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Figure 1

Variable region sequences of parent mouse mAb LFU720

LFU720 Heavy Chain Variable Region

EVQLQQSGAELMKPGASVKLSCTASGFNIKDMYMSWVRQRPEQGLEWIGRIDPAN
GHTNYDPKFQAKATITTDTSSKTAYLHLSSLTSEDTAVYYCARSYYYYAMDYWGQ
GTSVTVSS

LFU720 Light (kappa) Chain Variable Region

QIVLTQSPAIMSASPGEKVTMTCSASSSVSYMHWY QQKPGSSPRLWIYLTFNLA
SGVPARFSGSGSGTSYSLSISSMEAEDAATYYCLQWSSDPPTFGSGTKLEIK
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Figure 2

Variable region sequences of Ab NVP-LGT209
pJGO04 (Vh) +pJG10 (Vk)

G04 Vh

QVQLVQSGAEVKKPGASVKVSCKASGYTFSTMYMSWVRQAPGQGLEWMGRIDPA
NEHTNYAOKFQGRVTMTRDTSISTAYMELSRLTSDDTAVYYCARSYYYYNMDYW
GQGTLVTVSS

G10 Vk

QIVLTQSPATLSVSPGERATLSCRASQSVSYMHWYQQKPGQAPRLLIYGVFRRATGI
PDRFSGSGSGTDFTLTIGRLEPEDFAVY YCLQWSSDPPTFGQGTKLEIK
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Figure 3

Variable region sequences of Ab NVP-LGT210
pJG04 (Vh) +pJGO1 (VK)

G04 Yh

QVQLVQSGAEVKKPGASVKVSCKASGYTFSTMYMSWVRQAPGQGLEWMGRIDPA
NEHTNYAOQKFQGRVTMTRDTSISTAYMELSRLTSDDTAVYYCARSYYYYNMDYW
GQGTLVTVSS

GO01 Vk

EIVMTQSPATLSVSPGERATLSCRASQSVSYMHWYQQKPGQAPRLLIYGVFRRATG
IPDRFSGSGSGTDFTLTIGRLEPEDFAVYYCLQWSSDPPTFGQGTKLEIK
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Figure 4

Variable region sequences of Ab NVP-LGT211
pSR74 (Vh) +pJG10 (Vk)

PSR074 Vh

QVQLVQSGAEVKKPGASVKVSCKASGYTFSTMYMSWVRQAPGQGLEWMGRIDPA
NEHTNYAOQKFQGRVTMTRDTSISTAYMELSRLTSDDTAVYYCARSYYYYAMDYW
GQGTLVTVSS

pJG10 Vk

QIVLTQSPATLSVSPGERATLSCRASQSVSYMHWYQQKPGQAPRLLIYGVFRRATGI
PDRFSGSGSGTDFTLTIGRLEPEDFAVY YCLOWSSDPPTFGQGTKLEIK
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Figure 10
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» Wild-type C57BL/6J mice (9 wks old)

* Alzet: 2001D (8 i/, 240 pump, 0.2 ml)
1.V, infusion - mini-pump implanted .¢. with
jugular vein catheter

Non-HDL-G (Helena)

Total cholesterol (Olympus)
hPeskd (ELISA)

Antibody (ELISA)

LGT211 (20 mpk ip.) + hPeskd (3 ug/h iv.



WO 2011/072263

Total Human Pesk9

0
oo
0 0
0
0o 9
Og
0
0
- ™ o

Vehip. Vehip. 20 20 20
Vehiv  \GT10 LGT2M migG

PCSK9
(3ugihr; i)

PCT/US2010/059959
1518
Figure 11
“Free” CSP
Candidate Ab
{75+
0 0
150 0
1254 0@
- 0 O
1004 —
£ 00
o 75 0
3 0 g0
50=
25
0
mykg Vehl:.p. Vehip. 20 20 20 my/kg
Veh . LGT210 LGT211 migG
PCSK9
(3ug/hr; Lv.)



WO 2011/072263 PCT/US2010/059959

1618
Figure 12

LDL-R Western Blot of Liver Membrane Preparations

hPesk9
(3ugh, iv.)

PBS hPeskd LGT210 LGT211 mlgG
(Jugh, iv)

LDL-R




WO 2011/072263

non-HDLc
(07-176-Pesk9-C57-19)
<0t
pel
ns
| —
r.:-‘ 00
0 0
' 0~ 00
W% 0 g0 o
o | J00 e
00| 0
DI S
5%
Vehip.,,. 10 3
Veh v, 1310 LGT200
PCSK9
{Sug/hr; i.v)

20 mykg

-97% (p < 0.001)

1718
Figure I3

non-HDL¢

(07-176-Pes k9-C57-20)

ns

—
<0001

[
| —

A 0
] 0 0 o
0 1004 ' 0 8
ol g%
®

s

A% 81%

Vehip. Vehip. 20 20 20
Veh . LGT210 LGT211 migG

PCSK9
(ugrbr; i.v.)

o(p<0
-3%% (n.s:
h(p<

)

mgrkg

mg/dl

§0=
55
50
45
40+
3+
30
25+
2=
15
10+

PCT/US2010/059959

non-HDLe

(07-176-Pesk9-Ca7-21)

Veh NN W
Veh LGT210 LGT211 LGT209

PCSK9
(Bugih; i.v.)

mgrkg




Serum concentration (ug/mL)
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Figure 14

PK profile of "typical” IgG mAb inRats with
non-TMD (solid line) - overlayed with experimental data
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