some respects comprise contacting a cell with a MAPT
dsRNA agent or MAPT antisense polynucleotide agent in an effective amount to reduce MAPT
gene expression in the contacted cell. Certain embodiments of methods of the invention
comprise administering a MAPT dsRNA agent or a MAPT antisense polynucleotide agent to a
subject in an amount effective to reduce MAPT gene expression and treat a MAPT-associated
disease or condition in the subject. An “effective amount” used in terms of reducing expression
of MAPT and/or for treating a MAPT-associated disease or condition, is an amount necessary
or sufficient to realize a desired biologic effect. For example, an effective amount of a MAPT
dsRNA agent or MAPT antisense polynucleotide agent to treat a MAPT-associated disease or
condition could be that amount necessary to (i) slow or halt progression of the disease or
condition; or (ii) reverse, reduce, or eliminate one or more symptoms of the disease or condition.
In some aspects of the invention, an effective amount is that amount of a MAPT dsRNA agent
or MAPT antisense polynucleotide agent that when administered to a subject in need of a
treatment of a MAPT-associated disease or condition, results in a therapeutic response that
prevents and/or treats the disease or condition. According to some aspects of the invention, an
effective amount is that amount of a MAPT dsRNA agent or MAPT antisense polynucleotide
agent of the invention that when combined or co-administered with another therapeutic treatment

for a MAPT-associated disease or condition, results in a therapeutic response that prevents
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and/or treats the disease or condition. In some embodiments of the invention, a biologic effect
of treating a subject with a MAPT dsRNA agent or MAPT antisense polynucleotide agent of the
invention may be the amelioration and or absolute elimination of symptoms resulting from the
MAPT-associated disease or condition. In some embodiments of the invention, a biologic
effect is the complete abrogation of the MAPT-associated disease or condition, as evidenced for
example, by a diagnostic test that indicates the subject is free of the MAPT-associated disease
or condition. A non-limiting example of a physiological symptom that may be detected
includes a reduction in MAPT level in liver of a subject following administration of an agent of
the invention. Additional art-known means of assessing the status of a MAPT-associated
disease or condition can be used to determine an effect of an agent and/or methods of the
invention on a MAPT-associated disease or condition.

Typically, an effective amount of a MAPT dsRNA agent or MAPT antisense
polynucleotide agent to decrease MAPT polypeptide activity to a level to treat a MAPT-
associated disease or condition will be determined in clinical trials, establishing an effective dose
for a test population versus a control population in a blind study. In some embodiments, an
effective amount will be that results in a desired response, e.g., an amount that diminishes a
MAPT-associated disease or condition in cells, tissues, and/or subjects with the disease or
condition. Thus, an effective amount of a MAPT dsRNA agent or MAPT antisense
polynucleotide agent to treat a MAPT-associated disease or condition that can be treated by
reducing MAPT polypeptide activity may be the amount that when administered decreases the
amount of MAPT polypeptide activity in the subject to an amount that is less than the amount
that would be present in the cell, tissue, and/or subject without the administration of the MAPT
dsRNA agent or MAPT antisense polynucleotide agent. In certain aspects of the invention the
level of MAPT polypeptide activity, and/or MAPT gene expression present in a cell, tissue,
and/or subject that has not been contacted with or administered a MAPT dsRNA agent or MAPT
antisense polynucleotide agent of the invention is referred to as a “control” amount. In some
embodiments of methods of the invention a control amount for a subject is a pre-treatment
amount for the subject, in other words, a level in a subject before administration of a MAPT
agent can be a control level for that subject and compared to a level of MAPT polypeptide
activity and/or MAPT gene expression in the subject following siRNA administered to the
subject. In the case of treating a MAPT-associated disease or condition the desired response may
be reducing or eliminating one or more symptoms of the disease or condition in the cell, tissue,
and/or subject. The reduction or elimination may be temporary or may be permanent. It will
be understood that the status of a MAPT-associated disease or condition can be monitored using
methods of determining MAPT polypeptide activity, MAPT gene expression, symptom
evaluation, clinical testing, etc. In some aspects of the invention, a desired response to treatment
of a MAPT-associated disease or condition is delaying the onset or even preventing the onset of

the disease or condition.
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An effective amount of a compound that decreases MAPT polypeptide activity may also
be determined by assessing physiological effects of administration of a MAPT dsRNA agent or
MAPT antisense polynucleotide agent on a cell or subject, such as a decrease of a MAPT-
associated disease or condition following administration. Assays and/or symptomatic monitoring
of a subject can be used to determine efficacy of a MAPT dsRNA agent or MAPT antisense
polynucleotide agent of the invention, which may be administered in a pharmaceutical
compound of the invention, and to determine the presence or absence of a response to the
treatment. A non-limiting example, is that one or more art-known tests of a decrease in
biological activity of MAPT, e.g., or additional pathologies associated with elevated levels of
MAPT, preferably in the blood, serum, or cerebrospinal fluid sample(s). Phenotypically,
tauopathies show variable progression of motor, cognitive, and behavioral impairment.

Some embodiments of the invention include methods of determining an efficacy of an
dsRNA agent or MAPT antisense polynucleotide agent of the invention administered to a subject,
to treat a MAPT-associated disease or condition by assessing and/or monitoring one or more
“physiological characteristics” of the MAPT-associated disease or condition in the subject.
Non-limiting examples of physiological characteristics of a MAPT-associated disease or
condition are the MAPT mRNA level, the MAPT protein level, or variable progression of motor,
cognitive, and behavioral impairment.

It will be understood that the amount of a MAPT dsRNA agent or MAPT antisense
polynucleotide agent administered to a subject can be modified based, at least in part, on such
determinations of disease and/or condition status and/or physiological characteristics determined
for a subject. The amount of a treatment may be varied for example by increasing or decreasing
the amount of a MAPT-dsRNA agent or MAPT antisense polynucleotide agent, by changing the
composition in which the MAPT dsRNA agent or MAPT antisense polynucleotide agent,
respectively, is administered, by changing the route of administration, by changing the dosage
timing and so on. The effective amount of a MAPT dsRNA agent or MAPT antisense
polynucleotide agent will vary with the particular condition being treated, the age and physical
condition of the subject being treated; the severity of the condition, the duration of the treatment,
the nature of the concurrent therapy (if any), the specific route of administration, and additional
factors within the knowledge and expertise of the health practitioner. For example, an effective
amount may depend upon the desired level of MAPT polypeptide activity and or MAPT gene
expression that is effective to treat the MAPT-associated disease or condition. A skilled artisan
can empirically determine an effective amount of a particular MAPT dsRNA agent or MAPT
antisense polynucleotide agent of the invention for use in methods of the invention without
necessitating undue experimentation. Combined with the teachings provided herein, by
selecting from among various MAPT dsRNA agents or MAPT antisense polynucleotide agents
of the invention, and weighing factors such as potency, relative bioavailability, patient body
weight, severity of adverse side-effects and preferred mode of administration, an effective

prophylactic or therapeutic treatment regimen can be planned that is effective to treat the
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particular subject. As used in embodiments of the invention, an effective amount of a MAPT
dsRNA agent or MAPT antisense polynucleotide agent of the invention can be that amount that
when contacted with a cell results in a desired biological effect in the cell.

It will be recognized that MAPT gene silencing may be determined in any cell expressing
MAPT, either constitutively or by genomic engineering, and by any appropriate assay. In some
embodiments of the invention, MAPT gene expression is reduced by at least 5%, 6%, 7%, 8%,
9%, 10%, 15%, 20%, 25%. 30%. 35%, 40%, 45%, 50%, 55%, 60%, 65%, 10%, 75%, 80%. 85%,
90%, 95%, or 100% by administration of a MAPT dsRNA agent of the invention. In some
embodiments of the invention, MAPT gene expression is reduced by at between 5% and 10%,
5% and 25%, 10% and 50%, 10% and 75%, 25% and 75%, 25% and 100%, or 50% and 100%
by administration of a MAPT dsRNA agent of the invention.

Dosing

MAPT dsRNA agents and MAPT antisense polynucleotide agents are delivered in
pharmaceutical compositions in dosages sufficient to inhibit expression of MAPT genes. In
certain embodiments of the invention, a dose of MAPT dsRNA agent or MAPT antisense
polynucleotide agent is in a range of 0.01 to 200.0 milligrams per kilogram body weight of the
recipient per day, generally in the range of 1 to 50 mg per kilogram body weight, 5 to 40 mg/kg
body weight, 10 to 30 mg/kg body weight, 1 to 20 mg/kg body weight, 1 to 10 mg/kg body
weight, 4 to 15 mg/kg body weight per day, inclusive. For example, the MAPT dsRNA agent
or MAPT antisense polynucleotide agent can be administered in an amount that is from about
0.01 mg/kg, 0.05 mg/kg, 0.1 mg/kg, 0.2 mg/kg, 0.3 mg/kg, 0.4 mg/kg, 0.5 mg/kg, 1 mg/kg, 1.1
mg/kg, 1.2 mg/kg, 1.3 mg/kg, 1.4 mg/kg, 1.5 mg/kg, 1.6 mg/kg, 1.7 mg/kg, 1.8 mg/kg, 1.9 mg/kg,
2 mg/kg, 2.1 mg/kg, 2.2 mg/kg, 2.3 mg/kg, 2.4 mg/kg, 2.5 mg/kg, 2.6 mg/kg, 2.7 mg/kg, 2.8
mg/kg, 2.9 mg/kg, 3.0 mg/kg, 3.1 mg/kg, 3.2 mg/kg, 3.3 mg/kg, 3.4 mg/kg, 3.5 mg/kg, 3.6 mg/kg,
3.7 mg/kg, 3.8 mg/kg, 3.9 mg/kg, 4 mg/kg, 4.1 mg/kg, 4.2 mg/kg, 4.3 mg/kg, 4.4 mg/kg, 4.5
mg/kg, 4.6 mg/kg, 4.7 mg/kg, 4.8 mg/kg, 4.9 mg/kg, 5 mg/kg, 5.1 mg/kg, 5.2 mg/kg, 5.3 mg/kg,
5.4 mg/kg, 5.5 mg/kg, 5.6 mg/kg, 5.7 mg/kg, 5.8 mg/kg, 5.9 mg/kg, 6 mg/kg, 6.1 mg/kg, 6.2
mg/kg, 6.3 mg/kg, 6.4 mg/kg, 6.5 mg/kg, 6.6 mg/kg, 6.7 mg/kg, 6.8 mg/kg, 6.9 mg/kg, 7 mg/kg,
7.1 mg/kg, 7.2 mg/kg, 7.3 mg/kg, 7.4 mg/kg, 7.5 mg/kg, 7.6 mg/kg, 7.7 mg/kg, 7.8 mg/kg, 7.9
mg/kg, 8 mg/kg, 8.1 mg/kg, 8.2 mg/kg, 8.3 mg/kg, 8.4 mg/kg, 8.5 mg/kg, 8.6 mg/kg, 8.7 mg/kg,
8.8 mg/kg, 8.9 mg/kg, 9 mg/kg, 9.1 mg/kg, 9.2 mg/kg, 9.3 mg/kg, 9.4 mg/kg, 9.5 mg/kg, 9.6
mg/kg, 9.7 mg/kg, 9.8 mg/kg, 9.9 mg/kg, 10 mg/kg, 11 mg/kg, 12 mg/kg, 13mg/kg, 14 mg/kg,
15 mg/kg, 16 mg/kg, 17 mg/kg, 18 mg/kg, 19 mg/kg, 20 mg/kg, 21 mg/kg, 22 mg/kg, 23mg/kg,
24 mg/kg, 25 mg/kg, 26 mg/kg, 27 mg/kg, 28 mg/kg, 29 mg/kg, 30 mg/kg, 31 mg/kg, 32 mg/kg,
33mg/kg, 34 mg/kg, 35 mg/kg, 36 mg/kg, 37 mg/kg, 38 mg/kg, 39 mg/kg, 40 mg/kg, 41 mg/kg,
42 mg/kg, 43mg/kg, 44 mg/kg, 45 mg/kg, 46 mg/kg, 47 mg/kg, 48 mg/kg, 49 mg/kg, through 50
mg/kg body per single dose.
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Various factors may be considered in the determination of dosage and timing of delivery
of a MAPT dsRNA agent of the invention. The absolute amount of a MAPT dsRNA agent or
MAPT antisense polynucleotide agent delivered will depend upon a variety of factors including
a concurrent treatment, the number of doses and the individual subject parameters including age,
physical condition, size and weight. These are factors well known to those of ordinary skill in
the art and can be addressed with no more than routine experimentation. In some embodiments,
a maximum dose can be used, that is, the highest safe dose according to sound medical judgment.

Methods of the invention may in some embodiments include administering to a subject
1,2,3,4,5,6,7, 8,9, 10, or more doses of a MAPT dsRNA agent or MAPT antisense
polynucleotide agent. In some instances, a pharmaceutical compound, (e.g., comprising a
MAPT dsRNA agent or comprising a MAPT antisense polynucleotide agent) can be
administered to a subject at least daily, every other day, weekly, every other week, monthly, etc.
Doses may be administered once per day or more than once per day, for example, 2, 3,4, 5, or
more times in one 24-hour period. A pharmaceutical composition of the invention may be
administered once daily, or the MAPT dsRNA agent or MAPT antisense polynucleotide agent
may be administered as two, three, or more sub-doses at appropriate intervals throughout the day
or even using continuous infusion or delivery through a controlled release formulation. In some
embodiments of methods of the invention, a pharmaceutical composition of the invention is
administered to a subject one or more times per day, one or more times per week, one or more
times per month, or one or more times per year.

Methods of the invention, in some aspects, include administration of a pharmaceutical
compound alone, in combination with one or more other MAPT dsRNA agents or MAPT
antisense polynucleotide agents, and/or in combination with other drug therapies or treatment
activities or regimens that are administered to subjects with a MAPT-associated disease or
condition. Pharmaceutical compounds may be administered in pharmaceutical compositions.
Pharmaceutical compositions used in methods of the invention may be sterile and contain an
amount of a MAPT dsRNA agent or MAPT antisense polynucleotide agent that will reduce
activity of a MAPT polypeptide to a level sufficient to produce the desired response in a unit of
weight or volume suitable for administration to a subject. A dose administered to a subject of
a pharmaceutical composition that includes a MAPT dsRNA agent or MAPT antisense
polynucleotide agent to reduce MAPT protein activity can be chosen in accordance with different
parameters, in particular in accordance with the mode of administration used and the state of the
subject. Other factors include the desired period of treatment. In the event that a response in
a subject is insufficient at the initial doses applied, higher doses (or effectively higher doses by
a different, more localized delivery route) may be employed to the extent that patient tolerance

permits.

Treatment
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As used herein, “MAPT-associated disease”, “MAPT-associated diseases and conditions”
and “diseases and conditions caused and/or modulated by MAPT” is intended to include any
discase associated with the MAPT gene or protein. Such diseases may be caused, for example,
by overproduction of MAPT protein, by mutation of the MAPT gene, by abnormal cleavage of
the MAPT protein, by abnormal interaction between MAPT and other proteins or other
endogenous or exogenous substances. Exemplary MAPT -associated diseases include, but are
not limited to: tauopathy, Alzheimer disease, frontotemporal dementia (FTD), behavioral variant
frontotemporal dementia (bvFTD), FTLD with MAPT mutations, FTD with motor neuron
disease, nonfluent variant primary progressive aphasia (nfvPPA), primary progressive aphasia-
semantic (PPA-S), primary progressive aphasia-logopenic (PPA-L), frontotemporal dementia
with parkinsonism linked to chromosome 17 (FTDP-17), Pick's disease (PiD), argyrophilic grain
disease (AGD), corticobasal degeneration (CBD), multiple system tauopathy with presenile
dementia (MSTD), white matter tauopathy with globular glial inclusions (FTLD with
GGls),neurofibrillary tangle (NFT) dementia, amyotrophic lateral sclerosis (ALS), corticobasal
syndrome (CBS), progressive supranuclear palsy (PSP), Parkinson's disease, postencephalitic
Parkinsonism, Down syndrome (DS), Huntington disease, type 1 myotonic dystrophy, and
Niemann-Pick disease.

Mutations in MAPT cause frontotemporal dementia with parkinsonism and progressive
supranuclear palsy. Mutations in MAPT and hyperphosphorylated tau protein are further
associated with Alzheimer's disease, Parkinson's disease, Amyotrophic lateral sclerosis, and
traumatic brain injury, affecting millions of people world-wide. Under pathological conditions,
tau protein undergoes a variety of intra-molecular modifications and forms toxic oligomeric tau
protein and paired helical filaments, which further assemble into neurofibrillary tangles and form
deposits in the brain (tauopathy). Since regulation of tau is critical for memory, tauopathies have
been linked to cognitive impairment. Therapies effective at halting or reversing the progression
of the highly prevalent Alzheimer's and Parkinson's diseases, both implicating tau protein, are
still lacking. Accordingly, there exists a need to efficiently and potently silence MAPT mRNA
expression, which the present application addresses.

Tauopathies are a heterogeneous class of progressive neurodegenerative disorders
pathologically characterized by the presence of Tau aggregates in the brain. Phenotypically,
tauopathies show variable progression of motor, cognitive, and behavioral impairment.
Tauopathies include, but are not limited to, Alzheimer's disease, frontotemporal dementia (FTD),
and progressive supranuclear palsy (PSP). Tau is a major component of neurofibrillary tangles
in the neuronal cytoplasm, a hallmark in Alzheimer' s disease. The aggregation and deposition
of Tau were also observed in approximately 50% of the brains of patients with Parkinson's
disease.FTD includes, but is not limited to, behavioral variant frontotemporal dementia (bvFTD),
nonfluent variant primary progressive aphasia (nfvPPA), and corticobasal syndrome (CBS).

Also provided are methods useful for ameliorating at least one symptom or hallmark of a

neurodegenerative disease. In certain embodiments, the neurodegenerative disease is a tauopathy,
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Alzheimer’s disease, frontotemporal dementia (FTD), FTDP-17, progressive supranuclear palsy
(PSP), chronic traumatic encephalopathy (CTE), corticobasal ganglionic degeneration (CBD),
epilepsy, or Dravet’s Syndrome. In certain embodiments, the neurodegenerative disease is AD
or FTD. In certain embodiments, the symptom or hallmark includes loss of memory, loss of
motor function, and increase in the number and/or volume of neurofibrillary inclusions.

As used herein, “symptom” or “hallmark” means any physical feature or test
result that indicates the existence or extent of a disease or disorder. In certain embodiments, a
symptom is apparent to a subject or to a medical professional examining or testing the subject.
In certain embodiments, a hallmark is apparent upon invasive diagnostic testing, including, but
not limited to, post-mortem tests. In certain embodiments, a hallmark is apparent on a brain MRI
scan. In certain embodiments, symptoms and hallmarks include loss of memory, loss of motor
function, and/or increase in the number and/or volume of neurofibrillary inclusions.

Available treatments are only aimed at alleviating the symptoms and improving the patient’
s quality of life as the disease progresses. Drugs in preclinical or clinical development include
active and passive immunotherapies; inhibitors of O-deglycosylation, aggregation, kinases,
acetylation, caspases or tau expression; phosphatase activators; microtubule stabilizers; and
modulators of autophagy or proteosomal degradation. Biomarkers and testing used in clinical
trials to assess tauopathy include tau protein phosphorylated at threonine 181 (pTau), total tau
protein (tTau), neurofilament light chain (NfL), and volumetric MRI (vMRI).

In certain aspects of the invention, a subject may be administered a MAPT dsRNA agent
or MAPT antisense polynucleotide agent of the invention at a time that is one or more of before
or after diagnosis of a MAPT-associated disease or condition. In some aspects of the invention,
a subject is at risk of having or developing a MAPT-associated disease or condition. A subject
at risk of developing a MAPT-associated disease or condition is one who has an increased
probability of developing the MAPT-associated disease or condition, compared to a control risk
of developing the MAPT-associated disease or condition. In some embodiments of the
invention, a level of risk may be statistically significant compared to a control level of risk. A
subject at risk may include, for instance, a subject who is, or will be, a subject who has a
preexisting disease and/or a genetic abnormality that makes the subject more susceptible to a
MAPT-associated disease or condition than a control subject without the preexisting disease or
genetic abnormality; a subject having a family and/or personal medical history of the MAPT-
associated disease or condition; and a subject who has previously been treated for a MAPT-
associated disease or condition. It will be understood that a preexisting disease and/or a genetic
abnormality that makes the subject more susceptible to a MAPT-associated disease or condition,
may be a disease or genetic abnormality that when present has been previously identified as
having a correlative relation to a higher likelihood of developing a MAPT-associated disease or
condition.

