WHATIS-CLAIMEDS:
1. A delivery vehicle for inhibiting expression of a gene expressed in skeletal muscle cells
comprising:

(a) an RNAi agent comprising:

(1) an antisense strand comprising 17-49 nucleotides wherein at least 15
nucleotides are complementary to the mRNA sequence of a gene that is expressed in
skeletal muscle cells

(i1) a sense strand that is 16-49 nucleotides in length that is at least partially
complementary to the antisense strand;
(b) a targeting ligand with affinity for a receptor present on the surface of a skeletal
muscle cell, wherein the targeting ligand is a polypeptide; and
(©) a PK/PD modulator;
wherein the RNAi agent is covalently linked to the targeting ligand and to the PK/PD modulator.

4.2.  The delivery vehicle of-any-one-of claims 1-3, wherein the polypeptide of the targeting

ligand is a polypeptide of Formula (P):
Xaa'G'DLXaa’Xaa’L-Xaa*Xaa’L—}
(P)

or a pharmaceutically acceptable salt thereof, wherein
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N N N
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Xaa' is L-arginine optionally having an N-terminal cap,

NH H )
CUN I ]

or 0 , wherein each

O

A

indicates a point of connection to G’;
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G’ is L-glycine or N-methyl-L-glycine;

D is L-aspartic acid (L-aspartate);

L is L-leucine;

Xaa? is an L-o. amino acid, an L-B amino acid, or an a,o-disubstituted amino acid;
Xaa® is an L-o amino acid, an L-B amino acid, or an o,a-disubstituted amino acid;
Xaa* is an L-o amino acid, an L-B amino acid, or an o,a-disubstituted amino acid;

Xaa’® is an L-o. amino acid, an L-B amino acid, or an a,a-disubstituted amino acid; and

% indicates a point of connection to the RNA1 agent.
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+7:3.The delivery vehicle of claim 1, wherein the targeting ligand has the formula:
H2N NH

)ijNJk K\WN% J\WN% J# i XWNQL A

HN

N

H,N” 0

or a pharmaceutically acceptable salt thereof, wherein : indicates a point of connection to the

remainder of the delivery vehicle.

1+8:4.  The delivery vehicle of claim 1, wherein the targeting ligand has the formula:
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or a pharmaceutically acceptable salt thereof, wherein : indicates a point of connection to the

remainder of the delivery vehicle.

19.5.  The delivery vehicle of claim 1, wherein the targeting ligand has the formula:

OH
H H Q /q:H Q H Q H Q H Q
NN NI N J\H/N\)J\ /ﬁ;\l\)J\ N L 5
Q\/\/\g/ N Y” I \H I H% >7N

or a pharmaceutically acceptable salt thereof, wherein : indicates a point of connection to the

remainder of the delivery vehicle.

20-6. The delivery vehicle of claim 1, wherein the targeting ligand has the formula:

%)/ (0] (6] Y (0] N (6] 2 (e} 7_ (0]

NH
o=
NH,

or a pharmaceutically acceptable salt thereof, wherein E indicates a point of connection to the

remainder of the delivery vehicle.
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2+.7. The delivery vehicle of claim 1, wherein the targeting ligand has the formula:

0]
OH
NH b9 o0 e b0 e
HzNJLNQYNQLNQ:N%NLWN¢LNJ§;N¢LNXWN¢LNA
H o H o H/H o :\ H o } H o =z H

NH
o=
NH,

or a pharmaceutically acceptable salt thereof, wherein § indicates a point of connection to the

remainder of the delivery vehicle.

22.8. The delivery vehicle of claim 1, wherein the targeting ligand has the formula:

% on
HZNJTNQ\(HiNgnﬁNjﬁfnﬂNgﬂN&Hﬁj\ﬁ\/Owﬁk
HOHO:\W/HO:\\HO}HO:\7>H 5 1

NH
0=
NH,

or a pharmaceutically acceptable salt thereof, wherein : indicates a point of connection to the

remainder of the delivery vehicle.

