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% 16. PCSKO #itk PC9_2 OB LOBMEMP DS RIL IR
%1% exendin4 ZREZEITHTHIOTAV A BRBLORES

DERE

44T SEC
# ey (& D%HEE
1 PC9_2_Exed_VL 2.9
2 PC9_2_Exed4_DSB#1 26.5
3 PC9_2_Exe4_DSB#5 20.5
4 PC9_2 Exe4 DSB#6 233
5 PC9_2_Exe4 DSB#7 5.1
6 PC9_2_Exe4 DSB#8 51.1
7 PC9_2_Exe4 _DSB#9 7.8
8 PC9_2 Exe4 DSB#10 7.3
9 PC9_2 Exe4 DSB#11 7.6
10 PC9_2_Exe4_DSB#12 20.1
11 PC9 2 Exe4 DSB#13 17.1
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0ooooao

£ 17. GLP-1 ARRERRIFED cAMP 7yt 1133k GLP-1R TOXA
CAMP 7o /1=51% | o p 4

# RIFE 3] huGLP-IR TOMA | _siaz EC50 &
(nM) B

1 GLP-1 / 0.10 /

2 g769 E3D 0.10 1

3 g766 A2Aib 0.11 1.1

4 g770 A2P 0.15 15

5 g767 E3Q 0.28 2.8

6 g762 A2S 0.29 2.9

7 g755 A2H 0.32 3.2

8 g752 A2V 0.56 5.6

9 g749 A2G 0.63 6.3

10 | g768 E3N 0.68 6.8

11 g751 A2l 1.78 17.8

12 | g765 A2Q 2.98 29.8

13 | g763 A2T 4.30 43

14 | g753 A2F 4.30 43

15 | g756 A2W 5.46 54.6

16 | g754 A2Y 14.4 144

17 | g764 A2N 21.0 210

18 | g750 A2L 80.0 800

19 | g761 A20m 86.4 864

20 | g757 A2E 103.3 1033

21 g758 A2D >100 >1000

22 | g760 AZR >80 >800

23 | g759 AZK >100 >1000
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% 18. PCSK9 ik HSO @& mh o DSB#7 ARRERGED GLP-1 &
HEATOER GLP-1R TOMHAE LVRAFEETLE
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cAMP Pyt 4I= GLP1-Fe gg

4 |iam BHBhUGLP-R | PBX | ENTD '
#E  |EC500

ToMA M) i
1 HS8 DSB7_G2Y 1.7E-08 10 603 444
2 HS9 DSB7. G2V 1.2E-09 193 43 445
3 | HS9_DSB7_G2T |6.3E-09 73 227 446
4 HS9_DSB7_G2Q 1.2E-08 86 436 447
5 HS9_DSB7_G2N 1.9E-08 31 685 448
6 HS9_DSB7_G2| 2.3E-09 87 81 449
7 | HS9_DSB7_G2F | 5.8E-09 69 209 450
8 HS9_DSB7_E15G | 6.8E-09 91 243 451
9 HS9 DSB7_E15A .| 1.2E-09 92 42 452
10 HS8_DSB7_V19T | 4.0E-10 95 14 453
1 HS¢ DSB7_V19S |2.7E-09 94 95 454
12 HS9_DSB7_V19G | 1.3E-08 93 479 455
13 HS9 DSB7 VA98A | 1.3E-09 96 46 456
14 HS9 DSB7_123T TEM TiE / 457
15 HS9_DSB7_1238 TEHE A / 458
16 HS9_DSB7_123G 5.6E-07 82 2.0E+04 459
17 HS9_DSB7 _I23A 6.1E-07 67 2.2E+04 460
18 | HS9_DSB7_L26T |1.3E-07 87 47E+03 | 461
19 HS9_DSB7_L26S | ~i&EHE TiEE / 462
20 HS9_DSB7_L26P | 1.4E-06 60 5.1E+04 463
21 HS9 DSB7_L26N | 4.3E-06 44 1.5E+05 464
22 HS9_DSB7_L26Q | 5.9E-06 34 2.1E+05 465
23 HS9_DSB7_L26M | 5.3E-08 a0 1.9E+03 466
24 HS9.DSB7..L261 7.4E-10 96 27 | 467
25 HS9_DSB7_1.26H | 8.0E-08 87 2.9E+03 468
26 HSS DSB7_L26G | 2.8E-06 81 1.0E+05 469
27 | HS9_DSB7_L26E | FiEtk FEE |/ 470
28 | HS9_DSB7_L26D | FiEtk FEE |/ 471
29 HS9 _DSB7 2.1E-10 96 8 472
30 GLP1 1.9E-11 100 0.7
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®19.

7aT740 ARBRORTFFHREY—F3F0 SEC-HPLC 53

&t

Y%kt

% HEH

% VI

HS9_DSB7_G2V

25.08

74.64

0.28

HS9_DSB7_E15A

21.04

78.6

0.36

HS9_DSB7_V19A

433

95.43

0.24

AN |~ 3

HS9_DSB7_L26!