It will be understood that a MAPT dsRNA agent or MAPT antisense polynucleotide

agent may be administered to a subject based on a medical status of the individual subject. For
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example, a health-care provided for a subject may assess a MAPT level measured in a sample
obtained from a subject and determine it is desirable to reduce the subject’s MAPT level, by
administration of a MAPT dsRNA agent or MAPT antisense polynucleotide agent of the
invention. In this example, the MAPT level may be considered to be a physiological
characteristic of a MAPT-associated condition, even if the subject is not diagnosed as having a
MAPT-assoicated disease such as one disclosed herein. A healthcare provider may monitor
changes in the subject’s MAPT level, as a measure of efficacy of the administered MAPT
dsRNA agent or MAPT antisense polynucleotide agent of the invention. In a non-limiting
example, a biological sample, such as a blood or serum sample may be obtained from a subject
and a MAPT level for the subject determined in the sample. A MAPT dsRNA agent or MAPT
antisense polynucleotide agent is administered to the subject and a blood sample is obtained
from the subject following the administration and the MAPT level determined using the sample
and the results compared to the results determined in the subject’s pre-administration (prior)
sample. A reduction in the subject’s MAPT level in the later sample compared to the pre-
administration level indicates the administered MAPT dsRNA agent or MAPT antisense
polynucleotide agent efficacy in reducing the lipid level in the subject. Certain embodiments of
methods of the invention include adjusting a treatment that includes administering a dsSRNA
agent or a MAPT antisense polynucleotide agent of the invention to a subject based at least in
part on assessment of a change in one or more of the subject’s physiological characteristics of a
MAPT-associated disease or condition resulting from the treatment. For example, in some
embodiments of the invention, an effect of an administered dsSRNA agent or MAPT antisense
polynucleotide agent of the invention may be determined for a subject and used to assist in
adjusting an amount of a dsSRNA agent or MAPT antisense polynucleotide agent of the invention
subsequently administered to the subject. In a non-limiting example, a subject is administered
a dsRNA agent or MAPT antisense polynucleotide agent of the invention, the subject’s MAPT
level is determined after the administration, and based at least in part on the determined level, a
greater amount of the dSRNA agent or MAPT antisense polynucleotide agent is determined to
be desirable in order to increase the physiological effect of the administered agent, for example
to reduce or further reduce the subject’s MAPT level. In another non-limiting example, a
subject is administered a dsSRNA agent or MAPT antisense polynucleotide agent of the invention,
the subject’s MAPT level is determined after the administration and based at least in part on the
determined level, a lower amount of the dSRNA agent or MAPT antisense polynucleotide agent
is desirable to administer to the subject.

Thus, some embodiments of the invention include assessing a change in one or more
physiological characteristics of resulting from a subject’s previous treatment to adjust an amount
of a dsRNA agent or MAPT antisense polynucleotide agent of the invention subsequently
administered to the subject. Some embodiments of methods of the invention include 1, 2, 3, 4,
5, 6, or more determinations of a physiological characteristic of a MAPT-associated disease or

condition to assess and/or monitor the efficacy of an administered MAPT dsRNA agent or
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MAPT antisense polynucleotide agent of the invention, and optionally using the determinations
to adjust one or more of: a dose, administration regimen, and or administration frequency of a
dsRNA agent or MAPT antisense polynucleotide agent of the invention to treat a MAPT-
associated disease or condition in a subject. In some embodiments of methods of the invention,
a desired result of administering an effective amount of a dsRNA agent or MAPT antisense
polynucleotide agent of the invention to a subject is a reduction of the subject’s the MAPT
mRNA level, the MAPT protein level in the subject, or variable progression of motor, cognitive,
and behavioral impairment. Tauopathies are a heterogeneous class of progressive
neurodegenerative disorders pathologically characterized by the presence of Tau aggregates in
the brain. Phenotypically, tauopathies show variable progression of motor, cognitive, and
behavioral impairment. Tauopathies are a heterogeneous class of progressive neurodegenerative
disorders pathologically characterized by the presence of Tau aggregates in the brain. in the
embodiments. the methods include a clinically relevant inhibition of expression of MAPT, e.g.
asdemonstrated by a clinically relevant outcome after treatment of a subject with an agent to
reduce the expression of MAPT, suchas, for example, stabilization or inhibition of caudate
atrophy (e.g, asassessed by volumetric MRI (VMRI)), a stabilization or reduction in
neurofilament light chain (NfL)levels in a CSF sample from a subject, a reduction in mutant
MAPT mRNA or a cleaved mutant Tau.e.g, full-length mutant MAPT mRNA or protein and a
cleaved mutant MAPT mRNA or protein.

As used herein, the terms “treat”, “treated”, or “treating” when used with respect to a
MAPT-associated disease or condition may refer to a prophylactic treatment that decreases the
likelihood of a subject developing the MAPT-associated disease or condition, and also may refer
to a treatment after the subject has developed a MAPT-associated disease or condition in order
to eliminate or reduce the level of the MAPT-associated disease or condition, prevent the MAPT-
associated disease or condition from becoming more advanced (e.g., more severe), and/or slow
the progression of the MAPT-associated disease or condition in a subject compared to the subject
in the absence of the therapy to reduce activity in the subject of MAPT polypeptide.

Certain embodiments of agents, compositions, and methods of the invention can be used
to inhibit MAPT gene expression. As used herein in reference to expression of a MAPT gene,

3«

the terms “inhibit,” “silence,” “reduce,” “down-regulate,” and “knockdown” mean the
expression of the MAPT gene, as measured by one or more of: a level of RNA transcribed from
the gene, a level of activity of MAPT expressed, and a level of MAPT polypeptide, protein or
protein subunit translated from the mRNA in a cell, group of cells, tissue, organ, or subject in
which the MAPT gene is transcribed, is reduced when the cell, group of cells, tissue, organ, or
subject is contacted with (e.g., treated with) a MAPT dsRNA agent or MAPT antisense
polynucleotide agent of the invention, compared to a control level of RNA transcribed from the
MAPT gene, a level of activity of expressed MAPT, or a level of MAPT translated from the

MRNA, respectively. In some embodiments, a control level is a level in a cell, tissue, organ or
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subject that has not been contacted with (e.g., treated with) the MAPT dsRNA agent or MAPT

antisense polynucleotide agent.

Administration methods

A variety of administration routes for a MAPT dsRNA agent or MAPT antisense
polynucleotide agent are available for use in methods of the invention. The particular delivery
mode selected will depend at least in part, upon the particular condition being treated and the
dosage required for therapeutic efficacy. Methods of this invention, generally speaking, may
be practiced using any mode of administration that is medically acceptable, meaning any mode
that produces effective levels of treatment of a MAPT-associated disease or condition without
causing clinically unacceptable adverse effects. In some embodiments of the invention, a
MAPT dsRNA agent or MAPT antisense polynucleotide agent may be administered via an oral,
enteral, mucosal, subcutaneous, and/or parenteral route. The term “parenteral” includes
subcutaneous, intravenous, intrathecal, intramuscular, intraperitoneal, and intrasternal injection,
or infusion techniques. Other routes include but are not limited to nasal (e.g., via a gastro-nasal
tube), dermal, vaginal, rectal, sublingual, and inhalation. Delivery routes of the invention may
include intrathecal, intraventricular, or intracranial. In some embodiments of the invention, a
MAPT dsRNA agent or MAPT antisense polynucleotide agent may be placed within a slow-
release matrix and administered by placement of the matrix in the subject. In some aspects of
the invention, a MAPT dsRNA agent or MAPT antisense polynucleotide agent may be delivered
to a subject cell using nanoparticles coated with a delivery agent that targets a specific cell or
organelle. Various delivery means, methods, agents are known in the art. Non-limiting
examples of delivery methods and delivery agents are additionally provided elsewhere herein.
In some aspects of the invention, the term “delivering” in reference to a MAPT dsRNA agent or
MAPT antisense polynucleotide agent may mean administration to a cell or subject of one or
more “naked” MAPT dsRNA agent or MAPT antisense polynucleotide agent sequences and in
certain aspects of the invention “delivering” means administration to a cell or subject via
transfection means, delivering a cell comprising a MAPT dsRNA agent or MAPT antisense
polynucleotide agent to a subject, delivering a vector encoding a MAPT dsRNA agent or MAPT
antisense polynucleotide agent into a cell and/or subject, etc. Delivery of a MAPT dsRNA
agent or MAPT antisense polynucleotide agent using a transfection means may include
administration of a vector to a cell and/or subject.

In some methods of the invention one or more MAPT dsRNA agents or MAPT antisense
polynucleotide agents may be administered in formulations, which may be administered in
pharmaceutically acceptable solutions, which may routinely contain pharmaceutically
acceptable concentrations of salt, buffering agents, preservatives, compatible carriers, adjuvants,
and optionally other therapeutic ingredients. In some embodiments of the invention a MAPT
dsRNA agent or MAPT antisense polynucleotide agent may be formulated with another

therapeutic agent for simultancous administration. According to methods of the invention, a

120



10

15

20

25

30

35

WO 2025/077806 PCT/CN2024/124070

MAPT dsRNA agent or MAPT antisense polynucleotide agent may be administered in a
pharmaceutical composition. In general, a pharmaceutical composition comprises a MAPT
dsRNA agent or MAPT antisense polynucleotide agent and optionally, a pharmaceutically
acceptable carrier. Pharmaceutically acceptable carriers are well-known to those of ordinary
skill in the art. As used herein, a pharmaceutically acceptable carrier means a non-toxic
material that does not interfere with the effectiveness of the biological activity of the active
ingredients, ¢.g., the ability of the MAPT dsRNA agent or MAPT antisense polynucleotide agent
to inhibit MAPT gene expression in a cell or subject. Numerous methods to administer and
deliver dsSRNA agents or MAPT antisense polynucleotide agents for therapeutic use are known
in the art and may be utilized in methods of the invention.

Pharmaceutically acceptable carriers include diluents, fillers, salts, buffers, stabilizers,
solubilizers and other materials that are well-known in the art. Exemplary pharmaceutically
acceptable carriers are described in U.S. Pat. No. 5,211,657 and others are known by those
skilled in the art. Such preparations may routinely contain salt, buffering agents, preservatives,
compatible carriers, and optionally other therapeutic agents. When used in medicine, the salts
should be pharmaceutically acceptable, but non-pharmaceutically acceptable salts may
conveniently be used to prepare pharmaceutically acceptable salts thereof and are not excluded
from the scope of the invention. Such pharmacologically and pharmaceutically acceptable salts
include, but are not limited to, those prepared from the following acids: hydrochloric,
hydrobromic, sulfuric, nitric, phosphoric, maleic, acetic, salicylic, citric, formic, malonic,
succinic, and the like. Also, pharmaceutically acceptable salts can be prepared as alkaline metal
or alkaline earth salts, such as sodium, potassium or calcium salts.

Some embodiments of methods of the invention include administering one or more
MAPT dsRNA agents or MAPT antisense polynucleotide agents directly to a tissue. In some
embodiments, the tissue to which the compound is administered is a tissue in which the MAPT-
associated disease or condition is present or is likely to arise, non-limiting examples of which
are the heart. Direct tissue administration may be achieved by direct injection or other means.
Many orally delivered compounds naturally travel to and through the liver and kidneys and some
embodiments of treatment methods of the invention include oral administration of one or more
MAPT dsRNA agents to a subject. MAPT dsRNA agents or MAPT antisense polynucleotide
agents, either alone or in conjunction with other therapeutic agents, may be administered once,
or alternatively they may be administered in a plurality of administrations. If administered
multiple times, the MAPT dsRNA agent or MAPT antisense polynucleotide agent may be
administered via different routes. For example, though not intended to be limiting, a first (or
first several) administrations may be made via subcutancous means and one or more additional
administrations may be oral and/or systemic administrations. In some embodiments, the dSRNA
agent is administered to the subject subcutaneously. In certain embodiments, the dSRNA agent
is administered to the subject by IV administration. In some embodiments, the dsSRNA agent is

administered to the subject by intrathecally. In yet another embodiment, the dsRNA agent is
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administered to the subject intracisternally. A non-limiting exemplary intracisternal
administration comprises an injection into the cisterna magna (cerebellomedullary cistern) by
suboccipital puncture. In certain embodiments, the dsRNA is administered by
intracerebroventricular (ICV) injection, intrastriatal (IS) injection, intravenous (IV) injection,
subcutaneous (SQ) injection, or a combination thereof.

For embodiments of the invention in which it is desirable to administer a MAPT dsRNA
agent or MAPT antisense polynucleotide agent systemically, the MAPT dsRNA agent or MAPT
antisense polynucleotide agent may be formulated for parenteral administration by injection, e.g.,
by bolus injection or continuous infusion. Formulations for injection may be presented in unit
dosage form, e.g., in ampoules or in multi-dose containers, with or without an added preservative.
MAPT dsRNA agent formulations (also referred to as pharmaceutical compositions) may take
such forms as suspensions, solutions or emulsions in oily or aqueous vehicles, and may contain
formulatory agents such as suspending, stabilizing and/or dispersing agents.

Preparations for parenteral administration include sterile aqueous or non-aqueous
solutions, suspensions, and emulsions. Examples of non-aqueous solvents are propylene glycol,
polyethylene glycol, vegetable oils such as olive oil, and injectable organic esters such as ethyl
oleate. Aqueous carriers include water, alcoholic/aqueous solutions, emulsions or suspensions,
including saline and buffered media. Parenteral vehicles include sodium chloride solution,
Ringer's dextrose, dextrose and sodium chloride, lactated Ringer's, or fixed oils. Intravenous
vehicles include fluid and nutrient replenishers, electrolyte replenishers (such as those based on
Ringer's dextrose), and the like. Preservatives and other additives may also be present such as,
for example, antimicrobials, anti-oxidants, chelating agents, and inert gases and the like. Lower
doses will result from other forms of administration, such as intravenous administration. In the
event that a response in a subject is insufficient at the initial doses applied, higher doses (or
effectively higher doses by a different, more localized delivery route) may be employed to the
extent that patient tolerance permits. Multiple doses per day may be used as needed to achieve
appropriate systemic or local levels of one or more MAPT dsRNA agents or MAPT antisense
polynucleotide agents and to achieve appropriate reduction in MAPT protein activity.

In yet other embodiments, methods of the invention include use of a delivery vehicle
such as biocompatible microparticle, nanoparticle, or implant suitable for implantation into a
recipient, e.g., a subject. Exemplary bioerodible implants that may be useful in accordance with
this method are described in PCT Publication No. WO 95/24929 (incorporated by reference
herein), which describes a biocompatible, biodegradable polymeric matrix for containing a
biological macromolecule.

Both non-biodegradable and biodegradable polymeric matrices can be used in methods
of the invention to deliver one or more MAPT dsRNA agents or MAPT antisense polynucleotide
agents to a subject. In some embodiments, a matrix may be biodegradable. Matrix polymers
may be natural or synthetic polymers. A polymer can be selected based on the period of time

over which release is desired, generally in the order of a few hours to a year or longer. Typically,
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release over a period ranging from between a few hours and three to twelve months can be used.
The polymer optionally is in the form of a hydrogel that can absorb up to about 90% of its weight
in water and further, optionally is cross-linked with multivalent ions or other polymers.

In general, MAPT dsRNA agents or MAPT antisense polynucleotide agents may be
delivered in some embodiments of the invention using the bioerodible implant by way of
diffusion, or by degradation of the polymeric matrix. Exemplary synthetic polymers for such use
are well known in the art. Biodegradable polymers and non-biodegradable polymers can be
used for delivery of MAPT dsRNA agents or MAPT antisense polynucleotide agents using art-
known methods. Bioadhesive polymers such as bioerodible hydrogels (see H. S. Sawhney, C. P.
Pathak and J. A. Hubell in Macromolecules, 1993, 26, 581-587, the teachings of which are
incorporated by reference herein) may also be used to deliver MAPT dsRNA agents or MAPT
antisense polynucleotide agents for treatment of a MAPT-associated disease or condition.
Additional suitable delivery systems can include time-release, delayed release or sustained
release delivery systems. Such systems can avoid repeated administrations of a MAPT dsRNA
agent or MAPT antisense polynucleotide agent, increasing convenience to the subject and the
medical care professional. Many types of release delivery systems are available and known to
those of ordinary skill in the art. (See for example: U.S. Pat. Nos. 5,075,109; 4,452,775;
4,675,189; 5,736,152; 3,854,480; 5,133,974; and 5,407,686 (the teaching of each of which is
incorporated herein by reference). In addition, pump-based hardware delivery systems can be
used, some of which are adapted for implantation.

Use of a long-term sustained release implant may be suitable for prophylactic treatment
of subjects and for subjects at risk of developing a recurrent MAPT-associated disease or
condition. Long-term release, as used herein, means that the implant is constructed and
arranged to deliver a therapeutic level of a MAPT dsRNA agent or MAPT antisense
polynucleotide agent for at least up to 10 days, 20 days, 30 days, 60 days, 90 days, six months,
a year, or longer. Long-term sustained release implants are well-known to those of ordinary
skill in the art and include some of the release systems described above.

Therapeutic formulations of MAPT dsRNA agents or MAPT antisense polynucleotide
agents may be prepared for storage by mixing the molecule or compound having the desired
degree of purity with optional pharmaceutically acceptable carriers, excipients or stabilizers
[Remington's Pharmaceutical Sciences 21% edition, (2006)], in the form of Iyophilized
formulations or aqueous solutions. Acceptable carriers, excipients, or stabilizers are nontoxic to
recipients at the dosages and concentrations employed, and include buffers such as phosphate,
citrate, and other organic acids; antioxidants including ascorbic acid and methionine;
preservatives (such as octadecyldimethylbenzyl ammonium chloride; hexamethonium chloride;
benzalkonium chloride, benzethonium chloride; phenol, butyl or benzyl alcohol; alkyl parabens
such as methyl or propyl paraben; catechol; resorcinol; cyclohexanol; 3-pentanol; and m-cresol);
low molecular weight (less than about 10 residues) polypeptides; proteins, such as serum

albumin, gelatin, or immunoglobulins; hydrophilic polymers such as polyvinylpyrrolidone;
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amino acids such as glycine, glutamine, asparagine, histidine, arginine, or lysine;
monosaccharides, disaccharides, and other carbohydrates including glucose, mannose, or
dextrins; chelating agents such as EDTA; sugars such as sucrose, mannitol, trehalose or sorbitol;
salt-forming counter-ions such as sodium; metal complexes (e.g., Zn-protein complexes); and/or
non-ionic surfactants such as TWEEN®, PLURONICS® or polyethylene glycol (PEG).

Cells, Subjects, and Controls

Methods of the invention may be used in conjunction with cells, tissues, organs and/or
subjects. In some aspects of the invention a subject is a human or vertebrate mammal including
but not limited to a dog, cat, horse, cow, goat, mouse, rat, and primate, e.g., monkey. Thus, the
invention can be used to treat MAPT-associated diseases or conditions in human and non-human
subjects. In some aspects of the invention a subject may be a farm animal, a zoo animal, a
domesticated animal or non-domesticated animal and methods of the invention can be used in
veterinary prevention and treatment regimens. In some embodiments of the invention, the subject
is a human and methods of the invention can be used in human prevention and treatment
regimens.