25.9. The delivery vehicle of any one of claims 1-824, wherein the PK/PD modulator is:
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PEG40K (2x2-arm),

wherein n and m are each independently integers, and the molecular weight of the sum of all
PEG units is about 40 kilodaltons

CH30—(CH,CH,0),—CH,
CHs0—(CH,CH,0),—CH
CH30—(CH,CH,0),—CH o
CH30—(CHCH,0)p—CH e ;;\
HC—-0-(CHy)3—N—C—CH,CH,—N
3

)

PEG40K (4-arm),

wherein n is an integer, and the molecular weight of the sum of all PEG units is about 40
kilodaltons

349




CH30—(CH,CH,0),—CH, o

CH30—(CH,CH,0),~CH e
HC—-0-(CHy)3—N—C—CH,CH,—N

O
PEG40K (2-arm),

wherein n is an integer, and the molecular weight of the sum of all PEG units is about 40

kilodaltons
o)
HQ
CH30—(CH,CH,0),~(CH5)3s—N—C—CH,CH,—N
¥
)
PEG40K,
wherein n is an integer, and the molecular weight of the sum of all PEG units is about 40
kilodaltons
o
H O
CH30—(CH,CH,0),-(CH3)3—N—C—-CH,CH,>—N
J ¥
PEGI10K,

wherein n is an integer, and the molecular weight of the sum of all PEG units is about 10
kilodaltons
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CH30—(CH,CH,0),-(CHy)s—N—C—CH,CH,—N
e
o
PEG5K,

wherein n is an integer, and the molecular weight of the sum of all PEG units is about 5
kilodaltons

(e}
/\/\/\/\/\/\/\/\)J\ $P|) j)\ i
\/\/\/\/\/\/\/\/\([)]//;(H\O o O\/\H (OCHzCHz)nNHJ\/\ﬂ/EL
(0]

o

DSPE-PEG5K-NHS

wherein n is an integer, and the molecular weight of the sum of all PEG units is about 5
kilodaltons

o 0

OSSN BN T
: -P~ H 9
VVVW\AWO\\ ot O\/\”k(ocHzCHz)nNCCHZCHchZN;X]\

(0] 0]

DSPE-PEG5K-MAL

Wherein n is an integer, and the molecular weight of the sum of all PEG units is about 5
kilodaltons

-P~ 1
° o “H ° o o\/\HJ\(OCHchZ)n—H—C—CHQCHz
0 [N
EJ:N'
DSPE-PEG5K-N3

wherein n is an integer, and the molecular weight of the sum of all PEG units is about 5
kilodaltons
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PEG47+CLS (cholesterol)
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Bis(PEG23+CLS)

356




o .
O
H
WL”/\/OV\OET\/N\Q/\/}N?O

PEGSK+C22

wherein n is an integer, and the molecular weight of the sum of all PEG units is about 5
kilodaltons
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/\/\/\/\/\/\/\/\)]\N/\e/ \a/\N/ A\
10

H

C18

0

A i
I
N—(C HZCHZO)nCHz—C\f

(NHS)-PEG1K+C18

wherein n is an integer, and the molecular weight of the sum of all PEG units is about 1
kilodalton

0
PGPS | g
H—(CHZCHZO)nCHZ—C—§
(NHS)-PEG2K+C18

wherein n is an integer, and the molecular weight of the sum of all PEG units is about 2
kilodaltons

0 0
/\/\/\/\/\/\/\/\)J\H_(CH2CH20)nCH2_&_§
(NHS)-PEG5K+C18

wherein n is an integer, and the molecular weight of the sum of all PEG units is about 5
kilodaltons
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wherein n is an integer, and the molecular weight of the sum of all PEG units is about 5
kilodaltons
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or a pharmaceutically acceptable salt of any of these PK/PD modulators, wherein : indicates a

point of connection to the RNA1 agent.

26-10. The delivery vehicle of any one of claims 1-922, wherein the PK/PD modulator is a
PK/PD modulator of Formula (I):

L, La
X/ \Z/ \y;u

)
v

M
or a pharmaceutically acceptable salt thereof, wherein
La is a bond or a bivalent moiety connecting Z to the RNAi agent;
Z is CH, phenyl, or N;
L: and L are each independently linkers comprising at least about 5 PEG units;
X and Y are each independently lipids comprising from about 10 to about 50 carbon

atoms; and

§ indicates a point of connection to the RNAI1 agent.
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34.11. The delivery vehicle of claim 1026, wherein the PK/PD modulator of Formula (I) is a
PK/PD modulator of Formula (Ia):

L4 La
H

Lo
v

(Ta)

or a pharmaceutically acceptable salt thereof.

