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Figure 1 (cont)

H H
HO O~
NHAC NHTifD
NH
. H ©
Conj 4= H
N
H
HO O~ NH O
NHAG N
NH
! L
O
o\v/”\v/A\V/A\H °
HO NHAc
HO OH
. _-0
HO- i o L, L
HAC NHfO
NH
O (0]
. Ho H
Conj 4a= o)
-~ -0 (0] N
HO- ) —-O\/\/\/\ )I\/NH 0.
NHAC N
NH
SN A
S \/\/\/\N 0
0] H
HO- NHAC




Conj la=
Hi

Conj 2a=

Conj 3a=

3/19

NHAC
OH
RHAC 0w
H
H
NHAC
Ho OH
o]
HO
NHAC
Ho OH
o}
-
NHAc
o HO
HO




Figure 2

Conj 5=

Conj 6=

Conj Sa=
Chol-C6

4/19




5/19

Figure 3

5_TL MeL M LM L Lm
5-TL GE MeCL T A C A A AA CMeCE Mecl A
SEQ D 1

- ALAL TLGCTACAAAAMCLMeCLMCL AL 3
SEQID2

5-AL AL TLGCTACAAAALCMCEMeCL AL
SEQ ID 3

5-GEMecl TG, T,G,T.GAG,C. T, TG GL-3'
SEQ ID 4

5-T-, G €. T,.G,TG.TGAGCTTE G GE-3

STSTS TSTSTSTSTS STSTSTS

%QD%

5'-TL Gt Mecl T G T,G,T.G.A,G,C.T, T" GL . G--3'
QOé

TL MecL MeCLsTsGsGsTsCsTsGsTsGsTsTL MecL MecL ol
SEQ ID 7

SuTL Megh MeoL T 6 . G.T C.T.G.TG. 1. T C 03
SEQID 8
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Figure 4
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Chd-Ce,/ 5'- COAOALSALS 'I.LsGsCs‘I‘sAsCs‘ASAS‘AS‘ASMECLsMeCLstCLsAL'3
HO SEQ 10
O—

T '
ChOI'CG / 5 -C‘OIAOIXLS“&LS'I.LS(}SC~ST.SASC‘S“xS‘AS“XSIASC‘SIVICC‘LSI\deC‘LSA‘xL-3
HO SEQID11

O\
P\ ' '
cho-c{ | ~S-CAGLMCLTIGTGT,GAGCTTGHG -3
HO  SEQ D12
/O\P\
Chol-C¢ . / 5-CATFGHCTGTIGTIGAGCTT GEGE-3
SEQ ID 13
“P—
Chol- (:6 /  5-CAT-GEMeCL TG TGTGAGCTTHG G-3
O  SEQID 14
TP L MeCL MeclL L MeclL MecL.3
Chol- Ce j 5-CA TLMeck MecL T G G T,CT.GT,GTTE ML MecL-3
HO SEQ ID 1%
AP
Chol-C§ ;T 5-CATEMecL MecL T GG, T,CTI,GT,GT.TMCEMeCL-3

§S§ S §S 88 Ss’S §s'Ss’S

HO SEQID16
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Figure 5
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F\ G- Mect T G T.G,TGA G.CTTG" G-3'

HS STS 7SS TSTSTS STSsSS"Ss”Ss

SEQ ID 20

5-Th G- MeCL T A CA A AA CMeCE MeCL AL-3

ST8TSTS TSTST ST s TS

SEQ ID 17

- AL AL TE G CTACAAAAMCEMeCLMeCL AL3

S TS TSTS STS ST SIS S

SEQ ID 18

5-AF AL TE G CTACAAAACMCEMeCL AL

STSTSTS STS 8T ST ST S TS

SEQ ID 19

H

N
GalNAc2”~ \/\/\/o\?
?\ “T- G+ C,T,G,TGTGAGCTT: G- GL-3'

HS STSTS TSTSTSTSTS sSTSTSTS

SEQ ID 21
GalNAc2™ \/\/\/o
) P~

H

N
GalNAc2™ \/\/\/O\?
,3\5 -Tt Mect MecL T G G, T ,C,TG.T G, T, T- MeCl MeCL.3'

HS STSTSTSTSTS ST ST STSTS

SEQ ID 23
N
GalNAc2™ \/\/\/o\?
I
HS

5-TL Gt MeCL TG, TG, T,G,A,G,C,T, T" G- G--3'
SEQ ID 22

5-TkMeCk MeCL T GG T C,TG.T G T, TMeCLMeCL.3'

STSTS

SEQ ID 24
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Figure 5A
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Figure 5B
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Figure 6
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Figure 8

PCSK9/B-actin (percent of mock)

180
160
140
120
100
80
60
40
20

Anti-PCSK9 gapmers ranked for potency in in vitro experiment




12/19

Figure 9
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Figure 10
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Figure 11
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Figure 12
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Figure 13

5 —-3"or3 -5

First region (e.g. PS Oligonucleotide) a)
\ I ‘
¢ \ 4
B A
X
Lii
By ?Rl:lAA/ PO ?R':li/ . First region (e.g. PS Oligonucleotide)
‘ I\ |
Y ‘ '
B A
c)
PO ii
Lty L PO ?R'\lil’:/ I;’\’if&/ Lii First region (e.g. PS Oligonucleotide)
\ v A Y :
B A
d)
First region (e.g. PS Oligonucleotide) e)

| Y
B A

f)
PO
?RI\I:I';/ PO ?Rl:li/ ?ill\l\li/ L First region (e.g. PS Oligonucleotide)
)\ J

B A



17/19

Figure 14
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Figure 15
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Figure 16 (cont)
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Figure 17
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