Non-limiting examples of subjects to which the present invention can be applied are
subjects who are diagnosed with, suspected of having, or at risk of having a disease or condition
associated with a higher than desirable MAPT expression and/or activity, also referred to as
“elevated levels of MAPT expression”. Non-limiting examples of disecases and conditions
associated with a higher than desirable levels of MAPT expression and/or activity are described
elsewhere herein. Methods of the invention may be applied to a subject who, at the time of
treatment, has been diagnosed as having the disease or condition associated with a higher than
desirable MAPT expression and/or activity, or a subject who is considered to be at risk for having
or developing a disease or condition associated with a higher than desirable MAPT expression
and/or activity. In some aspects of the invention a disease or condition associated with a higher
than desirable MAPT level of expression and/or activity is an acute disease or condition, and in
certain aspects of the invention a disease or condition associated with a higher than desirable
MAPT level of expression and/or activity is a chronic disease or condition.

In a non-limiting example, a MAPT dsRNA agent of the invention is administered to a
subject diagnosed with, suspected of having, or at risk of having loss of memory, loss of motor
function, and/or increase in the number and/or volume of neurofibrillary inclusions, which is a
disease in which it is desirable to reduce MAPT expression. Methods of the invention may be
applied to the subject who, at the time of treatment, has been diagnosed as having the disease or
condition, or a subject who is considered to be at risk for having or developing the disease or
condition.

In another non-limiting example, a MAPT dsRNA agent of the invention is administered
to a subject diagnosed with, suspected of having, or at risk of having, loss of memory, loss of

motor function, and/or increase in the number and/or volume of neurofibrillary inclusions, which
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is a disease in which it is desirable to reduce MAPT expression. Methods of the invention may
be applied to the subject who, at the time of treatment, has been diagnosed as having the disease
or condition, or a subject who is considered to be at risk for having or developing the disease or
condition.

A cell to which methods of the invention may be applied include cells that are in vitro,
in vivo, ex vivo cells. Cells may be in a subject, in culture, and/or in suspension, or in any other
suitable state or condition. A cell to which a method of the invention may be applied can be a
liver cell, a hepatocyte, a cardiac cell, a pancreatic cell, a cardiovascular cell, kidney cell or other
type of vertebrate cell, including human and non-human mammalian cells. In certain aspects of
the invention, a cell to which methods of the invention may be applied is a healthy, normal cell
that is not known to be a disease cell. In certain embodiments of the invention a cell to which
methods and compositions of the invention are applied to a liver cell, a hepatocyte, a cardiac cell,
a pancreatic cell, a cardiovascular cell, and/or a kidney cell. In certain aspects of the invention,
a control cell is a normal cell, but it will be understood that a cell having a disease or condition
may also serve as a control cell in particular circumstances for example to compare results in a
treated cell having a disease or condition versus an untreated cell having the disease or condition,
etc.

A level of MAPT polypeptide activity can be determined and compared to control level
of MAPT polypeptide activity, according to methods of the invention. A control may be a
predetermined value, which can take a variety of forms. It can be a single cut-off value, such
as a median or mean. It can be established based upon comparative groups, such as in groups
having normal levels of MAPT polypeptide and/or MAPT polypeptide activity and groups
having increased levels of MAPT polypeptide and/or MAPT polypeptide activity. Another non-
limiting example of comparative groups may be groups having one or more symptoms of or a
diagnosis of a MAPT-associated disease or condition; groups without having one or more
symptoms of or a diagnosis of the disease or condition; groups of subjects to whom an siRNA
treatment of the invention has been administered; groups of subjects to whom an siRNA
treatment of the invention has not been administered. Typically, a control may be based on
apparently healthy normal individuals in an appropriate age bracket or apparently healthy cells.
It will be understood that controls according to the invention may be, in addition to
predetermined values, samples of materials tested in parallel with the experimental materials.
Examples include samples from control populations or control samples generated through
manufacture to be tested in parallel with the experimental samples. In some embodiments of
the invention, a control may include a cell or subject not contacted or treated with a MAPT
dsRNA agent of the invention and in such instances, a control level of MAPT polypeptide and/or
MAPT polypeptide activity can be compared to a level of MAPT polypeptide and/or MAPT
polypeptide activity in a cell or subject contacted with a MAPT dsRNA agent or MAPT antisense
polynucleotide agent of the invention.

In some embodiments of the invention a level of MAPT polypeptide determined for a
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subject can be a control level against which a level of MAPT polypeptide determined for the
same subject at a different time is compared. In a non-limiting example, a level of MAPT is
determined in a biological sample obtained from a subject who has not been administered a
MAPT treatment of the invention. In some embodiments, the biological sample is a serum
sample. The level of MAPT polypeptide determined in the sample obtained from the subject can
serve as a baseline or control value for the subject. After one or more administrations of a
MAPT dsRNA agent to the subject in a treatment method of the invention, one or more additional
serum samples can be obtained from the subject and the level of MAPT polypeptide in the
subsequent sample or samples can be compared to the control/baseline level for the subject.
Such comparisons can be used to assess onset, progression, or recession of a MAPT associated
disease or condition in the subject. For example, a level of MAPT polypeptide in the baseline
sample obtained from the subject that is higher than a level obtained from the same subject after
the subject has been administered a MAPT dsRNA agent or MAPT antisense polynucleotide
agent of the invention indicates regression of the MAPT-associated disease or condition and
indicates efficacy of the administered MAPT dsRNA agent of the invention for treatment of the
MAPT-associated disease or condition.

In some aspects of the invention, values of one or more of a level of MAPT polypeptide
and/or MAPT polypeptide activity determined for a subject may serve as control values for later
comparison of levels of MAPT polypeptide and/or MAPT activity, in that same subject, thus
permitting assessment of changes from a “baseline” MAPT polypeptide activity in a subject.
Thus, an initial MAPT polypeptide level and/or initial MAPT polypeptide activity level may be
present and/or determined in a subject and methods and compounds of the invention may be
used to decrease the level of MAPT polypeptide and/or MAPT polypeptide activity in the subject,
with the initial Ievel serving as a control level for that subject.

Using methods of the invention, MAPT dsRNA agents and/or MAPT antisense
polynucleotide agents of the invention may be administered to a subject. Efficacy of the
administration and treatment of the invention can be assessed when a level of MAPT polypeptide
in a serum sample obtained from a subject is decreased by at least 0.5%, 1%, 5%, 10%, 20%,
30%, 40%, 50%, 60%, 70%, 80%, 90%, 95%, or more compared to a pre-administration level
of MAPT polypeptide in a serum sample obtained from the subject at a prior time point, or
compared to a non-contacted control level, for example a level of MAPT polypeptide in a control
serum sample. It will be understood that a level of MAPT polypeptide and a level of MAPT
polypeptide activity both correlate with a level of MAPT gene expression. Certain
embodiments of methods of the invention comprise administering a MAPT dsRNA and/or
MAPT antisense agent of the invention to a subject in an amount effective to inhibit MAPT gene
expression and thereby reduce a level of MAPT polypeptide and reduce a level of MAPT
polypeptide activity in the subject.

Some embodiments of the invention, include determining presence, absence, and/or an

amount (also referred to herein as a level) of MAPT polypeptide in one or more biological
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samples obtained from one or more subjects. The determination can be used to assess efficacy
of a treatment method of the invention. For example, methods and compositions of the
invention can be used to determine a level of MAPT polypeptide in a biological sample obtained
from a subject previously treated with administration of a MAPT dsRNA agent and/or a MAPT
antisense agent of the invention. A level of MAPT polypeptide determined in a serum sample
obtained from the treated subject that is lower by at least 0.5%, 1%, 5%, 10%, 20%, 30%, 40%,
50%, 60%, 70%, 80%, 90%, 95%, or more compared to a pretreatment level of MAPT
polypeptide determined for the subject, or compared to a non-contacted control biological
sample level, indicates a level of efficacy of the treatment administered to the subject.

In some embodiments of the invention a physiological characteristic of a MAPT-
associated disease or condition determined for a subject can be a control determination against
which a determination of the physiological characteristic in the same subject at a different time
is compared. In a non-limiting example, a physiological characteristic such as the reduction in
the expression of MAPT may also be assessed indirectly by measuring a decrease in biological
activity of MAPT, e.g., or additional pathologies associated with elevated levels of MAPT,
preferably in the blood, serum, or cerebrospinal fluid sample(s). Phenotypically, tauopathies
show variable progression of motor, cognitive, and behavioral impairment. Tauopathies are a
heterogeneous class of progressive neurodegenerative disorders pathologically characterized by
the presence of Tau aggregates in the brain. Phenotypically, tauopathies show variable
progression of motor, cognitive, and behavioral impairment. Tauopathies are a heterogeneous
class of progressive neurodegenerative disorders pathologically characterized by the presence of
Tau aggregates in the brain.

The MAPT mRNA level (and/or other physiological characteristic of a MAPT disease or
condition) determined in the sample obtained from the subject can serve as a baseline or control
value for the subject. After one or more administrations of a MAPT dsRNA agent to the subject
in a treatment method of the invention, one or more additional serum samples can be obtained
from the subject and MAPT mRNA level and/or MAPT protein level in the subsequent sample
or samples are compared to the control/baseline level and/or ratio, respectively, for the subject.
Such comparisons can be used to assess onset, progression, or recession of a MAPT associated
disease or condition in the subject. For example, MAPT mRNA level in the baseline sample
obtained from the subject that is higher than MAPT mRNA level determined in a sample
obtained from the same subject after the subject has been administered a MAPT dsRNA agent
or MAPT antisense polynucleotide agent of the invention indicates regression of the MAPT-
associated disease or condition and indicates efficacy of the administered MAPT dsRNA agent
of the invention for treatment of the MAPT-associated disease or condition.

In some aspects of the invention, values of one or more of a physiological characteristic
of a MAPT-associcated disease or condition determined for a subject may serve as control values
for later comparison of the physiological characteristics in that same subject, thus permitting

assessment of changes from a “baseline” physiological characteristic in a subject. Thus, an
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initial physiological characteristic may be present and/or determined in a subject and methods
and compounds of the invention may be used to decrease the level of MAPT polypeptide and/or
MAPT polypeptide activity in the subject, with the initial physiological characteristic
determination serving as a control for that subject.

Using methods of the invention, MAPT dsRNA agents and/or MAPT antisense
polynucleotide agents of the invention may be administered to a subject in an effective amount
to treat a MAPT disease or condition. Efficacy of the administration and treatment of the
invention can be assessed by determining a change in one or more physiological characteristics
of the MAPT disease or condition. In anon-limiting example, a MAPT mRNA level in a serum
sample obtained from a subject is decreased by at least 0.5%, 1%, 5%, 10%, 20%, 30%, 40%,
50%, 60%, 70%, 80%, 90%, 95%, or more compared to a pre-administration lipid in a serum
sample obtained from the subject at a prior time point, or compared to a non-contacted control
level, for example MAPT mRNA level in a control serum sample. It will be understood that
the MAPT mRNA level, the MAPT protein level in the subject, or the lipid level. Certain
embodiments of methods of the invention comprise administering a MAPT dsRNA and/or
MAPT antisense agent of the invention to a subject in an amount effective to inhibit MAPT gene
expression and thereby reduce the MAPT mRNA level, the MAPT protein level in the subject,
or otherwise positively impact a physiological characteristic of a MAPT-assocaited disease or
condition in the subject.

Some embodiments of the invention, include determining presence, absence, and/or a
change in a physiological characteristic of a MAPT-associated disease or condition using
methods such as but not limited to: (1) assessing one or more biological samples obtained from
one or more subjects for the physiological characteristic; (2) imaging a subject (for example but
not limited to obtaining a liver image); and (3) or physical examination of the subject. The

determination can be used to assess efficacy of a treatment method of the invention.

Kits

Also within the scope of the invention are kits that comprise one or more MAPT dsRNA
agents and/or MAPT antisense polynucleotide agents and instructions for its use in methods of
the invention. Kits of the invention may include one or more of a MAPT dsRNA agent, MAPT
sense polynucleotide, and MAPT antisense polynucleotide agent that may be used to treat a
MAPT-associated disease or condition. Kits containing one or more MAPT dsRNA agents,
MAPT sense polynucleotides, and MAPT antisense polynucleotide agents can be prepared for
use in treatment methods of the invention. Components of kits of the invention may be
packaged either in aqueous medium or in lyophilized form. A kit of the invention may comprise
a carrier being compartmentalized to receive in close confinement therein one or more container
means or series of container means such as test tubes, vials, flasks, bottles, syringes, or the like.
A first container means or series of container means may contain one or more compounds such

as a MAPT dsRNA agent and/or MAPT sense or antisense polynucleotide agent. A second
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container means or series of container means may contain a targeting agent, a labelling agent, a
delivery agent, etc. that may be included as a portion of a MAPT dsRNA agent and/or MAPT
antisense polynucleotide to be administered in an embodiment of a treatment method of the
invention.

A kit of the invention may also include instructions. Instructions typically will be in
written form and will provide guidance for carrying-out a treatment embodied by the kit and
for making a determination based upon that treatment.

The following examples are provided to illustrate specific instances of the practice of the
present invention and are not intended to limit the scope of the invention. As will be apparent
to one of ordinary skill in the art, the present invention will find application in a variety of

compositions and methods.

Examples
Example 1.
Phosphoramidite Compound 2
1
Ak
o j
LCNENT NN
e o B coMT
¥on - B opu Ca0 gl RN
‘{..O\‘L_{q-’ﬂ DT {19 2q.) O OO rrerazate (0.45 W 1.1 ey L_;'\f Y
[y T PP Ll e o el o '
e ‘g\.n/’ Pyridine (30 Valy, 25 °C, 15 0 s W ‘g\s_) 3R, 260 o ; H
ST N
A B compound 2

DMTrCl (232 g, 684 mmol, 1.0 eg) in pyridine (400 mL) was added to the solution of
isomannide compound A (100 g, 684 mmol, 1.0 eg) in pyridine (600 mL), and the mixture was
stirred at 25 °C for 12 hrs. LC-MS showed compound A was consumed completely and one
main peak with desired mass was detected. The resulting reaction mixture was diluted with water
(500 mL), extracted with DCM (500 mL *2), and the combined organic phases were washed
with brine (500 mL), dried over Na>SO4 and concentrated in vacuum to get the residue. The
residue was purified by column chromatography (DCM/MeOH=100/1 to 50/1, 0.1% Et:N) to
give compound B (150 g, 48.9% yield) a yellow solid.

'H NMR: EC4783-404-P1B1_C (400 MHz, DMSO-ds) J ppm 7.46 (br d, J=7.63 Hz, 2 H) 7.28
-7.37 (m, 6 H) 7.19 - 7.25 (m, 1 H) 6.90 (br d, /=7.88 Hz, 4 H) 4.70 (d, /=6.50 Hz, 1 H) 3.99 -
4.09 (m, 6 H) 3.88 - 3.96 (m, 2 H) 3.83 (brdd, J=7.82,6.94 Hz, 1 H) 3.74 (s, 6 H) 3.41 (br t,
J=8.13 Hz, 1 H) 3.05 (t, /=8.44 Hz, 1 H) 2.85 (br t, /=7.50 Hz, 1 H).

To a solution of compound B (80.0 g, 178 mmol, 1.0 eq) in DCM (800 mL) at 25 °C under
N> atmosphere was added dropwise ZH-tetrazole (0.45 M, 436 mL, 1.1 eq), then compound C
(80.6 g, 267 mmol, 85.0 mL, 1.5 eg) in DCM (200 mL) was added dropwise to the mixture.
The reaction mixture was stirred at 25°C under for 1.0 hr. LC-MS showed compound B was

consumed completely and one main peak with desired mass was detected. The resulting
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reaction mixture was cooled to -20 °C and poured into ice cold sat. NaHCO3 (500 mL), extracted
with DCM (500 mL *3), the combined organic layers were washed with sat. NaHCOQ3/brine=1:1
(3 00 mL/300 mL), dried over Na2SO4 and concentrated in vacuum (35 °C) to get the residue
(100 mL). The residue was purified by column chromatography (Al.O3;, DCM/MeOH=100/1 to
50/1, 0.1% Et3N) to give compound?2 (77 g, 119 mmol, 66.5% yield) as a white solid.

'H NMR: EC4783-423-P1B1_C (400 MHz, DMSO-ds) 6 ppm 7.22 (br d, J=7.50 Hz, 2 H) 7.05
-7.14 (m, 6 H) 6.96 - 7.02 (m, 1 H) 6.67 (br dd, J=8.82, 1.81 Hz, 4 H) 3.95 - 4.07 (m, 2 H) 3.73
-3.83 (m, 1 H)3.62-3.72 (m, 2 H) 3.48 - 3.53 (m, 6 H) 3.27 - 3.37 (m, 3 H) 3.11 (s, 6 H) 2.82
(td, J=8.54,2.31 Hz, 1 H) 2.47 - 2.63 (m, 3 H) 2.28 (br d, J=1.63 Hz, 3 H) 0.82 - 1.00 (m, 13 H).

Phosphoramidite Compound 1

Mg ‘_g\;f ODRTr
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A
%
B compound1

To a solution of compound B (500 mg, 1.11 mmol, 1.0 eq) in DCM (5.0 mL) was added
compound D (607 mg, 3.34 mmol, 3.0 eq) and DIEA (432 mg, 3.34 mmol, 582 uL, 3.0 eq) under
N> atmosphere at 0-5 °C, the mixture was stirred at 25 °C for 1.0 hrs. LC-MS showed
Compound B was consumed completely, several new peaks were shown on LC-MS and ~70.9%
of desired compound was detected. The resulting reaction mixture was cooled to -20 °C and
poured into cold (0-5 °C) sat. NaHCOj3 (5.0 mL) solution, extracted with DCM (5.0 mL *2), the
combined organic layers were washed with cold (0-5 °C) sat. NaHCO3/brine =1:1 (5.0 mL/5.0
mL), dried over Na;SO4 and concentrated in vacuum to get the residue (~5 mL). The residue
was purified by column chromatography (alkaline Al20O3, Petroleum ether/Ethyl acetate=10/1 to
5/1,0.1% EiN) to give compound 1 (280 mg, 471 pmol, 42.3% yield) was obtained as a white
solid.

'"H NMR: EC10615-49-P1N (400 MHz, DMSO-ds) 6 ppm 7.44 (br d, /=7.63 Hz, 2 H), 7.31
(br t, J/=7.94 Hz, 6 H), 7.18 - 7.26 (m, 1 H), 6.89 (brd, J=8.00 Hz, 4 H), 4.08 - 4.13 (m, 1 H),
3.95-4.03 (m, 1 H), 3.84 - 3.93 (m, 1 H), 3.77 - 3.83 (m, 1 H), 3.74 (s, 6 H), 3.43 - 3.53 (m, 3
H), 3.38 (br d, J/=6.75 Hz, 1 H), 2.94 - 3.04 (m, 1 H), 2.70 - 2.85 (m, 1 H), 1.09 - 1.15 (m, 12 H),
1.07 (br s, 3 H).
Other phosphoramidites may be prepared according to procedures described herein
and/or prior arts such as, but are not limited to, US426,220 and WO02/36743.

Example 2. Preparation of a solid support comprising phosphoramidites monomers of the present

invention
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Dichloromethane (19.50kg) was added to the 50 L glass kettle under the protection of
nitrogen and started stirring. The temperature was controlled at 20~30 °C, and DMTr imann
(1.47 kg), triethylamine (1.50 kg), 4-dimethylaminopyridine (0.164 kg) and succinic anhydride
(1.34 kg) was added to the glass kettle. The system was kept at 20~30 °C for 18h, samples were
taken and the reaction was ended. Saturated sodium bicarbonate solution (22.50 kg) was added
into the reaction system, stirred for 10-20 min, and allowed to separate into layers. The organic
phase was separated, and the aqueous phase was extracted twice with dichloromethane, and the
organic phase was combined and dried over anhydrous sodium sulfate, filtered, and concentrated
in vacuum to get the residue forming a gray to off-white solid of 1.83 kg.