35:12. The delivery vehicle of claim 1026, wherein the PK/PD modulator of Formula (I) is a
PK/PD modulator of Formula (Ib):

x/“ﬂ\x /




or a pharmaceutically acceptable salt thereof.

36-13. The delivery vehicle of claim 1026, wherein the PK/PD modulator of Formula (I) is a
PK/PD modulator of Formula (I¢):
L1 La
X/ \N/ ~ S‘SA

P

Y
(Ic)

or a pharmaceutically acceptable salt thereof.

43-14. The delivery vehicle of any one of claims 10-1326-36, wherein at least one of X and Y is

selected from the group consisting of:
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Name Structure
Lipid 1
Lipid 2
Lipid 3
Lipid 4
Lipid 5
Lipid 6 /\/\/\/E/\/\/\/\/\/\(E
O
Lipid 7 — — — — —
(@]
Lipid 8
b W
Lipid 9 HO/\/\/\/\/W\/\/\[%
(@]
(0]
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Name Structure
0]
Lipid 11 HO)K/\/\/\/\/\/\/\/\/\/\[(’H
(@]
Lipid 14 /V\/\:W%
(@]
Lipid 15 — — —
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OH O
Lipid 16 NN
H
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Lipid 17 e
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OH
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Lipid 21
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47-15. The delivery vehicle of claims 1-822, wherein the PK/PD modulator is selected from the

group consisting of:
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LP 43b
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or a pharmaceutically acceptable salt of any of these PK/PD modulators, wherein each %

indicates a point of connection to the RNA1 agent.

48:16. The delivery vehicle of any one of claims 1-1547, wherein the RNAi agent inhibits

expression of the mRNA of a human gene in a skeletal muscle cell.

49:17. The delivery vehicle of any one of claims 2-164-48&, wherein the pharmaceutically

acceptable salt is a sodium salt.
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5+:18. A composition comprising the delivery vehicle of any one of claims 1-1756.

52-19. A pharmaceutical composition comprising the composition of claim 185+ and a

pharmaceutical excipient.

53.20. The pharmaceutical composition of claim 1952, wherein the pharmaceutical excipient is

selected form water for injection and saline solution.

54-21. The pharmaceutical composition of claim 2053, wherein the pharmaceutical excipient is

saline solution.

5522. A method-efcomposition comprising the delivery vehicle of any one of claims 1-17 for

use in treating a disease or disorder of a skeletal muscle cell-comprising-administering to-a

56:23. The methedcomposition of claim 2255, wherein the disease or disorder is muscular
dystrophy.

5724. The methodcomposition of claim 2356, wherein the muscular dystrophy is selected from
the group consisting of: Duchenne muscular dystrophy, myotonic muscular dystrophy, Becker
muscular dystrophy, limb-girdle muscular dystrophy, facioscapulohumeral muscular dystrophy,

congenital muscular dystrophy, oculopharyngeal muscular dystrophy, distal muscular dystrophy,

and Emery-Dreifuss muscular dystrophy.
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63-25. Use of the delivery vehicle of any one of claims 1-1756, the composition of claim 51, or
the pharmaceutical composition of any one of claims 52-54, for the preparation of a medicament

for the treatment of a disease or disorder.

64.26. The use of claim 2563, wherein the disease or disorder is a muscular dystrophy.

65.27. The use of claim 2664, wherein the muscular dystrophy is selected from the group
consisting of: Duchenne muscular dystrophy, myotonic muscular dystrophy, Becker muscular
dystrophy, limb-girdle muscular dystrophy, facioscapulohumeral muscular dystrophy, congenital
muscular dystrophy, oculopharyngeal muscular dystrophy, distal muscular dystrophy, and
Emery-Dreifuss muscular dystrophy.

66-28. A method of making the delivery vehicle of any one of claims 1-1756, the method
comprising:

(1) synthesizing the sense strand;

(i1) synthesizing the antisense strand;

(ii1) annealing the sense strand and the antisense strand;

(iv) before or after annealing the sense strand and the antisense strand, conjugating the
targeting ligand to the sense strand or the antisense strand; and

(v) before or after annealing the sense strand and the antisense strand, and before or after
conjugating the targeting ligand to the sense strand or the antisense strand, conjugating the

PK/PD modulator to the sense strand or the antisense strand.
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