N, N-dimethylformamide (23.50 kg) was added into a 100L glass kettle and stirred. The
temperature was controlled at 20~30 °C. Under the protection of nitrogen, the products of the
previous step, O-benzotriazole tetramethylurea hexafluorophosphate (0.33 kg) and N, N-
diisopropylethylamine (0.13 kg) were added into the aforesaid 100L glass kettle through the
solid feeding funnel and stirred for 10~30 minutes and were discharged into a 50 L zinc barrel
for use. Macroporous amine methyl resin (3.25 kg) (purchased from Tianjin Nankai Hecheng
Science and Technology Co., Ltd., batch number HA2X 1209, load capacity 0.48 mmol/g) were
added into the aforesaid 100 L solid phase synthesis reactor through the solid feeding funnel, the
temperature was controlled at 20~30 °C, N, N-dimethylformamide (21.00 kg+21.00 kg) and the
reaction solution in the zinc barrel of the previous step were add into the solid phase synthesis
reactor. The system was subject to thermal insulation reaction, and the solid load was tracked to
> 250umol/g, and the load detection method was UV. The system was filtered under the pressure
of nitrogen, the filter cake was washed with N, N-dimethylformamide for three times
(26.00kg+26.10kg+26.00kg), and the filter cake was left in the kettle. CAP.A (50% acetonitrile
and 50% acetic anhydride, 4.40kg+4.42kg+4.30kg) and CAP.B (20% pyridine and 30% N-
methylimidazole and 50% acetonitrile, 4.40kg+4.40kg+4.47kg) were added into the 80L glass
kettle, and stirred for 3~8min before use. This operation was repeated for three times to cap, and
acetonitrile (18.00 kg+18.00 kg+18.00 kg+17.50 kg+17.50 kg) was added into the solid phase
synthesis kettle. Filter-pressed after nitrogen bubbling for 10~30 min. This operation was
repeated for four times, the filter cake was purged in the solid phase synthesis kettle with nitrogen
for 2-4 h, and then was transferred to a 50 L filter press tank. The temperature was controlled at
15~30 °C, continued drying, and obtained yellow to white solid product after drying, weight:
3516 kg.
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The isomannide residue can be added to the 5" -end or 3' -end of the oligonucleotide chain by a
method well known to those skilled in the art, such as the reverse abasic (invab) method, and
further added to the target to the group.

5 Example 3 . Preparation of 5'-phosphate mimic phosphoramidite

Preparation of Enantiomeric phosphoramidite-15-1 and enantiomeric phosphoramidite-

15-2
OH
o
y m benzoyl chioride f\f 7(© _ PhostssMz_ j _mCPBA j
T " pyridine . ACN T FenyDEAD @’ O’
Phos-15-SM1 Phos-15-1A Phos-15-1B Phos-15-1C
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Em‘Fv' ﬂ,. EtO’,'!\/SAG
Et0 THF E10
Phos-15-SM3 Phos-15-1D
10 Benzoyl chloride (126 g, 893 mmol, 104 mL) was added to a solution containing uracil

(50.0 g, 446 mmol) in pyridine (735 g, 9.29 mol, 750 mL) and acetonitrile (1.50 L) at 0°C, the
reaction solution was stirred at 20-25°C for 12.0 hours, and TLC showed that the compound
uracil was completely consumed. The reaction mixture was concentrated in vacuo to obtain a
residue. The residue was diluted with cold water (1.0 L) and extracted with ethyl acetate (1.0 L
15  * 3). The combined organic layers were washed with brine (500 mL) and dried over anhydrous
sodium sulfate to obtain The residue was purified by column chromatography (SiO2, ethyl
acetate/petroleum ether = 1/10 to 1/1) to obtain white solid Phos-15-1A (63 g, 65.3% yield).
"H NMR: EC4783-420-PIN (400 MHz, DMSO- d 6 ) d ppm 7.96 (dd, J =8.4, 1.2 Hz, 2 H),
7.76-7.81 (m, 1 H), 7.67 (dd, J =7.6, 5.6 Hz, 1 H), 7.58-7.64 (m, 2 H), 5.75 (dd, J =7.6, 1.2 Hz,
20 1H).
To a solution of Phos-15-SM2 (4.0 g, 47.6 mmol) and compound Phos-15-1A (7.91 g,36.6
mmol) in tetrahydrofuran (80 mL) was added triphenylphosphine (11.5 g, 43.9 mmol) and azo
Diethyl dicarboxylate (7.64g, 43.9 mmol, 7.98 mL), the mixture was stirred at 20-25°C for 16
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hours. LC-MS showed that compound Phos-15-1A was completely consumed. The reaction
mixture was concentrated under reduced pressure to remove tetrahydrofuran. The residue was
diluted with water (80 mL), and then extracted with ethyl acetate (80 mL * 3). The combined
organic phases were washed with brine (80 mL), dried over anhydrous sodium sulfate, and
concentrated under reduced pressure. The residue was purified by column chromatography (SiOs,
MeOH/DCM=(0/10 to 1/10) to obtain compound Phos-15-1B (14 g, crude product) as a white
solid.

Under nitrogen protection, a mixture of compound Phos-15-1B (7.0 g, 9.30 mmol) and m-
chloroperoxybenzoic acid (2.27 g, 11.1 mmol, 85% purity) in dichloromethane (70 mL) was
heated at 0-5°C. After 16 hours of reaction, TLC showed that compound Phos-15-1B was
completely consumed, and a major new spot with lower polarity was detected. Slowly adjust the
pH of the reaction mixture to 7~8 with saturated NaHSO3 and NaHCO3 solutions (1:1), then
extract with ethyl acetate (70 mL * 3), and wash the combined organic phases with brine
(700mL). Dry over anhydrous sodium sulfate and concentrate under reduced pressure. The
residue was purified by silica gel column chromatography (100-200 mesh silica gel), eluting
with ethyl acetate:petroleum ether (1:30~1:1) to obtain white solid compound Phos-15-1C (1.2
g, crude product).

To a solution of compound Phos-15-SM3 (4.0 g, 14.4 mmol) in tetrahydrofuran (24.0 mL)
was added KSAc (1.81 g, 15.8 mmol) and tetrabutylammonium iodide (TBAI, 531.4 mg, 1.44
mmol), and the mixture was stirred at 70°C for 4.0 hours. LC-MS showed that the raw material
Phos-15-SM3 was completely consumed, and a main peak with the desired target molecule
molecular weight was detected. The reaction mixture was cooled and concentrated under reduced
pressure. The solid residue was removed by filtration with a short silica gel pad and rinsed with
ethyl acetate. The filtrate was concentrated in vacuo to obtain compound Phos-15-1D (3.50 g,
98.5% yield) as a brown oil. Compound Phos-15-1D was used in the next step without further
purification.

'H NMR: EC11950-13-P1B (400 MHz, DMSO- d ¢) 6 ppm 3.96-4.07 (m, 4H) 3.27 (d, J
=14.0 Hz, 2H) 2.40 (s, 3H) 1.22 (t, J =7.2 Hz, 6H).

To a solution of compound Phos-15-1C (1.20 g, 4.02 mmol) in ethanol (15.0 mL) were
added potassium carbonate (1.11 g, 8.05 mmol) and compound Phos-15-1D (1.91 g, 8.45 mmol),
and the mixture was added Stir at 20-25°C for 3.0 hours. TLC showed that compound Phos-15-
1C was completely consumed and a major new spot with greater polarity was detected. The
resulting reaction mixture was filtered, diluted with water (20 mL), extracted with

dichloromethane (20 mL* 3), the combined organic layers were washed with brine, dried over
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anhydrous sodium sulfate and concentrated in vacuo to obtain a residue. The residue was purified
by column chromatography (SiO2, MeOH/DCM = 1/100 to 10/100) to obtain compound Phos-
15-1E as a brown oil (1.00 g, 65.7% yield , 1:1 mixture of enantiomeric compound-1E-1 and
compound-1E-2).

'H NMR: EC10615-82-PIN1 (400 MHz, DMSO- d ¢ ) § ppm 11.23 (brs, 1 H), 7.69 (d, J
=8.0Hz, 1 H), 5.58 (dd, /=8.0, 1.6 Hz, 1 H), 4.93 (q, /=8.8 Hz, 1 H), 3.96-4.17 (m, 5 H), 3.08-
3.17 (m, 1 H), 3.03 (dd, J = 14.0, 2.0 Hz , 2 H), 2.38-2.47 (m, 1 H), 2.04-2.07 (m, 1 H), 1.82-
1.90 (m, 1 H), 1.56-1.59 (m, 1 H), 1.25 (t, / =6.8 Hz, 6 H).

Compound Phos-15-1E can obtain enantiomers Phos-15-1E-1 and Phos-15-1E-2 through
chiral resolution. Resolution conditions: DAICELCHIRALPAK AD 40mm column, 140
ml/min, ethanol: carbon dioxide =35:75. It can be understood that when it is necessary to obtain
enantiomeric phosphoramidite-15-1 or enantiomeric phosphoramidite-15-2, as long as the
corresponding enantiomer Phos-15-1E-1 or Phos-15-1E-2 is used as the starting material and
reacted with the phosphorus reagent, it can be obtained

Under a nitrogen atmosphere at room temperature, to a solution of compound Phos-15-1E
(400 mg, 1.06 mmol) and di-isopropylamine-tetrazolium salt (199 mg, 1.16 mmol) in
dichloromethane (4.0 mL) was added a solution of bis(diisopropylamino)(2-
cyanoethoxy)phosphine(P reagent, 956 mg, 3.17 mmol, 1.01 mL) in dichloromethane (0.5 mL),
and the mixture was stirred at 40°C for 1.0 h. LC-MS showed that compound Phos-15-1E was
completely consumed, several new peaks appeared on LC-MS, and approximately 80% of the
desired compound was detected. The resulting reaction mixture was cooled to -20°C and poured
into cold (0-5°C) saturated aqueous sodium bicarbonate solution (10 mL), extracted with
dichloromethane (10 mL* 2), and the combined organic layers were washed with cold(0-5 °C)
saturated aqueous sodium bicarbonate solution/brine (5 mL/5 mL), dry over anhydrous sodium
sulfate, and concentrate in vacuo to obtain a residue (~2.0 mL). The residue was purified by
column chromatography (basic Al.O3 , MeOH/DCM = 1/80 to 1/40, 0.1% Et3N) to give
phosphoramidite-15 as a colorless oil (350 mg, 0.6 mmol, 57.2% yield, 1:1 mixture of
enantiomeric phosphoramidite-15-1 and enantiomeric phosphoramidite-15-2 ).

Enantiophosphoramidite-15-1 or enantiophosphoramidite-15-2 can be obtained, from the
corresponding Phos-15-1E-1 or Phos-15-1E-2 obtained by SFC separation and purification as
the starting material, according the same process as above.

J ppm 11.23 (br s, 1 H), 7.70 (d, J =8.0 Hz, 1 H), 5.55-5.60 (m, 1 H), 4.89 (q, J =8.4 Hz,
1H), 4.29-4.42 (m, 1H), 3.99-4.09 (m, 4H), 3.65-3.84 (m, 2H), 3.53-3.62 (m, 2H), 3.35-3.41 (m,
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1H), 3.02 (dd, J =14.0, 8.0 Hz, 2H), 2.76-2.79 (m, 2H), 2.40-2.49 (m, 1H), 2.15-2.25 (m, 1H),
1.95-2.07 (m, 1H), 1.65-1.75 (m, 1H), 1.23-1.26 (m, 6H) 1.12-1.21 (m, 12H).

10

The specific preparation method of Phos-15-1E-1 or Phos-15-1E-2 chiral is as follows:

System: Waters SFC 150

Column name: DAICELCHIRALCEL®AD
Column model: 250*50 mm 10 m

Mobile phase A: Supercritical CO2

Mobile phase B: EtOH

Wavelength: 214 nm

Flow rate: 140 mL/min

Column temperature: RT

Injection volume: 7.0 mL Cycle time: 10.0 min

Solvent: supercritical CO2: food grade  EtOH: redistilled grade;

Preparation of Phosphoramidite-43
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)-2,2-dimethyltetrahydro-3aH-cyclopenta[d][1,3]dioxole-4(6aH)-one

(phos-43-SM1, 16.2 g, 105 mmol, 1.0eq), diethyl (mercaptomethyl)phosphonate ( 19.3 g, 105m
mol , 1.0eq ) and dichloromethane (200mL) to 500mL flask. The flask was stirred and cooled to

0-5°C under nitrogen protection, and then triethylamine (1.06 g, 10.5mmol, 0.1 eq) was added

20  dropwise. After the addition was completed, the temperature was returned to 25°C and stirred

overnight under nitrogen protection. LCMS detected that the reaction was complete, and the
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reaction solution was concentrated in vacuo to obtain crude product. The crude product was
purified by flash column, and the eluent was (EA: DCM = 0% -15 % ) to wash out the product.
The product was concentrated in vacuum to obtain 25g of Phos-43-1A as a light yellow oil ,
70.3% yield.

LCMS: M+H=339.5

Add Phos-43-1A (25 g, 73.9mmol , 1.0eq) and ethanol ( 250mL ) to the S00mL flask. Stir
and cool the flask to 0-5°C under nitrogen protection, then add sodium borohydride ( 3.1 g,
81.3m mol, 1.1 eq) in batches. After the addition is completed, keep stirring at 0-5°C for 0.5h.
LCMS detected that the reaction was complete. Ice water (200 mL) was added dropwise to the
reaction solution and stirred for 10 min. Then, the mixture was extracted twice with
dichloromethane (500 mL). The combined organic phases were dried over anhydrous sodium
sulfate and concentrated in vacuo to obtain the crude product. The crude product was purified
by flash column, and the eluent was (MeOH: DCM =0 % -5 % ) to wash out the product. The
product was concentrated in vacuum to obtain 24.5 g of Phos-43-1B as a light yellow oil. The
yield was 97.4 % .

LCMS:M+H=341.5

'"H NMR: (400 MHz, CD3CN), & ppm 4.67-4.65 (d, J=8.0, 1 H), 4.47-4.42 (m, 2 H), 4.08-
4.01 (m, 5 H), 3.27-3.25 (m, 1 H), 2.97-2.93 (d, J=16.0, 2 H), 2.03-1.99 (m, 1 H), 1.73-1.71 (m,
1 H), 1.38 (s, 3 H), 1.26-1.22 (m, 9 H).

Add Phos-43-1B (10g, 29.4mmol, 1.0eq), pyridine (7g, 88.Immol, 3.0eq) and
dichloromethane (100mL) to a 250mL flask. The flask was stirred and cooled to -78°C under
nitrogen protection, and then trifluoromethanesulfonic anhydride (12.4g, 44.1mmol, 1.5eq) was
added dropwise. After the dropwise addition was completed, the flask was kept at -78°C and
stitrred under nitrogen protection for 3 hours. LCMS detected that the reaction was complete.
The reaction solution is poured into 50mL of ice water, and then extracted twice with
dichloromethane (100mL). The combined organic phases are dried with anhydrous sodium
sulfate and concentrated in vacuo to obtain the crude product Phos-43-1C, which is directly used
to the next step.

LCMS:M+H=4734

Add Phos-43-1C(16g, 33.8mmol, 1.0eq), 3-benzoyluracil(8.8g, 40.6mmol, 1.2eq), cesium
carbonate (22g, 67.7mmol) and acetonitrile (200mL) to a 500mL flask. The flask was stirred
overnight at 25°C under nitrogen protection. LCMS detected that the reaction was complete, the
reaction solution was filtered, and the filtrate was concentrated in vacuum to obtain the crude

product. The crude product was purified by flash column, and the eluent was (MeOH:DCM=0%-
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5%) to wash out the product. The product was concentrated in vacuum to obtain 18g of Phos-
43-1D as a brown oil, with a yield of 98.7%.

LCMS:M+H=539.4

To a 500 mL flask were added Phos-43-1D (18 g, 33.4 mmol, 1.0 eq) and methanol (180
mL). Ammonia methanol (180 mL) was added dropwise to the flask under nitrogen protection.
After the dropwise addition was completed, the mixture was stirred at 25°C for 5 hours under
nitrogen protection. LCMS detected that the reaction was complete, and the reaction solution
was concentrated in vacuum to obtain the crude product Phos-43-1E, which was directly used in
the next step.

LCMS:M+H=4354

To a 500 mL flask was added Phos-43-1E (14.5 g, 33.4 mmol, 1.0 eq) and dioxane (180
mL). Add dioxane hydrochloride (4M 180mL) dropwise and stir the flask at 25°C overnight
under nitrogen protection. LCMS detected that the reaction was complete, and the reaction
solution was concentrated in vacuum to obtain crude product. The crude product was purified
by flash column, and the eluent was (MeOH:DCM=0%-10%) to wash out the product. The
product was concentrated in vacuum to obtain 5.2g of Phos-43-1F as a white solid, with a yield
of 39.5%.

LCMS:M+H=3954

Add Phos-43-1F (5.2g, 13.2mmol, 1.0eq), toluene (100mL) and acetonitrile (20mL) to a
250mL flask, then add cyanomethylenetri-n-butylphosphine (6.4g, 26.5mmol, 2.0eq) and stir the
flask at 90°C for 48h under nitrogen protection. LCMS detected that the reaction was complete,
and the reaction solution was concentrated in vacuum to obtain crude product. The crude product
was purified by flash column using the eluant (MeOH:DCM=0%-10%) to elute the product. The
product was concentrated in vacuum to obtain 3.5 g of Phos-43-1G as a white solid, with a yield
of 70.5%.

LCMS:M+H=377.3

Add Phos-43-1G (2.0g, 5.3mmol, 1.0eq), anhydrous methanol (20mL), trimethyl borate
(1.1g, 10.6mmol, 2.0eq), and methyl orthoformate (0.56g, 5.3mmol, 1.0eq) and sodium
bicarbonate (44.5mg, 0.52mmol, 0.2eq) into a 250mL stuffy jar. The above mixture was heated
to 120°C and stirred for 48 h. The stuffy jar was cooled to room temperature. LCMS detected
that the reaction was complete, and the reaction solution was concentrated in vacuum to obtain
a crude product. The crude product was purified by flash column using the eluant
(MeOH:DCM=0%-10%) to elute the product. The product was concentrated in vacuum to obtain
1.3 g of Phos-43-1H as a white solid, with a yield of 60%.
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LCMS:M+H=409.4
Add Phos-43-1G (0.6g, 1.47 mmol, 1.0eq), anhydrous dichloromethane (10mL) to the
50mL flask, and then add tetrazole (0.13g, 1.76 mmol, 1.2eq), bis(diisopropyl)(2-
cyanoethoxy)phosphine (0.66 g, 2.2 mmol, 1.5eq) in sequence. The above mixture was stirred
5 at25°C for 1 h under nitrogen protection. LCMS detected that the reaction was complete. The
reaction solution was poured into a sodium bicarbonate aqueous solution and extracted twice
with dichloromethane (20 mL). The combined organic phases were dried over anhydrous sodium
sulfate and concentrated in vacuo to obtain the crude product. The crude product was purified
through a flash silica gel column, and the product was eluted with the eluent
10 (DCM:MeOH:TEA=0%-5%+0.2%TEA). Concentrate under vacuum at 35°C to obtain
phosphoramidite-43 (0.89g, yield 100%) as a colorless oil.
LCMS:M+H=609.6
H NMR: (400 MHz, CD3CN), & ppm 8.97 (s, 1 H), 7.43-7.41 (d, J=8.0, 1 H), 5.61-5.59
(d,J=8.0,1 H), 4.76 -4.69 (m, 1 H), 4.44-4.34 (m, 1 H), 4.14-4.04 (m, 5 H), 3.90-3.81 (m, 2 H),
15 3.69-3.62 (m, 2 H), 3.46 -3.44 (m, 1 H), 3.36-3.33 (d, J=12.0, 3 H), 2.97-2.87 (m, 2 H), 2.77-
2.65 (m, 3 H), 1.67-1.56 (m, 1 H), 1.32-1.27 (m, 6 H), 1.24-1.18 (m, 12 H).
3P NMR: (400 MHz, CD3CN), & ppm 150.03, 148.62; 23.44, 23.24 .
The preparation method of phosphoramidite-47 is the same as that of phosphoramidite-43,

except that the starting material 5-methyluracil is used as the nucleobase.

20 Preparation of Phosphoramidite- 45
EtO, OEt
EtO, OEt Eto_ OEt o o o
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NS Wil o o e ST
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Phos-43-1G Phos-45-1A Phosphoramidite-45

Add magnesium chips (0.26g, 10.6 mmol, 10.0eq) and absolute ethanol (40mL) to a 100mL
stuffy jar, and heat the above mixture to 90°C and stir for 18h. Cool the stuffy jar to room
temperature, add Phos-43-1G (0.4g, 1.06 mmol, 1.0eq), heat to 90°C and stir for 18h. The stuffy

25  jar was cooled to room temperature. LCMS detected that the reaction was incomplete and about
50% was converted into Phos-45-1A. The reaction solution was concentrated in vacuo to obtain
crude product. The crude product was purified by flash column using the eluent
(MeOH:DCM=0%-8%) to elute out the product. The product was concentrated in vacuum to
obtain 0.13g of Phos-45-1A as a light yellow oil, with a yield of 29%.
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LCMS:M+H=423.4

Add Phos-45-1A (0.11g, 0.26 mmol, 1.0eq) and anhydrous dichloromethane (3mL) to the
50mL flask, then add tetrazole (22 mg, 0.31 mmol, 1.2eq), bis(diiso) Propylamino)(2-
cyanoethoxy)phosphine (0.12 g, 0.4 mmol, 1.5eq) in sequence. The above mixture was stirred
at 25°C for 1 h under nitrogen protection. LCMS detected that the reaction was complete. The
reaction solution was poured into aqueous sodium bicarbonate solution and extracted twice with
dichloromethane (10 mL). The combined organic phases were dried over anhydrous sodium
sulfate and concentrated in vacuo to obtain the crude product. The crude product was purified
through a flash silica gel column, and the product was eluted with the eluent
(DCM:MeOH:TEA=0%-3%+0.2%TEA). Concentrate under vacuum at 35°C to obtain
phosphonamidite yellow oil Phos-45 (0.1g, yield 61.7%).

LCMS: M+H=623.5,

"H NMR: (400 MHz, CD3CN), § ppm 7.42-7.40 (d, J=8.0, 1 H), 5.61-5.59 (d, J=8.0, 1 H),
4.73-4.68 (m, 1 H), 4.34-4.30(m, 1 H), 4.12-4.06 (m, 5 H), 3.88-3.83 (m, 2 H), 3.68-3.65 (m, 2
H). 3.58-3.42 (m, 2 H), 2.97-2.86 (m, 3 H), 2.72-2.62(m,3 H), 1.65-1.53 (m, 1 H), 1.32-1.17 (m,
18 H), 1.13-1.10 (t, J=6.8, 3 H).

3P NMR: (400 MHz, CD3CN), 5 ppm 149 85, 148.50; 23.46, 23.25.

Preparation of phosphoramidite-46

/ /
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( ) Mg <P§O N\\(NH P reagent <P\O N\«NH
s N S 0 S'd o
~O “ Tetrazole i
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HO' (o} HO H o 0 \
N (PrN N
Phos-43-1G Phos-46-1A phosphoramidite-46

Add magnesium chips (0.48g, 20.0 mmol, 15.0eq) and anhydrous ethylene glycol
monomethyl ether (50mL) to a 100mL stuffy jar, and heat the above mixture to 90°C and stir
for 1 hour. Cool the stuffy jar to room temperature, add Phos-43-1G (0.5g, 1.33 mmol, 1.0eq),
heat to 90°C and stir for 18h. The stuffy jar was cooled to room temperature, and LCMS
detected that the reaction raw materials disappeared completely. The reaction solution was
transferred into a flask, 0.5N dilute hydrochloric acid was added dropwise at 0°C to adjust the
pH to 6, and extract 5 times with dichloromethane (50mL). The combined organic phases
were dried over anhydrous sodium sulfate and concentrated in vacuo to obtain the crude

product. The crude product was purified by flash column using the eluant (MeOH:DCM=0%-
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10%) to elute the product. The product was concentrated under vacuum to obtain 0.13g of
Phos-46-1A as a light yellow oil, with a yield of 20%.

LCMS: M+H=5134 .

Add Phos-46-1A (0.1g, 0.19 mmol, 1.0eq), anhydrous dichloromethane (3mL) to the S0mL
flask, and then add tetrazole (16 mg, 0.23 mmol, 1.2eq) bis(diisopropyl) (2-
cyanoethoxy)phosphine (0.09 g, 0.3 mmol, 1.5eq) in sequence. The above mixture was stirred
at 25°C for 1 h under nitrogen protection. LCMS detected that the reaction was complete. The
reaction solution was poured into a sodium bicarbonate aqueous solution and extracted twice
with dichloromethane (10 mL). The combined organic phases were dried over anhydrous sodium
sulfate and concentrated in vacuo to obtain the crude product. The crude product was purified
through a flash silica gel column, and the product was eluted with the eluent
(DCM:MecOH:TEA=0%-5%+0.2%TEA). Concentrate under vacuum at 35°C to obtain
phosphoramidite yellow oil Phos-46 (93 mg, yield 66.9%).

LCMS: M+H=713.6 .

'H NMR: (400 MHz, CD3CN), § ppm 8.92 (s, 1 H), 7.47-7.44 (dd, J=8.0, J=2.8, 1 H), 5.64-
5.62 (d, J=8.0, 1 H), 4.78-4.68 (m, 1 H), 4.42-4.22 (m, 2H), 4.18-4.15 (m, 4 H), 3.92-3.85 (m, 2
H), 3.78-3.66 (m, 3 H), 3.60-3.52 (m, 5 H), 3.48-3.45 (m, 3 H), 3.36-3.35 (dd, J=2.4, ]=0.8, 6
H), 3.28-3.27 (d, J=5.6, 3 H), 3.03-2.94 (m, 2 H), 2.75-2.63(m.3 H), 1.65-1.53 (m, 1 H), 1.22-
1.17 (m, 12 H).

3P NMR: (400 MHz, CD3CN), § ppm 149.85, 148.42; 24.43, 24 22,

5'-phosphonate modified nucleoside analogs herein can be prepared using similar methods
or synthetic routes well known in the art.

The phosphoramidite compound described here is coupled into the 5' end of the
oligonucleotide, thereby producing a 5'-terminal nucleotide, as described in CN110072530A and
CN103154014 A, with each phosphonate group having a hydroxyl protecting group atoms, such
as oxygen atoms containing two methyl or ethyl protections, remove one or both of the methyl
or ecthyl groups according to the deprotection step used. In some embodiments, use
carbonitrile:trimethylsilyl iodide:pyridine e=50:2:2 (v/v/v) deethylation solution to remove ethyl

protection.

Preparation of phosphoramidite-53
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Phos-53-1F phosphoramidite-53

Phos-53-1E

To a mixture of Phos-53-SM1 (25.00 g, 1.0 eq.) and DMAP (2.72 g, 0.5 eq.) in pyridine
(250 mL) was added BzCl (31.34 g, 5.0 eq.) dropwise at 0°C and stirred at 24°C for 18 hrs.

LCMS indicated Phos-53-1A was generated and Phos-53-SM1 was consumed. The mixture
was quenched by MeOH and evaporated under reduced pressure to give the crude which was

used for next step directly. Analytical data: MS: [M-H]=768.

To a solution of Phos-53-1A (100 g, crude) in DCM (500 mL) was added TFA (15 mL)
and stirred at 24°C for 2 hrs. LCMS indicated Phos-53-1A was consumed and Phos-53-1B

was generated. The mixture was quenched by MeOH and evaporated under reduced pressure
to give the crude which was purified by silica gel chromatography with a gradient of MeOH
in DCM (0-50%) to give Phos-53-1B (20 g, 96% over two steps). Analytical data:
[M+H]™=467.

To a solution of Phos-53-1B (20 g, 1.0 eq.) in ACN (210 mL) and H20 (140 mL) was
added 4-OH TEMPO (2.95 g, 0.4 eq.) and DIB (27.62 g, 2.0 eq.) then stirred at 24°C for 18 hrs.

To the mixture was added 4-OH TEMPO (1.5 g, 0.2 eq.) and DIB (13 g, 0.95 eq.) and stirred

at 24°C for 4 hrs. The mixture was diluted with ethyl acetate. The organic layer was separated

and washed with water, brine, dried over Na SO, filtered and concentrated to give the crude
which was purified by silica gel chromatography (MeOH in DCM=0-10%) to give Phos-53-1C
(26 g, quant.). Analytical data: MS: [M+H]"=481.

To a solution of Phos-53-1C (26 g, 1.0 eq.) in THF (500 mL) was added Pb(OAc)4+ (71.98
g,3.0 eq.) and stirred at 24°C for 18 hrs. LCMS indicated Phos-53-1C was consumed and Phos-

53-1D was generated. The mixture quenched by water and diluted with EA then filtered through
celite pad. The organic layer was washed with brine, dried over Na,SOq, filtered, evaporated
under reduced pressure to give the crude which was purified by silica gel chromatography with
a gradient of EA in PE (0-60%) to give Phos-53-1D (11.2 g, 53% over two steps). Analytical
data: MS: [M+H]"=495.
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To a solution of Phos-53-1D (8.0 g, 1.0 eq.) in DCM (80 mL) was added SnCl4(0.1 M, 17
mL, 1.05 eq.) dropwise at 0°C and stirred at 23°C for 20 min. Phos-53-SM2 (3.3 g, 1.1 eq.) was

added to above mixture and stirred at rt overnight. LCMS indicated Phos-53-1D was consumed
and Phos-53-1E was generated. The mixture quenched by water and diluted with EA. The
organic layer was separated and washed with sat. NaHCOs3 aq., brine, dried over Na;SOs,

filtered and concentrated to give the crude (14 g). Analytical data: MS: [M+H]=619.

To a solution of Phos-53-1E (14 g, crude) in MeOH (150 mL) was added NaOMe (10.2 g,
2.5 eq., 30% wt. in MeOH) and stirred at 25°C for 1 hr. LCMS indicated Phos-53-1E was

consumed and Phos-53-1F was generated. The mixture was neutralized by AcOH and
concentrated to give the crude which was purified by silica gel chromatography with a gradient
of MeOH in DCM (0-10%) to give Phos-53-1F (970 mg, 15% over two steps). Analytical data:
MS: [M+H]=411.

To a mixture of Phos-53-1F (970 mg, 1.0 eq.) and tetrazole (265 mg, 1.6 eq.) in DCM (10
mL) was added Phos-53-SM3 (1.425 g, 2.0 eq.) and stirred at 24°C for 1 hr. LCMS indicated

Phos-53-1F was consumed and Phos-53 was generated. The mixture was washed with sat.
NaHCOs3 aq. then brine, dried over Na»SOy, filtered, evaporated under reduced pressure to give
the crude which was purified by reverse phase to give phosphoramidite -53 (1.1 g, 76%).
Analytical data: MS: [M+H]*=611,

'H NMR (400 MHz, CDsCN) § 9.10 (s, 1H), 7.62 (t, 1H), 6.01 (dd, 1H), 5.62 (dd, 1H),
5.48 (dd, 1H), 4.32 (dddd, 1H), 4.12-3.92 (m, 5H), 3.83-3.64 (m, 2H), 3.61-3.49 (m, 2H), 3.30
(d, 3H), 3.00-2.71 (m, 2H), 2.60 (m, 2H), 1.21-1.15 (m, 6H), 1.13-1.08 (m, 1H).

Others 5'-phosphonate mimic phosphoramidite herein can be prepared using similar
methods or synthetic routes well known in the art. The 5'-phosphonate mimic phosphoramidite
compound described in Example is coupled into the 5' end of the oligonucleotide, thereby
producing a 5'-terminal nucleotide well known in the art , such as described in CN110072530A
and CN103154014A, with each phosphonate group having a hydroxyl protecting group atoms,
such as oxygen atoms containing two methyl or ethyl protections, remove one or both of the
methyl or ethyl groups according to the deprotection step used. In some embodiments, use
carbonitrile:trimethylsilyl iodide:pyridine e=50:2:2 (v/v/v) deethylation solution to remove ethyl
protection. In some embodiments, use phosphoramidite-53 is introduced to the 5' end of

antisense strand producing a 5'-terminal phos-53 and/or phos-53* nucleotide.
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Example 4. Synthesis of MAPT RNAi Agents.

MAPT RNAIi agent duplexes shown in Table 2-3, above, were synthesized in accordance
with the following general procedures:

Sense and antisense strand sequences of siRNA were synthesized on oligonucleotide
synthesizers using a well-established solid phase synthesis method based on phosphoramidite
chemistry. Oligonucleotide chain propagation is achieved through 4-step cycles: a deprotection,
a condensation, a capping and an oxidation or a sulfurization step for addition of each nucleotide.
Syntheses were performed on a solid support made of controlled pore glass (CPG, 1000 A).
Monomer phosphoramidites may be purchased from commercial sources or may be the
phosporamidite compounds in example 1. The phosporamidite compounds herein may be
attached to the 3'-end as a monomeric phosphoramidite, and further be attached to the CPG solid
support. In the case of attachment at the 5'-end, the phosphoramidite compounds may be used
for the final coupling reaction, and can be further conjugated to target ligands if necessary.
Phosphoramidites with GalNAc ligand cluster (GLS-5* or GLS-15* Phosphoramidites as non-
limiting examples) were public in W02023/045995A1 (incorporated herein in its entirety). For
siRNAs used for in vitro screening (Table 2), syntheses were carried out at 2 pmol scale, and for
siRNAs used for in vivo testing (Table 3), syntheses were carried out at scale of 5 umol or larger.
In the case where the GalNAc ligand (GLO-n Phosphoramidites as non-limiting examples were
public in WO2023/045995A1 (incorporated herein in its entirety)) is attached at 3’-end of sense
strand, GalNAc ligand attached CPG solid support was used. In the case where the GalNAc
ligand (GLS-5* or GLS-15% as non-limiting example are attached at 5’-end of sense strand,
GLS-5* or GLS-15*% Phosphoramidites with GalNAc ligand cluster were public in
W02023/045995A1 (incorporated herein in its entirety)) are attached at 5’-end of sense strand,
a GalNAc phosphoramidite was used for the last coupling reaction. Trichloroacetic acid (TCA)
3% in dichloromethane was used for deprotection of 4,4'-dimethoxytrityl protecting group
(DMT). 5-Ethylthio-1H-tetrazole was used as an activator. I» in THF/Py/H>O and phenylacetyl
disulfide (PADS) in pyridine/MeCN was used for oxidation and sulfurization reactions,
respectively. After the final solid phase synthesis step, solid support bound oligomer was cleaved
and protecting groups were removed by treating with a 1:1 volume solution of 40 wt. %
methylamine in water and 28% ammonium hydroxide solution. For the synthesis of siRNAs used
for in vitro screening, crude mixture was concentrated. The remaining solid was dissolved in 1.0
M NaOAc, and ice cold EtOH was added to precipitate out the single strand product as the
sodium salt, which was used for annealing without further purification. For the synthesis of
siRNAs used for in vivo testing, crude single strand product was further purified by ion pairing
reversed phase HPLC (IP-RP-HPLC). Purified single strand oligonucleotide product from IP-
RP-HPLC was converted to sodium salt by dissolving in 1.0 M NaOAc and precipitation by
addition of ice cold EtOH. Annealing of equimolar complementary sense stand and antisense
strand oligonucleotide in water was performed to form the double strand siRNA product, which

was lyophilized to afford a fluffy white solid.
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In certain studies, a method used to attach a targeting group comprising GalNAc (also
referred to herein as a GalNAc delivery compound) to the 5’-end of a sense strand included use
of a GalNAc phosphoramidite (GLS-5* or GLS-15* Phosphoramidites) in the last coupling step
in the solid phase synthesis, using a synthetic process such as the process used if oligonucleotide
chain propagation of adding a nucleotide to the 5’-end of the sense strand is performed.

In some studies a method of attaching a targeting group comprising GalNAc to the 3’-
end of a sense strand comprised use of a solid support (CPG) that included a GLO-n. In some
studies, a method of attaching a targeting group comprising GalNAc to the 3’-end of a sense
strand comprises attaching a GalNAc targeting group to CPG solid support through an ester bond
and using the resulting CPG with the attached GalNAc targeting group when synthesizing the
sense strand, which results in the GalNAc targeting group attached at the 3’-end of the sense
strand.

The imann residues can be added to the 5' end or 3' end of the oligonucleotide chain by a
method well known to those skilled in the art, such as the inverted abasic residues (invab) method,

and/or further added to the target to the GalNAc targeting group.

Example 5. In Vitro Screening of MAPT siRNA Duplexes

Huh7 cells were trypsinized and adjusted to appropriate density, mixed with the
complexes of MAPT-psiCHECK™-2 and Lipofectamine 2000 (Invitrogen-11668-019) and
seeded into 96-well plates. Cells were transfected with test siRNAs or a control siRNA using
Lipofectamine RNAiMax (Invitrogen -13778-150) at the same time of seeding following the
protocol according to manufacturer’s recommendation. The siRNAs were tested at two
concentrations (0.5 nM and 5 nM) in triplicate.

Day 1, MAPT-psiCHECK™-2 transfection (one plate)

(1) Transfer 2.5ug MAPT-psiCHECK™-2 Vector plasmid into an RNASE free
Eppendorf tube (solution mix#1)

(2) Add trypsin to disassociate Huh7 cells in one flask, and count cells using Vi-Cell
counting machine, adjust the cell density to 1*10°5/ml

(3) Transfer 7.5uL Lipofectamine 2000 (Invitrogen-11668-019) into solution mix#1
tube, mix.

(4) Add solution in Step 3 into cell suspension, mix, and dispense suspension into the
96 well plate (100 ul/well)

Day 2, siRNAs transfection

(1) Dilute Lipofectamine® RNAIMAX Reagent with Opti-MEM® Medium.

(2) Dilute the siRNA with RNA-free water to make 12x stock.
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(3) Mix equal volume of diluted RNAiMax and siRNA. Incubate the mixture at RT for
15 min to allow complex formation.

(4) Add 45ul /well compound Lipofectamine® RNAiIMAX(Opti-MEM) mix into 225ul
/well DMEM fresh medium, and discard the supernatants in assay plate, add 120ul /well
compound mix into 96 well plates.

(5) No compound control well was defined as cells transfected with MAPT-
psiCHECK™D-2 and without siRNA treatment; blank control was cell only wells.

Day 3, Dual-Glo® Luciferase Assay

(1) Add Reagent to assay plate, wait 10 minutes to allow for cell lysis to occur.

(2) Transfer 100 pl cell lysates into a plate, then measure the firefly luminescence.

(3) Add 50ul of Dual-Glo® Stop & Glo® Reagent to the assay plates and mix, wait 10
minutes, then measure Renilla luminescence.

(4) Calculate the relative expression

Data analysis

Ratio of sample well= (sample Renilla luminescence-background blank)/ (sample
Fireflyluminescence-background blank)

Ratio of no compound control well= (control Renilla luminescence-background blank)/
(control sample Fireflyluminescence-background blank)

% inhibition= 100-(Ratio of sample well/ the average Ratio of no compound control)
%x100%

The duplex sequences used correspond to those shown in Table 5-6.

Table 5 provides experimental results of in vitro studies using various MAPT RNAi
agents to inhibit MAPT expression. The duplex sequences used correspond to those shown in
Table 2.

Duplex AV# Average Inhibition % (Mean + SD)
SnM 0.5nM
AV03728 -3.75£9.00 -6.50£7.47
AV03729 31.2545.39 3.18+6.40
AV03730 32.44+6.90 8.58+10.77
AV03731 23.9243.58 -14.47+4.24
AV03732 46.25+5.58 1.64+7.08
AV03733 51.55+5.66 9.83+7.92
AV03734 42.12+6.28 12.81+2.14
AV03735 40.80+2.29 16.82+3.84
AV03736 46.75£6.72 -3.15%£5.29
AV03737 35.07+£5.43 -21.56+2.81
AV03738 7.69+3.09 -8.54+12.31
AV03739 46.71+0.66 1.21£19.37
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AV03741 48.29+1.47 11.33£16.11
AV03743 29.15+3.38 4.45+5.80
AV03744 39.30£3.51 14.28+4.13
AV03745 20.71£5.49 -14.86=7.33
AV03746 54.40+11.71 19.16+4.70
AV03747 44.08+5.54 4.21+5.09
AV03748 26.37£3.71 -15.31£11.45
AV03749 20.65+£10.49 -2.90£3.65
AV03750 60.45+5.16 23.42+5.39
AV03751 28.33+4.63 0.44+10.64
AV03752 50.68+5.59 15.57+5.99
AV03753 8.17+8.83 -33.71£3.83
AV03754 54.43+£5.29 23.53+4.90
AVO03755 5.92+5.64 -9.12+6.80
AV03756 26.43+8.49 3.13+£9.69
AV03757 27.05+3.36 2.57+3.03
AV03761 23.78+2.50 -5.82+19.78
AV03764 33.54£5.17 5.90+8.15
AV03765 42.52+4.26 12.67+3.24
AV03768 57.98+7.00 21.13+7.27
AV03771 38.85+5.72 1.07£2.50
AV03779 43.75+£5.54 3.43+3.14
AV03791 44.93+6.69 20.23+5.37
AV03793 53.42+5.73 12.84+6.45
AV03794 46.23£1.14 7.70+11.35
AV03795 52.68+4.13 0.66+14.20
AV03798 67.56+3.15 39.55+5.94
AV03799 50.96+3.56 31.72+5.45
AV03800 48.05+9.64 14.14+3.74
AV03801 6.04+18.49 -11.97+6.95
AV03802 47.42+10.27 12.80+3.98
AV03803 42.69+7.55 2.92+1.89
AV03804 61.36+4.84 43.00+5.68
AV03807 56.18+0.58 37.62+3.16
AV03808 25.13£3.05 10.04+9.67
AV03809 54.52+1.17 23.34+10.04
AV03810 1.25£13.07 0.98+9.01
AV03811 10.41£5.63 11.80£2.52
AV03812 40.76+3.18 8.67+7.66
AV03813 28.59+3.26 5.51+8.71
AV03814 13.81£14.00 2.09+4.06
AV03815 34.19+6.56 8.80£7.25
AV03816 31.63+8.28 6.65+0.76
AV03817 61.39+4.31 43.83+5.93
AV03818 53.40+5.74 5.43+12.91
AV03819 6.32+4.22 0.76+1.83
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AV03820 35.16+5.82 13.95+15.05
AV03821 -0.37£9.52 -5.90£10.30
AV03822 42.92+4.60 27.23+3.12
AV03823 32.16x10.12 8.29+6.60
AV03825 32.08+3.60 6.36+6.63
AV03826 60.11+5.13 13.62+10.84
AV03827 63.03+10.53 20.89+3.24
AV03828 47.25£5.28 -1.29+£3.26
AV03829 62.71+£2.04 12.90+8.60
AV03831 79.56x1.94 62.16x£10.27
AV03832 75.66+6.64 38.35+6.89
AV03833 65.72+5.25 21.43+x14.84
AV03834 62.75+5.36 34.54+6.44
AV03835 77.18+£5.27 71.79+2.49
AV03836 70.54£3.45 63.11+3.63
AV03837 76.94+4.67 51.71+4.75
AV03838 75.17+4.47 57.04+£2.27
AV03839 64.12+3.33 23.05+7.57
AV03840 63.26+8.76 4.81+7.68
AV03841 51.19+6.87 14.75+10.24
AV03842 70.23£2.67 32.15+8.36
AV03843 8.03+11.11 2.39+12.84
AV03844 12.04+4.29 0.13£8.67
AV03845 15.08+22.24 9.26+7.42
AV03846 16.64+9.90 15.92+12.38
AV03847 9.43+18.06 13.73£16.87
AV03848 3.02+19.90 5.36+22.51
AV03849 -18.55+12.79 -7.46+25.01
AV03850 19.46+2.41 2.61+7.12
AV03851 8.39+8.63 4.58+2.65
AV03852 -3.89+7.53 10.40+£22.14
AV03853 10.87£15.36 -2.30£16.24
AV03854 5.74+1.65 3.61+9.55
AV03855 15.83£8.99 16.28+£9.98
AV03856 -22.70+12.09 -10.04+17.18
AV03857 1.48+9.36 -15.04+8.34
AV03858 16.10£6.93 12.7944.81
AV03859 5.31x10.92 1.87£11.62
AV03860 15.29+15.88 -2.10£13.00
AV03861 11.2145.12 12.03£8.47
AV03862 24.62+8.33 16.73£7.92
AV03863 21.81+10.11 0.82+15.24
AV03864 -11.57+20.31 6.95+21.73
AV03865 -1.44+5.77 -1.17+7.67
AV03866 5.68+10.89 2.26x8.42
AV03867 2.61+7.07 10.00+5.60
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AV03868 4.00+8.13 9.62+14.53
AV03869 3.01+6.33 5.42+16.56
AV03870 -2.34+5.96 8.47+9.11
AV03871 7.80+19.47 4.81+13.38
AV(03872 -33.16+7.77 -74.66+24.29
AV03873 -26.94+14.87 -31.04+5.02
AV03874 -26.74+9.41 -36.03£11.97
AVO03875 -17.97£22.75 -26.68+12.82
AV03876 -31.98+11.52 -16.84+29.85
AV03877 -0.81+26.89 -18.85+£17.07
AV03878 -24.92+6.87 -16.60+20.45
AV03879 23.88+11.98 1.72+4.87
AV03880 -29.74+14.68 -3.51+35.47
AV03881 -26.97+17.44 -2.24+6.32
AV03882 -19.59+13.44 -1.33+41.75
AV03883 -3.75+13.95 -1.08+24.10
AV03884 -20.65+14.71 -1.29+20.51
AV03885 -31.09+5.28 -0.67+24.60
AV03886 -31.95£13.67 0.20+27.80
AV(03887 -15.47+14.59 -3.20£17.75
AV03888 -31.99+10.74 -12.79+14.63
AV03889 -17.91£14.64 -14.28+£27.40
AV03890 -5.9449.17 -9.76+4.73
AV03891 -0.57+25.07 15.90£13.29
AV03892 11.34+11.05 -6.91+23.88
AV03893 -0.59+7.23 -3.53+4.95
AV03894 15.47+7.73 -2.85+20.42
AV03895 13.13+21.28 7.29+14.66
AV03896 -26.36+26.50 7.53+13.41
AV03897 -6.91£23.00 -9.66+22.23
AV03898 -1.40+3.60 5.00+24.17
AV03899 -1.08+17.49 -4.39+23.55
AV03900 1.87£17.37 5.04+20.63
AV03901 14.14+14.69 -2.21+£21.88
AV03902 1.04+6.58 -8.89+7.03
AV03903 27.26x12.04 1.31£17.46
AV03904 -9.18+18.95 -26.31£18.14
AV03905 -5.65£2.70 -10.16x18.59
AV03906 -35.28+16.32 -8.37£15.50
AV03907 7.00+21.94 -15.68+15.05
AV03908 -14.93+£13.27 -24.75%26.83
AV03909 7.39+21.17 -2.20+1.85
AV03910 -5.51+10.59 -13.41£16.87
AV03911 22.82+12.20 6.39+11.85
AV03912 -9.97+14.08 -19.91£18.47
AV03913 -8.38+13.93 -8.24+20.59
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AV03914 -8.73£2.75 2.47+12.56
AV03915 -16.02+8.05 -12.61£13.45
AV03916 -0.10£6.80 8.08+9.70
AV03917 -5.16+8.95 -5.49+13.56
AV03918 -1.83+20.61 -3.63+£5.72
AV03919 16.28+7.42 9.98+3.07
AV03920 -16.66+8.35 -15.16+6.44
AV03921 -13.44+10.57 -13.09£2.51
AV03922 -12.20+9.38 -21.91+1.68
AV03923 -5.13£15.47 -8.23£4.92
AV03924 -1.62+£11.43 -14.70+£9.35
AV03925 -0.04£11.17 -10.54+6.42
AV03926 -6.27+10.07 -6.53+10.43
AV03927 -28.75+16.80 -0.60+£9.92
AV03928 -17.26x19.70 -23.23£5.41
AV03929 -30.56+10.76 -32.94+4.27
AV03930 -9.30+£15.75 -23.02+£5.35
AV03931 -17.05+9.45 -17.56x13.51
AV03932 -10.65+£14.69 -17.33£9.01
AV03933 -12.32+3.68 -15.23+3.86
AV03934 -9.87+12.55 -12.24+6.08
AV03935 -6.52+11.89 -1.83£13.80
AV03936 -10.67+9.39 -4.45+1.84
AV03937 -3.47+8.69 -2.71£8.09
AV03938 9.35+0.69 13.38+6.36
AV03939 10.60£1.57 1.95£9.74
AV03940 8.15+5.69 0.46+4.82
AV03941 13.31+4.04 11.09+14.28
AV03942 14.4946.14 4.53+4.09
AV03943 2.03x12.09 4.31+7.48
AV03944 5.26+10.82 -11.52+7.33
AV03945 -6.48+7.70 -8.88+18.01
AV03946 12.54+7.99 10.86+5.10
AV03947 4.14+7.07 9.48+2.92
AV03948 11.83+£2.98 7.69+6.25
AV03949 14.18+9.47 6.04+5.25
AV03950 2.08+8.96 0.11+8.31
AV03951 2.87+9.23 0.50+4.71
AV03952 -18.99+7.76 -25.61+6.82
AV03953 -18.13+16.39 -21.16+7.60
AV03954 -14.59+9.06 -12.77%£10.89
AV03955 -9.79+6.81 -4.39+12.29
AV03956 -0.88+2.73 -13.21+6.56
AV03957 -9.51+10.58 2.36+5.29
AV03958 -2.12+4.58 0.20+12.37
AV03959 4.69+4.41 7.78+4.07

149

PCT/CN2024/124070



WO 2025/077806

AV03960 -11.83+9.00 -13.65+8.93
AV03961 -12.71+5.41 -16.80+4.42
AV03962 -7.22+0.87 -5.76x2.84
AV03963 -0.38+£15.09 -16.96x10.06
AV03964 -7.36+8.95 -10.79+7.00
AV03965 -8.53+10.37 6.99+6.76
AV03966 -0.61+2.83 -1.34+7.06
AV03967 0.72+7.37 -3.51£1.05
AV03968 -28.35+14.71 -33.46+7.26
AV03969 -19.64+10.20 -14.59+10.51
AV03970 -11.62+5.70 -6.55+6.40
AV03971 -12.76+8.06 -5.91+4.86
AV03972 -4.89+2.01 -5.80+8.43
AV03973 -6.54+7.99 -6.31£8.08

PCT/CN2024/124070

Table 6 provides experimental results of in vitro studies using various MAPT RNAi

agents to inhibit MAPT expression. The duplex sequences used correspond to those shown in

Table 2.

Average Inhibition % (Mean + SD)

Duplex AV# SaM I 0.50M
AV03739 40.99+11.21 12.36£3.75
AV03740 17.49£7.73 12.26+7.82
AV03741 44.62+9.53 4.60+£14.12
AV03743 19.72+43.35 -24.59+19.24
AV03746 56.78+10.86 10.17+8.60
AV03748 26.74+9.49 -11.95+6.79
AV03749 25.25+13.17 -7.44+13.40
AV03750 58.79+6.89 15.47+1.82
AV03752 56.50+3.58 20.16+13.39
AV03756 30.39+3.13 -10.78+11.66
AV03757 27.1949.90 9.81+£8.59
AV03758 21.49+2.76 -6.96+11.74
AV03759 30.70+4.21 -21.60+13.98
AV03760 21.24+10.91 4.08+20.63
AV03761 29.25+1.39 -1.98+18.24
AV03762 11.16£11.24 19.60+£3.63
AV03763 4.11£12.88 2.25+£7.53
AV03764 44.38+7.75 -2.37+£5.82
AV03765 46.93+9.42 9.06+17.00
AV03766 21.68+2.43 5.46+6.75
AV03767 7.90%+14.05 7.70£13.43
AV03768 62.80+9.36 17.52+7.26
AV03769 41.78+£13.33 12.95+9.84
AV03770 54.04+2.06 12.97£18.56
AV03772 65.74+1.83 38.5949.69
AV03773 42.54+45.45 -7.71+£20.16
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AV03774 50.90+3.85 11.28+13.45
AVO03775 50.79£9.15 -6.88+10.65
AV03776 10.54+14.21 -1.55+19.87
AV03777 29.09£12.38 11.65%£11.98
AV03778 4.45+5.66 9.35+13.18
AV03779 40.96+10.10 9.71+14.36
AV03780 -0.99+4.66 -6.74+11.45
AV03781 6.65+17.90 -0.56x10.98
AV03782 20.41+£12.82 5.10+17.53
AV03783 3.67+11.73 -4.90+12.37
AV03784 43.44+6.25 1.47£16.97
AV03785 42.09+5.71 2.21+14.44
AV(03786 59.23+6.10 2.04+4.27
AV03787 29.91+6.78 1.49+1.06
AV03788 12.83+6.63 1.77£16.67
AV03789 9.42+12.52 1.39+13.80
AV03790 26.38+8.73 1.77+8.52
AV03792 60.51+5.97 -4.46x13.00
AV03793 55.14£3.08 1.19+£37.31
AV(03794 44.91+9.89 -3.48+28.48
AV03795 58.78+5.15 12.99+14.28
AV03796 56.06+2.46 4.98+9.28
AV03797 64.67+£9.43 23.43£2.11
AV03798 68.32+2.13 38.74+12.23
AV03799 49.14+3.65 10.50£14.35
AV03804 62.33+1.83 41.89+9.77
AV03805 51.78+6.70 -1.32+0.76
AV(03806 47.39+9.04 2.58+10.19
AV03807 53.06+6.52 19.1244.46
AV03811 10.78£12.30 -3.78+5.64

Example 6 . In Vivo Screening of MAPT siRNA Duplexes

At day 1, female C57BL/6]J mice (3 in each group) were infected by intravenous

administration of a solution of adeno-associated virus 8 (AAVS) vector encoding human MAPT
(respectively fused to MAPT target sequence comprising nucleotides 148-3521 Of SEQ ID NO:
1). At day 8, mice were subcutancously administered a single 5 mg/kg of MAPT siRNA agents

or Saline. Liver tissue samples were collected at day 15 for quantification of MAPT mRNA level
through QPCR protocol. The results are shown in Tables 7. All the MAPT RNAI agents tested
exhibited MAPT inhibition in MAPT transduced mice.

Tables 7 provides experimental results of in vivo studies using various MAPT RNAi agents

to inhibit MAPT expression. The duplex sequences used correspond to those shown in Table 3.

Compoud_ID

MAPT-A remaining relative
to control (Mean + SEM) Dosage
D15 mg/kg
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ADO01562 0.1340.02 5.00
ADOQ1562-1 0.0940.01 5.00
ADO01564 0.4340.03 5.00
ADO01565 0.240.03 5.00
ADO01566 0.0940.02 5.00
ADO01567 0.11+0.01 5.00
ADO01568 0.17+0.02 5.00
ADO01569 0.3£0.17 5.00
ADO01570 0.5140.12 5.00
ADO01571 0.19+0.02 5.00
ADO1572 0.13+0.04 5.00
ADO01573 0.1£0.05 5.00
ADO01574 0.34+0.06 5.00
ADO1575 0.27+0.02 5.00
ADO1576 0.15+0.03 5.00
ADO01577 0.7340.11 5.00
ADO1578 0.56+0.11 5.00
ADO01579 0.3540.08 5.00
ADO02147 0.33+0.1 5.00
ADO02148 0.0840.04 5.00
AD02149 0.11+0.04 5.00
ADO02150 0.13+0.01 5.00
ADO02151 0.1240.05 5.00
ADO2152 0.2340.07 5.00
ADO02153 0.11+0.03 5.00
ADO02154 0.22+0.1 5.00
ADO02155 0.3340.01 5.00
ADO02156 0.44+0.13 5.00
ADO02157 0.32+0.09 5.00
ADO02158 0.15+0.02 5.00
ADO02159 0.5140.04 5.00
ADO02160 0.5640.04 5.00
ADO2161 0.5440.12 5.00
AD02162 0.21+0.1 5.00
AD02163 0.2540.11 5.00
ADO02164 0.2+0.06 5.00
ADO02165 0.41+0.16 5.00
AD02166 0.5£0.19 5.00
ADO02167 0.2940.13 5.00
ADO02168 0.17+0.02 5.00
ADO02169 0.2540.03 5.00
ADO02170 0.2240.08 5.00
ADO02171 0.3+0.09 5.00
ADO02172 0.27+0.04 5.00
ADO02173 0.14+0.11 5.00
ADO2174 0.4740.02 5.00
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ADO2175 0.3940.02 5.00
ADO02176 0.5440.09 5.00
ADO02177 0.5640.15 5.00

Example 7 . In Vivo Screening of MAPT siRNA Duplexes
At day 1, female C57BL/6J mice (3 in each group) were infected by intravenous

administration of a solution of adeno-associated virus 8 (AAVS) vector encoding human MAPT
(respectively fused to MAPT target sequence comprising nucleotides 148-3521 Of SEQ ID NO:
1). At day 8, mice were subcutaneously administered a single 2 mg/kg of MAPT siRNA agents

or Saline. Liver tissue samples were collected at day 15 for quantification of MAPT mRNA level
through QPCR protocol. The results are shown in Tables 8-9. All the MAPT RNAi agents tested
exhibited MAPT inhibition in MAPT transduced mice.

Tables 8 provides experimental results of in vivo studies using various MAPT RNAi agents

to inhibit MAPT expression. The duplex sequences used correspond to those shown in Table 3.

MAPT-A remaining relative
Compoud_ID to control (Mean + SEM) | Dosage mg/kg
D15
Saline 1+0.03 /
ADO01562 0.37+0.04 2.00
ADO01562-1 0.15+0.02 2.00
ADO1566 0.320.12 2.00
ADO01567 0.22+0.02 2.00
AD01568 0.36+0.04 2.00
ADO01571 0.28+0.04 2.00
ADO01572 0.21+0.06 2.00
ADO01573 0.28+0.06 2.00
ADO01576 0.25+0.01 2.00
ADO02148 0.16+0.03 2.00
AD02149 0.240.02 2.00
ADO02150 0.19+0.01 2.00
ADO02151 0.19+0.02 2.00
AD02153 0.240.02 2.00
ADO02158 0.24+0.03 2.00
ADO02168 0.254+0.03 2.00
AD02173 0.74+0.03 2.00

Tables 9 provides experimental results of in vivo studies using various MAPT RNAi agents

to inhibit MAPT expression. The duplex sequences used correspond to those shown in Table 3.

MAPT-A remaining relative to | Dosage
Compoud_ID control (Mean + SEM) mg/kg
D15
ADO1562-1 0.17£0.04 2.00
ADO02754 0.34+0.01 2.00
ADO02755 1.2540.39 2.00
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ADO02756 0.59+0.07 2.00
ADO02757 0.16+0.03 2.00
ADO02758 0.2+0.12 2.00
ADO02759 0.21£0.07 2.00
AD02760 0.5+0.11 2.00
ADO02761 0.38+0.13 2.00
ADO02762 0.36+0.1 2.00
ADO02763 0.42+0.08 2.00
ADO02764 0.17+0.09 2.00
ADO02765 0.45+0.08 2.00
ADO02766 0.37+0.03 2.00
AD02767 0.43+0.22 2.00
AD02768 0.63+0.02 2.00
ADO02769 0.71£0.08 2.00
ADO02770 0.46+0.07 2.00
ADO02771 1.15+0.23 2.00
ADO02772 0.79+£0.18 2.00
ADO02773 0.66+0.16 2.00
ADO02774 0.32£0.05 2.00
ADO02775 0.49+0.02 2.00
ADO02776 1.19+0.57 2.00
ADO02777 0.51£0.16 2.00
ADO02778 0.5+0.02 2.00
ADO02779 0.95+0.02 2.00
ADO02780 0.52+0.06 2.00
ADO02781 0.44+0.07 2.00
AD02782 0.24+0.03 2.00
ADO02783 0.2240.07 2.00
ADO02784 0.02+0.01 2.00

Example 8. In Vitro Screening of MAPT siRNA Duplexes
Huh7 cells were trypsinzed and adjusted to appropriate density seeded into 96-well

plates. Cells were transfected with the complexes of psiCHECK(TM)-2 Vector plasmid,

blank vector PCNDA3.0, siRNAs or a control siRNA using Lipofectamine 2000 (Invitrogen-

11668-019) at the next day of seeding following the protocol according to manufacturer’s

recommendation. The siRNAs were tested at different concentrations (0.5nM and 5nM ) in

triplicate.

Day 1, Add trypsin to disassociate Huh7 cells in one flask, and count cells using Vi-

Cell counting machine, adjust the cell density to 1*1075/ml and culture with DMEM medium.
Day 2, MAPT-psiCHECK(TM)-2 Vector/blank vector pPCDNA3.0/siRNAs/

Lipofectamine 2000 mixture transfection
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(1) Mix appropriate Lipofectamine 2000 ( Invitrogen-11668-019) with Opti-MEM®
Medium (solution mix#1). Final equal 0.3 pl Lipofectamine 2000 and Opti-MEM® Medium
4.7 ul per well.

(2) Mix appropriate MAPT-psiCHECK(TM)-2 Vector, blank pCNDNA 3.0 vector and
siRNAs with Opti-MEM® Medium per well ( solution mix#2).

(3) Mix equal volume of solution mix#1 and mix#2, final 10 pl per well. Incubate the
mixture at RT for 15 min to allow complex formation.

(4) Remove DMEM medium, add 10 pl mixed solution mix#1 and mix#2 and 90 pl
fresh DMEM medium.

(5) No compound control well was defined as cells transfected with MAPT-
psiCHECK(TM)-2 Vector and blank vector pPCNDNA 3.0 and without siRNA treatment; blank
control was cell only wells.

Day 3, Dual Glo Luciferase Assay

(1) Add the Renilla luciferase detection reagent that is equilibrated to room
temperature, and the sample volume is the same as that of the initial cell culture
medium and mixed thoroughly. (For example, for a 96-well plate, it is
recommended to add 80 ul of culture medium and 80 ul of detection reagents
accordingly.

(2) Mix at room temperature on a horizontal shaker for at least 10 minutes.

(3) Detect the luminescence signal of Renilla luciferase on a chemiluminescence
detector or a multifunctional microplate reader with a chemiluminescence module,
and complete the detection within 2 hours after adding the detection reagent. The
detection sequence of Renilla luciferase on the microtiter plate should be the same
as that of firefly luciferase.

Data analysis

Experimental design: According to different experimental purposes, a blank control

group, experimental group and control group should be set in each culture plate.

a. Blank control groups

Background F: untransfected cells + firefly luciferase detection reagent.

Background R: untransfected cells + firefly luciferase detection reagent + Renilla
luciferase detection reagent

Note: The amount of sample used in the blank control group must be the same as that
of the experimental sample, and contain the same medium/serum combination as the

experimental sample.
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b. Experimental group: Transfected cells are treated with experimental compounds (ie
experimental group F and experimental group R).

c. Control group: The transfected cells are not treated to standardize the results (ie,
control group F and control group R).

Calculation result:

The ratio of the experimental group=(experimental group F-background
F)/(experimental group R-background R), the ratio of the control group=(control group F-
background F)/(control group R-background R).

Expression multiple = ratio of experimental group/ratio of control group.

The duplex sequences used correspond to those shown in Table 10-11.

Table 10 provides experimental results of in vitro studies using various MAPT RNAi
agents to inhibit MAPT expression. The duplex sequences used correspond to those shown in
Table 2.

Inhibition%
Duplex AV# 5nM | 0.5nM
MEAN+SD
AV07298 -11.50+0.82 -11.09+10.62
AV07299 -16.79£5.81 -16.57£6.26
AV07300 3.29+331 12.99+1.50
AV07301 -4.42+1 44 -9.18+7.31
AV07302 25.680.93 5.72+6.08
AV07303 4.14£7.15 -8.51+1.93
AV07304 33.93+1.60 26.5123.28
AV07306 40.0843.34 33.69+1.87
AV07307 47.84+4.38 70.3620.55
AV07308 25.00+3.65 35.10£2.91
AV07309 39.49+2.29 34.35+3.06
AV07310 38.87+4.18 29.95+3.70
AV07311 71.40£1.00 60.4122.95
AV07312 49.3412.57 33.5244.57
AV07314 55.73+1.09 29.38+5.07
AV07315 37.19+1.77 32.77+0.12
AV07316 17.63x2.41 19.8219.16
AV07317 11.9247.11 -6.29+5.63
AV07318 63.030.40 56.3743.61
AV07319 46.642.46 4.90£11.20
AV07320 3.5747.16 3.0448.75
AV07322 74.50£1.12 68.18+1.85
AV07323 31.90+4.41 21.62+5.49
AV07324 31.08+2.45 37.85+2.10
AV07325 41.45+4.19 19.37+0.18
AV07326 -16.60+8.34 -15.00+9.39
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AV07327 -4.74+3.29 -14.56+11.71
AV07328 13.2446.76 6.87£6.72
AV07330 -8.43+6.15 -9.20+7.81
AV07331 56.20+2.03 44.28+2.97
AV07332 -12.09+2.33 -12.14+£2.37
AV(07333 -10.46+0.96 -4.54+4.72
AV07334 -8.32+3.73 -3.92+13.67
AVO07335 -3.34+4.63 -13.5446.12
AV07336 5.88+5.01 19.74+1.09
AV07338 66.10+0.45 62.68+1.38
AV07339 66.47+2.75 44.63+2.15
AV07340 73.25+2.02 68.93+4.08
AV07341 77.09+£0.97 74.85+2.12
AV(07342 16.00+4.99 -6.51+0.81
AV07343 57.53+£3.51 29.58+2.78
AV07344 12.57+2.57 11.974£7.04
AV07346 37.0045.22 26.98+5.70
AV07347 -9.59+3.03 -7.60+5.62
AV07348 53.95+1.22 32.42+3.81
AV07349 25.00+4.51 11.22+2.05
AV07350 3.79+4.89 -4.89+6.16
AV07351 11.35£3.65 19.06+3.97
AV07352 36.47+4.20 30.42+1.21
AV(07354 60.71+2.78 50.83+1.96
AV07355 17.44+5.90 -3.31£5.50
AV07356 48.76+3.24 54.35+0.41
AV07357 46.47+£3.78 23.27+2.82
AV07358 45.66+1.33 32.97+0.56
AV07359 39.52+2.37 18.3243.66
AV07360 35.85+6.65 18.02+5.14
AV07362 32.70+1.34 22.27+5.25
AV07363 72.58+1.97 53.43+1.68
AV07364 -4.69+6.96 -1.85+6.51
AV07365 -2.05+3.71 0.11+12.16
AV07366 7.25+3.82 6.79+6.49
AV07367 8.54+6.55 -5.90+3.69
AV07368 11.09+2.12 16.74+12.80
AV07370 45.28+3.98 45.14+3.25
AV07371 72.29+£2.08 64.50+2.70
AV07372 69.73£1.79 72.3140.53
AV07373 55.74+0.50 52.62+1.17
AV07374 55.03+£5.48 46.40+2.44
AVO07375 80.21+1.10 74.86+1.48
AVO07376 47.96+3.54 44.78+2.27
AV07378 39.52+5.48 16.61+5.24
AV07379 72.12+1.42 74.01+1.62
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AV07380 -9.33+£9.05 -6.11+4.06
AV07381 9.3745.32 15.64+6.10
AV07382 28.63+2.92 20.10£0.19
AV07383 48.26+4.69 19.91+1.81
AV(07384 55.79+1.71 45.27+3.38
AV(07386 0.90+8.78 0.43+7.52

AV07387 -12.46+2.80 -9.71+3.73
AVO07388 55.74+4.92 51.50+3.13
AV07389 76.79+0.69 76.73+0.94
AV07390 38.37+2.77 35.9444.39
AV07391 19.87+0.74 16.65+4.56
AV07392 44.86+2.00 19.75+£2.97
AV07305 14.38+3.12 14.29+5.66
AV07313 48.89+2.03 27.27+1.02
AV07321 23.77+2.44 4.15+4.21

AV07329 18.23+0.50 10.93£1.69
AV07337 69.3340.88 53.7045.15
AV07345 66.25+2.24 59.08+3.66
AV07353 56.01+10.60 51.80+0.57
AV07361 7.01+2.61 -11.90+4.80
AV07369 -1.05+1.09 -10.86+4.47
AVO07377 40.89+2.69 26.03+2.12
AV07385 31.03+4.43 26.41+5.49
AV07393 28.67+4.47 19.394+6.39

Table 11 provides experimental results of in vitro studies using various MAPT RNAIi

agents to inhibit MAPT expression. The duplex sequences used correspond to those shown in

Table 2.

Inhibition%
Duplex AV# 5nM 0.5nM

MEAN=+SD
AV07394 12.02+£10.17 1.14+10.04
AV07395 36.55+5.32 14.64+1.56
AV07396 1.11+£9.52 4.01+£6.54
AV07397 -10.63+7.01 -2.77+8.65
AV07398 -4.94+4.18 7.87+3.18
AV07399 6.28+2.76 17.15+£3.61
AV07400 -1.88+9.97 0.52+5.95
AV07402 -6.47+2.65 -14.32+2.01
AV07403 -17.11+5.51 -17.46+5.32
AV07404 30.78+£2.87 17.43£7.99
AV07405 60.23+2.63 390.27+3.22
AV07406 71.01+1.94 66.87+2.67
AV07407 76.23+1.05 70.18+1.98
AV07408 69.41+1.37 59.87+1.15
AV07410 60.71+3.29 26.74+3.36
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AV07411 55.26x2.36 64.38+1.69
AV07412 29.59+4.31 40.2840.44
AV07413 52.89+3.72 70.54+2.93
AV07414 70.84+1.52 69.62+1.91
AV07415 50.07+1.59 59.75+0.99
AV07416 21.64+6.77 21.54+6.72
AV07418 64.26+2.84 56.52+4.73
AV07419 62.43+0.94 45.53+2.87
AV07420 63.56+2.08 36.56+3.87
AV07421 75.70+£1.06 62.2442.62
AV07422 37.56+3.82 40.03+4.00
AV07423 12.40+4.32 3.23+3.39
AV(07424 -8.08+2.84 -2.43+4.48
AV07426 -13.81+6.40 -9.61+13.34
AV07427 41.25+5.95 10.44+3.14
AV07428 63.03+4.32 50.54+4.26
AV07429 23.54+8.44 29.8842.45
AV07430 -0.02+6.15 -1.03£2.75
AV07431 -0.06+3.39 12.23+£0.79
AV(07432 33.36+3.06 52.89+2.16
AV07434 -24.10+9.67 -18.82+5.35
AV07435 -15.5749.09 -8.59+£9.91
AV07436 -15.51+£2.38 -6.55+6.71
AV07437 14.95+6.24 2.42+6.77
AV07438 3.29+2.28 -2.43+5.47
AV07439 12.50+4.18 9.56+3.34
AV07440 -7.37+1.49 -11.36+8.28
AV(07401 3.47+4.65 -8.42+0.99
AV07409 -0.83£3.61 -7.91+8.11
AV07417 55.95+6.46 47.04+2.51
AV07425 45.74+4.05 28.82+4.66
AV07433 -1.98+8.75 14.47+3.20
AV07441 -10.50+0.94 -11.49+7.00
AV07442 -5.76+1.63 -6.18+£7.10

Example 9 . In Vivo Screening of MAPT siRNA Duplexes

At day 1, female C57BL/6J mice (3 in each group) were infected by intravenous

administration of a solution of adeno-associated virus 8 (AAVS) vector encoding human MAPT
(respectively fused to MAPT target sequence comprising nucleotides 148-3521 Of SEQ ID NO:
1). At day 12, mice were subcutaneously administered a single 2 mg/kg of MAPT siRNA agents

or Saline. Liver tissue samples were collected at day 19 for quantification of MAPT mRNA level
through QPCR protocol. The results are shown in Tables 12. All the MAPT RNAi agents tested

exhibited MAPT inhibition in MAPT transduced mice.
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Tables 12 provides experimental results of in vivo studies using various MAPT RNAi

agents to inhibit MAPT expression. The duplex sequences used correspond to those shown in

Table 3.

MAPT remaining relative to

Duplex AD# control (Mean + SEM) Dosafge
D19 mefke

Saline 1.07+0.26 /
AD01562-1 0.18+0.05 2
AD03098-1 0.16+0.05 2
ADO03099-1 0.12+0.05 2
ADO03100 0.15+0.09 2
AD02148-1 0.18+0.08 2
AD02757-1 0.31+0.13 2
AD02149-1 0.06+0.02 2
AD02758-1 0.39+0.13 2
AD02759-1 0.09+0.04 2
ADO01567-1 0.094£0.02 2
ADO02150-1 0.13£0.07 2
AD02764-1 0.320.05 2
AD02767-1 0.1+0.01 2
ADO02151-1 0.15+0.01 2
ADO1572-1 0.24+0.07 2
AD02153-1 0.1+0.06 2
AD02173-1 0.39+0.08 2
AD02782-1 0.22+0.06 2
AD02783-1 0.18+0.03 2
AD02148-2 0.08+0.04 2
AD02757-2 0.35+£0.07 2
AD02149-2 0.21+£0.12 2
AD02758-2 0.3+0.14 2
AD02759-2 0.15+0.05 2
ADO01567-2 0.32+0.11 2
AD02150-2 0.17+0.03 2
ADO02764-2 0.3540.13 2
AD02767-2 0.11+0.02 2
AD02151-2 0.19+0.08 2
AD01572-2 0.21+0.02 2
AD02153-2 0.14+0.02 2
AD02173-2 0.38+0.11 2
AD02782-2 0.47+£0.17 2
ADO02148-3 0.14+0.02 2
AD02757-3 0.18+0.01 2
AD02149-3 0.1+0.02 2
AD02758-3 0.32+0.04 2
AD02759-3 0.12+0.03 2
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ADO01567-3 0.11£0.04 2
AD02150-3 0.1240.03 2
AD02764-3 0.17£0.05 2
AD02767-3 0.05+0.01 2
ADO02151-3 0.18+0.04 2
AD01572-3 0.0940.02 2
AD02153-3 0.0940.02 2
AD02782-3 0.2540.01 2

Equivalents
Although several embodiments of the present invention have been described and

illustrated herein, those of ordinary skill in the art will readily envision a variety of other
means and/or structures for performing the functions and/or obtaining the results and/or one or
more of the advantages described herein, and each of such variations and/or modifications is
deemed to be within the scope of the present invention. More generally, those skilled in the
art will readily appreciate that all parameters, dimensions, materials, and configurations
described herein are meant to be exemplary and that the actual parameters, dimensions,
materials, and/or configurations will depend upon the specific application or applications for
which the teachings of the present invention is/are used. Those skilled in the art will
recognize, or be able to ascertain using no more than routine experimentation, many
equivalents to the specific embodiments of the invention described herein. It is, therefore, to
be understood that the foregoing embodiments are presented by way of example only and that,
within the scope of the appended claims and equivalents thereto; the invention may be
practiced otherwise than as specifically described and claimed. The present invention is
directed to each individual feature, system, article, material, and/or method described herein.
In addition, any combination of two or more such features, systems, articles, materials, and/or
methods, if such features, systems, articles, materials, and/or methods are not mutually
inconsistent, is included within the scope of the present invention.

All definitions, as defined and used herein, should be understood to control over
dictionary definitions, definitions in documents incorporated by reference, and/or ordinary
meanings of the defined terms.

The indefinite articles “a” and “an,” as used herein in the specification and in the
claims, unless clearly indicated to the contrary, should be understood to mean “at least one.”

The phrase “and/or,” as used herein in the specification and in the claims, should be
understood to mean “either or both” of the elements so conjoined, i.e., elements that are
conjunctively present in some cases and disjunctively present in other cases. Other elements
may optionally be present other than the elements specifically identified by the “and/or”
clause, whether related or unrelated to those elements specifically identified, unless clearly
indicated to the contrary.

All references, patents and patent applications and publications that are cited or referred

to in this application are incorporated herein in their entirety herein by reference.
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Claims
1. A double-stranded ribonucleic acid (dsRNA) agent for inhibiting expression of MAPT,
wherein the dsSRNA agent including a sense strand and an antisense strand, wherein the sense
strand comprises at least 15 contiguous nucleotides differing by no more than 3 nucleotides from
the nucleotide sequence of SEQ ID NO: I and the antisense strand comprises at least 15
contiguous nucleotides differing by no more than 3 nucleotides from the nucleotide sequence of
SEQ ID NO:2, wherein the sense strand and the antisense strand can be partially, substantially,

or fully complementary to each other.

2. The dsRNA agent of claim 1, wherein the dsRNA agent includes a sense strand and an
antisense strand, wherein the sense strand comprises at least 15, 16, 17, 18, 19, 20 or 21
contiguous nucleotides that differ by 0, 1, 2, or 3 nucleotides from any one of the nucleotide
sequences of nucleotides 165-195, 166-196, 167-197, 165-197, 257-287, 1495-1525, 1525-1555,
1528-1558, 1529-1559, 1525-1559, 1532-1562, 2234-2264, 2235-22635, 2236-2266, 2237-2267,
2238-2268, 2235-2268, 2326-2356, 2327-2357, 2328-2358, 2329-2359, 2330-2360, 2331-2361,
2333-2363, 2334-2364, 2336-2366, 2342-2372, 2326-2372, 2359-2389, 2364-2394, 2359-2394,
2412-2442,2414-2444,2412-2444, 2426-2456, 2688-2718, 2775-2805, 2805-2835, 2811-2841,
2835-2865, 2836-2866, 2837-2867, 2838-2868, 2839-2869, 2840-2870, 2841-2871, 2842-2872,
2843-2873, 2845-2875, 2835-2875, 2868-2898 of SEQ ID NO: 1, and the antisense strand
comprises at least 15, 16, 17, 18, 19, 20 or 21 contiguous nucleotides differing by 0, 1, 2, or 3
nucleotides from the corresponding nucleotide sequence of SEQ ID NO:2, wherein the sense
strand and the antisense strand can be partially, substantially, or fully complementary to each

other.

3. The dsRNA agent of claim 2, wherein the sense strand comprises at least 15, 16, 17, 18, 19,
20 or 21 contiguous nucleotides that differ by 0, 1, 2, or 3 nucleotides from any one of the
nucleotide sequences of nucleotides 170-190, 171-191, 172-192, 170-192, 262-282, 1497-1517,
1500-1520, 1530-1550, 1533-1553, 1534-1554, 1530-1554, 1537-1557, 2239-2259, 2240-2260,
2241-2261,2242-2262, 2243-2263, 2239-2263, 2331-2351, 2332-2352, 2333-2353, 2334-2354,
2335-2355, 2336-2356, 2338-2358, 2339-2359, 2341-2361, 2347-2367,2331-2367, 2364-2384,
2369-2389, 2364-2389, 2417-2437,2419-2439, 2417-2439, 2431-2451, 2693-2713, 2780-2800,
2810-2830, 2816-2836, 2840-2860, 2841-2861, 2842-2862, 2843-2863, 2844-2864, 2845-2865,
2846-2866, 2847-2867, 2848-2868, 2850-2870, 2840-2870, 2873-2893 of SEQ ID NO: 1, and
the antisense strand comprises at least 15, 16, 17, 18, 19, 20 or 21 contiguous nucleotides
differing by O, 1, 2, or 3 nucleotides from the corresponding nucleotide sequence of SEQ ID
NO:2.
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4. The dsRNA agent of claim 1, wherein said antisense strand comprises a region of
complementarity to a MAPT RNA transcript which comprises at least 15 contiguous nucleotides
differing by no more than 1, 2, or 3 nucleotides from any one of the antisense sequences listed

in any one of Tables 1-3.

5. The dsRNA agent of claim 1, wherein said antisense strand comprises a region of
complementarity to a MAPT RNA transcript which comprises at least 15 contiguous nucleotides

from any one of the antisense sequences listed in any one of Tables 1-3.

6. A double-stranded ribonucleic acid (dsRNA) agent for inhibiting expression of MAPT,
wherein the dsRNA agent comprises a sense strand and an antisense strand, nucleotide positions
2 to 18 in the antisense strand comprising a region of complementarity to a MAPT RNA
transcript, wherein the region of complementarity comprises at least 15, 16, 17, 18, 19, 20 or 21
contiguous nucleotides that differ by 0, 1, 2, or 3 nucleotides from one of the antisense sequences

listed in one of Tables 1-3, and optionally comprising a targeting ligand.

7. The dsRNA agent of claim 6, wherein the region of complementarity to a MAPT RNA
transcript comprises at least 15, 16, 17, 18, or 19 contiguous nucleotides that differ by no more

than 3 nucleotides from one of the antisense sequences listed in one of Tables 1-3.

8. The dsRNA agent of any one of claims 1-7, wherein the antisense strand of dsRNA is
substantially or fully complementary to any one of a target region of SEQ ID NO: 1, and
preferably the dsSRNA agent comprises an antisense strand sequence set forth in any one of
Tables 1-3.

9. The dsRNA agent of any one of claims 1-8, wherein the sense strand sequence is at least
substantially complementary to or fully complementary to the antisense strand sequence in the
dsRNA agent, preferably, wherein the dsSRNA agent comprises a sense strand sequence set forth

in any one of Tables 1-3.

10. The dsRNA agent of any one of claims 1-9, wherein the dsSRNA agent comprises the

sequences set forth as a duplex sequence in any of Tables 1-3.

11. The dsRNA of any one of claims 1-10, wherein the dsRNA agent comprises at least one

modified nucleotide.

12. The dsRNA agent of any one of claims 1-11, wherein all or substantially all of the nucleotides

of the sense strand and/or the antisense strand are modified nucleotides.
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13. A double-stranded ribonucleic acid (dsRNA) agent for inhibiting expression of MAPT,
wherein the dsRNA agent including a sense strand and an antisense strand, wherein the sense
strand is complementary to the antisense strand, wherein the antisense strand comprises a region
complementary to part of a MAPT RNA transcript, wherein each strand is about 15 to about 30
nucleotides in length, wherein the sense strand comprises sequence may be represented by
formula (I):
S-INDoNLTNLNLNLNENLNENLNNI NN NLNLNLNLNL(NLDw-3" (D)

wherein:

each N'r represents a 2'-fluoro-modified nucleotide; each N'xi and N'n2 independently
represents a modified or unmodified nucleotide; each N'r independently represents a modified
or unmodified nucleotide but not a 2'-fluoro-modified nucleotide, and m' and n' are each

independently an integer of 0 to 7.

14. A double-stranded ribonucleic acid (dsSRNA) agent for inhibiting expression of MAPTis
provided, wherein the dsRNA agent including a sense strand and an antisense strand, wherein
the sense strand is complementary to the antisense strand, wherein the antisense strand
comprises a region complementary to part of a MAPT RNA transcript,, wherein each strand is
about 18 to about 30 nucleotides in length, wherein the antisense strand comprises sequence
may be represented by formula (II):

3'-(NL)n Nm1 N Navi2 N Ni N Nz Nvia N NL N Nwis N Nows N N N Np-5°

an

wherein:
each Nfr represents a 2'-fluoro-modified nucleotide, each Nmi, Nam2, Nwms, Nava, Nus, and N
independently represents a modified or unmodified nucleotide; each Nr independently
represents a modified or unmodified nucleotide but not a 2'-fluoro-modified nucleotide, and n is

an integer of 0 to 7.

15. A double-stranded ribonucleic acid (dsRNA) agent for inhibiting expression of MAPT is
provided, wherein the dsRNA agent including a sense strand and an antisense strand, wherein
the sense strand and the antisense strand form a dsRNA duplex, wherein said sense strand is
complementary to the antisense strand, wherein said antisense strand comprises a region of
complementarity to a MAPT RNA transcript, wherein the region of complementarity comprises
atleast 15 contiguous nucleotides, wherein the dSRNA comprises duplex represented by formula
(11):
sense: S'-(N'L)wNL NLNLNLNENLNENLNNt Ne NLNLNLNLNL (N'L)w-3'
antisense: 3'-(NL)a Nm1 NL Nmz2 NL N NL Nviz NyvisNE N N Nvis N Nvis N N Ne Np-5'

(I
wherein:

each strand is about 18 to about 30 nucleotides in length;
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each Nr and N'r independently represents a 2'-fluoro-modified nucleotide; Nmi, Nmz, Nv3, N,
Nws, N'n1, and N'nz each independently represents a modified or unmodified nucleotide; N'xy
and N'n2 include only one 2'-Fluorine modified nucleotides; Nmi, Nm2, Nm3, Nma, Nms, and Nivs
have only three 2'-fluoro-modified nucleotides; each Np and N'L independently represents a
modified or unmodified nucleotide but not a 2'-fluoro-modified nucleotide, and m’, n" and n are
each independently an integer of 0 to 7.

16. The dsRNA agent of any one of claims 11-15, wherein the one or more modified nucleotides
are independently selected from the group consisting of: a 2’-O-methyl nucleotide, a 2’-Fluoro
nucleotide, a 2’-deoxy nucleotide, a 2’3’-seco nucleotide mimic, a locked nucleotide, an
unlocked nucleic acid nucleotide (UNA), a glycol nucleic acid nucleotide (GNA), a 2’-F-
Arabino nucleotide, a 2’-methoyxyethyl nucleotide, an abasic nucleotide, an ribitol, inverted
nucleotide, an inverted abasic nucleotide, an isomannide nucleotide, an inverted 2’-Ome
nucleotide, an inverted 2’-deoxy nucleotide, a 2’-amino-modified nucleotide, a 2’-alkyl-
modified nucleotide, a mopholino nucleotide, a 3’-OMe nucleotide, a nucleotide comprising a
5’-phosphorothioate group, a 5'- phosphonate modified nucleotide a terminal nucleotide linked
to a cholesteryl derivative or dodecanoic acid bisdecylamide group, a 2’-amino-modified
nucleotide, a phosphoramidate, or a non-natural base comprising nucleotide.

17. The dsRNA agent of any one of claims 1-16, comprises an E-vinylphosphonate nucleotide
at the 5" end of the antisense strand, or comprises a 5'-phosphate mimic nucleotide represented

by formula (VIII) or or their stereoisomers or racemates at the 5'- end of the antisense strand
Fa

Qa.. /Qe

Q.,"’\:\p)ﬁb
Ra” ke Formula ( VIII )

wherein: Qsis O, S, SO, SOz, PR'R'7 or NR'!; R!® and R!7 are independently (=0), (=S), OH,
SH, Ci-Csalkyl, NR'®R!%; Ra and Re are each independently selected from hydroxyl or protected
hydroxyl, sulfhydryl or protected sulfhydryl, optionally substituted C1-Cs alkyl , optionally
substituted C;-Ce alkoxy , protected or optionally substituted amino, natural or modified
nucleosides; and Rpis O or S or NR'2, R'?is hydrogen, C;-Csalkyl, amino protecting group;
Q1 and Q: are each independently H, halogen, -CN, optionally substituted C;-Cg alkyl;
the substituents in the substituted amino group are selected from: optionally substituted C1-Cs
alkyl, optionally substituted C»-Cg alkenyl, optionally substituted C»-Cs alkynyl, sulfinyl,
sulfonyl, acetyl;
R, R'® and R'® are independently H, optionally substituted C;-Cs alkyl, optionally substituted
Ci1-Cs alkoxy, methanesulfonyl, and sulfonic acid group;

Z is a nucleoside containing a sugar or sugar surrogate moiety;
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T3 is an internucleotide linking group that connects the 5'-terminal nucleotide of formula (VIII)
or its stereoisomer to the remainder of the 5"-end of the guide strand;

each substituted group comprises one or more substituent groups optionally independently
selected from: halogen, hydroxyl, C1-Cs alkyl, C1-Cg alkoxy, C1-Ce alkylsulthydryl, CN.

18. The dsRNA agent of any one of claims 1-17, wherein the dsSRNA agent comprises at least

one phosphorothioate internucleoside linkage.

19. The dsRNA agent of any one of claims 1-17 wherein the sense strand comprises at least one

phosphorothioate internucleoside linkage.

20. The dsRNA agent of any one of claims 1-17, wherein the antisense strand comprises at least

one phosphorothioate internucleoside linkage.

21. The dsRNA agent of any one of claims 1-17, wherein the sense strand comprises 1, 2, 3, 4,

5, or 6 phosphorothioate internucleoside linkages.

22. The dsRNA agent of any one of claims 1-17, wherein the antisense strand comprises 1, 2, 3,

4, 5, or 6 phosphorothioate internucleoside linkages.

23. The dsRNA agent of any one of claims 1-22, wherein the modified sense strand is a modified

sense strand sequence set forth in one of Tables 2-3.

24. The dsRNA agent of any one of claims 1-22, wherein the modified antisense strand is a

modified antisense strand sequence set forth in one of Tables 2-3.
25. The dsRNA agent of any one of claims 1-24, wherein the sense strand is complementary or
substantially complementary to the antisense strand, and the region of complementarity is

between 16 and 23 nucleotides in length.

26. The dsRNA agent of any one of claims 1-25, wherein the region of complementarity is 19-

21 nucleotides in length.

27. The dsRNA agent of any one of claims 1-26, wherein each strand is no more than 30

nucleotides in length.

28. The dsRNA agent of any one of claims 1-26, wherein each strand is no more than 25

nucleotides in length.
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29. The dsRNA agent of any one of claims 1-26, wherein each strand is no more than 23

nucleotides in length.

30. The dsRNA agent of any one of claims 1-29, wherein the dsSRNA agent comprises at least

5  one modified nucleotide and further comprises one or more targeting groups or linking groups.

31. The dsRNA agent of claim 30, wherein the one or more targeting groups or linking groups

are conjugated to the sense strand.

10 32. The dsRNA agent of claim 30 or 31, wherein the targeting group or linking group

comprises N-acetyl-galactosamine (GalNAc).

33. The dsRNA agent of claim 30-32, wherein the targeting group has a structure:

ot "
!
ey

15  n" are independently selected from 1 or 2.

34. The dsRNA agent of claim 30-33, wherein the targeting group has a structure:
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35. The dsRNA agent of any one of claims 1-34, wherein the dsSRNA agent comprises a targeting

group that is conjugated to the 5’-terminal end of the sense strand.

36. The dsRNA agent of any one of claims 1-34, wherein the dSRNA agent comprises a targeting

group that is conjugated to the 3'-terminal end of the sense strand.

37. The dsRNA agent of any one of claims 1-34, wherein the antisense strand comprises one

inverted abasic residue at 3’-terminal end.
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38. The dsRNA agent of any one of claims 1-34, wherein the sense strand comprises one or two

inverted abasic residues or imann residues at 3’ or/and 5’ terminal end.

39. The dsRNA agent of any one of claims 1-38, wherein the dSRNA agent has two blunt ends.

40. The dsRNA agent of any one of claims 1-38, wherein at least one strand comprises a 3’

overhang of at least 1 nucleotide.

41. The dsRNA agent of any one of claims 1-38, wherein at least one strand comprises a 3’

overhang of at least 2 nucleotides.

42. The dsRNA agent of any one of claims 1-41 wherein the MAPT RNA transcript is SEQ ID
NO: 1.

43. A composition comprising a dsRNA agent of any one of claims 1-42.

44. The composition of claim 43, further comprising a pharmaceutically acceptable carrier.

45. The composition of claim 44, further comprising one or more additional therapeutic agents.

46. The composition of claim 45, wherein the composition is packaged in a kit, container,

pack, dispenser, pre-filled syringe, or vial.

47. The composition of any one of claims 43-46, wherein the composition is formulated for
subcutaneous administration, is formulated for intrathecally administration, or is formulated for

intravenous (IV) administration.

48. A cell comprising a dsRNA agent of any one of claims 1-42, optionally, the cell is a

mammalian cell, optionally a human cell.

49. A method of inhibiting the expression of a MAPT gene in a cell, the method comprising:
(i) preparing a cell comprising an effective amount of a double-stranded ribonucleic acid

(dsRNA) agent of any one of claims 1-42 or a composition of any one of claims 43-47.

50. The method of claim 49, further comprising:

(i) maintaining the cell prepared in claim 49 (i) for a time sufficient to obtain degradation
of the mRNA transcript of a MAPT gene, thereby inhibiting expression of the MAPT gene in
the cell.
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51. The method of any one of claims 49-50, wherein the cell is in a subject and the dSRNA agent

is administered to the subject subcutaneously.

52. The method of any one of claims 49-50, wherein the cell is in a subject and the dSRNA agent

is administered to the subject by IV administration or by intrathecally administration.

53. The method of claim 51 or 52, further comprising assessing inhibition of the MAPT gene,
following the administration of the dsSRNA agent to the subject, wherein a means for the
assessing comprises:

(i) determining one or more physiological characteristics of a MAPT-associated disease
or condition in the subject and

(i1) comparing the determined physiological characteristic(s) to a baseline pre-treatment
physiological characteristic of the MAPT-associated disease or condition and/or to a control
physiological characteristic of the MAPT-associated disease or condition,
wherein the comparison indicates one or more of a presence or absence of inhibition of

expression of the MAPT gene in the subject.

54. The method of claim 53, wherein the determined physiological characteristic is one or more
of: the MAPT mRNA level, the MAPT protein level in the subject, variable progression of motor,
cognitive, and behavioral impairment, or symptoms and hallmarks include loss of memory, loss

of motor function, and/or increase in the number and/or volume of neurofibrillary inclusions.

55. The method of claim 54, wherein a reduction in one or more of the subject’s MAPT mRNA
level, the MAPT protein level in the subject, and/or a decrease in MAPT gene mRNA in one or

more of the hippocampus, striatum, cortex, cerebellum, thalamus, hypothalamus, and spinal cord.

56. A method of inhibiting expression of a MAPT gene in a subject, the method comprising
administering to the subject an effective amount of a double-stranded ribonucleic acid (dsRNA)

agent of any one of claims 1-42 or a composition of any one of claims 43-47.

57. The method of claim 56, wherein the dsRNA agent is administered to the subject

subcutaneously.

58. The method of claim 56, wherein the dSRNA agent is administered to the subject by IV

administration or by intrathecally administration.
59. The method of any one of claims 56-58, further comprising assessing inhibition of the MAPT

gene, following the administration of the dsRNA agent, wherein a means for the assessing

comprises:
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(1) determining one or more physiological characteristics of a MAPT-associated disease
or condition in the subject and

(ii) comparing the determined physiological characteristic(s) to a baseline pre-treatment
physiological characteristic of the MAPT-associated disease or condition and/or to a control
physiological characteristic of the MAPT-associated disease or condition,
wherein the comparison indicates one or more of a presence or absence of inhibition of

expression of the MAPT gene in the subject.

60. The method of claim 59, wherein the determined physiological characteristic is one or more
of: the MAPT mRNA level, the MAPT protein level in the subject, variable progression of motor,
cognitive, and behavioral impairment, or symptoms and hallmarks include loss of memory, loss

of motor function, and/or increase in the number and/or volume of neurofibrillary inclusions.

61. The method of claim 60, wherein a reduction in one or more of the subject’s MAPT mRNA
level, the MAPT protein level in the subject, and/or a decrease in MAPT gene mRNA in one or

more of the hippocampus, striatum, cortex, cerebellum, thalamus, hypothalamus, and spinal cord.

62. A method of treating a disease or condition associated with the presence of MAPT protein,
the method comprising administering to a subject an effective amount of a double-stranded
ribonucleic acid (dsRNA) agent of any one of claims 1-42, or a composition of any one of claims
43-47, to inhibit MAPT gene expression.

63. The method of claim 62, wherein the disease or condition is one or more of: tauopathy,
Alzheimer disease, frontotemporal dementia (FTD), behavioral variant frontotemporal dementia
(bvFTD), FTLD with MAPT mutations, FTD with motor neuron disease, nonfluent variant
primary progressive aphasia (nfvPPA), primary progressive aphasia-semantic (PPA-S), primary
progressive aphasia-logopenic (PPA-L), frontotemporal dementia with parkinsonism linked to
chromosome 17 (FTDP-17), Pick's disease (PiD), argyrophilic grain disease (AGD), corticobasal
degeneration (CBD), multiple system tauopathy with presenile dementia (MSTD), white matter
tauopathy with globular glial inclusions (FTLD with GGIs),neurofibrillary tangle (NFT)
dementia, amyotrophic lateral sclerosis (ALS), corticobasal syndrome (CBS), progressive
supranuclear palsy (PSP), Parkinson's disease, postencephalitic Parkinsonism, Down syndrome

(DS), Huntington disease, type 1 myotonic dystrophy, and Niemann-Pick disease.

64. The method of claim 63, further comprising administering an additional therapeutic regimen
to the subject.

65. The method of claim 64, wherein the additional therapeutic regimen comprises:

administering to the subject one or more MAPT antisense polynucleotides of the invention,
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administering to the subject a non-MAPT dsRNA therapeutic agent, and a behavioral

modification in the subject.

66. The method of claim 65, wherein the non-MAPT dsRNA therapeutic agent is one of more
of: a monoamine inhibitor, e.g., tetrabenazine (Xenazine), deutetrabenazine (Austedo), and
reserpine, an anticonvulsant, e.g., valproic acid (Depakote, Depakene, Depacon), and
clonazepam (Klonopin), an antipsychotic agent, e.g., risperidone (Risperdal), and haloperidol

(Haldol), and an antidepressant, e.g., paroxetine (Paxil).

67. The method of any one of claims 62-66, wherein the dsSRNA agent is administered to the

subject subcutaneously.

68. The method of any one of claims 62-66, wherein the dsSRNA agent is administered to the
subject by IV administration or by intrathecally administration.

69. The method of any one of claims 62-68, further comprising determining an efficacy of the

administered double-stranded ribonucleic acid (dsRNA) agent in the subject.

70. The method of claim 69, wherein a means of determining an efficacy of the treatment in the
subject comprises:

(i) determining one or more physiological characteristics of the MAPT-associated
disease or condition in the subject and

(ii) comparing the determined physiological characteristic(s) to a baseline pre-treatment
physiological characteristic of the MAPT-associated disease or condition
wherein the comparison indicates one or more of a presence, absence, and level of efficacy of

the administration of the double-stranded ribonucleic acid (dsSRNA) agent to the subject.

71. The method of claim 70, wherein the determined physiological characteristic is: the MAPT
mRNA level, the MAPT protein level in the subject, or variable progression of motor, cognitive,
and behavioral impairment, or symptoms and hallmarks include loss of memory, loss of motor

function, and/or increase in the number and/or volume of neurofibrillary inclusions.

72. The method of claim70, wherein a reduction in one or more of the MAPT mRNA level, the
MAPT protein level in the subject, and/or a decrease in MAPT gene mRNA in one or more of

the hippocampus, striatum, cortex, cerebellum, thalamus, hypothalamus, and spinal cord.
73. A method of decreasing a level of MAPT protein in a subject compared to a baseline pre-

treatment level of MAPT protein in the subject, the method comprising administering to the

subject an effective amount of a double-stranded ribonucleic acid (dsSRNA) agent of any one of
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claims 1-42, or a composition of any one of claims 43-47, to decrease the level of MAPT gene

expression.

74. The method of claim 73, wherein the dsRNA agent is administered to the subject by
subcutaneously, is administered to the subject by intrathecally or is administered to the subject
by IV administration.

75. A method of altering a physiological characteristic of a MAPT-associated disease or
condition in a subject compared to a baseline pre-treatment physiological characteristic of the
MAPT-associated disease or condition in the subject, the method comprising administering to
the subject an effective amount of a double-stranded ribonucleic acid (dsSRNA) agent of any one
of claims 1-42, or a composition of any one of claims 43-47, to alter the physiological

characteristic of the MAPT-associated disease or condition in the subject.

76. The method of claim 75, wherein the dsRNA agent is administered to the subject
subcutaneously, is administered to the subject by intrathecally or is administered to the subject

by IV administration.

77. The method of any one of claims 75-76, wherein the physiological characteristic is one or
more of: the MAPT mRNA level, the MAPT protein level in the subject, variable progression
of motor, cognitive, and behavioral impairment, or symptoms and hallmarks include loss of
memory, loss of motor function, and/or increase in the number and/or volume of

neurofibrillary inclusions.
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