5.96

93.81

0.23
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ooooao
% 20. BRARSFRHREY—ESFIZBH5 5°CHilL 40°CTO 4 BED AV Far—Lay
BOMESIUER 52—

€l 5C ¢ 40cCT 5°CTo 40°Ctop
# &y mg/mL. 48M% | 48EE | 1»AHKYD | 1 AEHEYD

DOWE(%) | OMEE(%) | REHE (%) | BEHE%)

1| HS9_DSB7_G2v | 387* 88.6 77.9 1.4 9.2
2 | HS9_DSB7_E15A | 33.7* 93.9 80.8 0.81 13.2
3 | HS9_DSB7_V19A | 52 98.7 90.1 0.3 6.3
4 | HS9_DSB7_L26l | 47.2 97 87.6 0.32 7.1
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% 21. BEHRAZHROIYFCORTFRHREI—FESFO
1VERL R

Rk
#  |1lawm At * R
(h)

1 HS9_DSB7_G2V | CD Swhz 60 mg/kg &8kA | 48

2 HS9_DSB7_E15A | CD Swhiz 53 mg/kg kM | 41

CD 3whiz 58.5 mg/kg
BRIRM 128
HS9_DSB7_L26l | CD Swhiz 60 mg/kg §3kM | 39
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% 22: i PCSK9 hitk PCO#3 LR TD, kb, D=0/ HF L ELY

vk ® PCSKO (23§ B3R TFRAA#K)—F5F HS9_DSB7_V19A @

Biacore Iz&k->THlESh =B NS5 A—4

e~ PCSK9

BB/ ASA—5 ka (1/Ms) kd (1/s) KD (M)

PCO9#3 6.4E+05 4.4E-04 7.0E-10

HS9_DSB7_V19A | 1.9E+05 1.1E-04 6.0E-10

A=s19 1 PCSK9. - B

BB/ RSA—42 ka (1/Ms) kd (1/s) KD (M)

PC9#3 4.2E+05 4.2E-04 1.0E-Q9

HS9_DSB7_V19A | 1.1E+05 1.9E-04 1.7E-09

5wk PCSK9

BHE/SSA—% ka (1/Ms) kd (1/s) KD (M)

PCO9#3 9.0E+05 4.7E-03 5.2E-09

HS9_DSB7_V19A | 3.7E+05 2.1E-04 5.7E-10
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% 23. HM® GLP-1 28#TOY—F53F HS9_DSB7_V19A O%h

FER D cAMP 7y4I1=$11% GLP-1R TO#h
# |1it&® (M)
Er h=V4HFN | IR vk
1 HS9 DSB7_V19A | 3.73E-09 | 5.83-10 5.75-10 3.83E-11
GLP1-Fc
2 . 7.72E-11 | 1.09E-11 8.98E-11 | 8.92E-12
(e 4)
3 | GLP-1 RTFF 1.61E-11 | 1.03E-11 2.69E-11 | 9.31E-11
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& 25. BMA S F PCO#2_Exed LEARTOMAESF HS9_DSB7_V19A D H[E|

HIRPEERZO2E KUEME GLP-1.00 AUCO-t

AUCOt  |AVCOUEEE | oy

& GLP-1 %
&y %t (H-nmol) (H-nmol) AUC k&
HS9_DSB7_V19A | 10 mg/kg IV 1595 1216 0.76
HS9 DSB7 V19A | 30 mg/kg IV | 8702 6230 0.72
HS9 DSB7_V19A | 60 mg/kg IV | 24535 26494 1.08
PCO9#2_Exe4 1 mg/kg IV 299 40 0.13
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£ 26 SvMREH OB ROERERE

10 mg/kg IV

30 mg/kg IV

60 mg/kg IV

B (h)

Rk
Svbk

[PCSK9]
( ng/mL)

B (h)

EHEat
Sk

[PCSK9]
( ng/mL)

B (h)

EHiEaE
vk

[PCSK9]
{ng/mL)

837.2

741.8

688.5

0.5

LLOQ *%i#

0.5

125.8

0.5

LLOQ %

26.7

24

LLOQ ki

24

LLOQ ®i&

24

74.1

48

LLOQ *i

72

LLOQ ®i#&

48

162.5

96

LLOQ i

168

LLOQ Fi&

96

301.0

168

70.9

336

45.4

168

3747

240

130.3

504

135.8
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% 27: @& 5T HSO_DSB7_V19A O BEIR T ESTROBRTERD

HHESSUFPRE

SC7¥—4
60mg/kg

IV F—4%RL =
FAIE

BEE AUCO-t (B nmol)

7815

8103

&t GLP-1 AUCO-t (B

nmol)

5796

5739

AR AUC 1

0.74

0.71
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the principle or theory underlying the invention
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Box No.Hl  Observations where certain claims were found hable (Continuation of item 2 of first sheet)

This interational search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

L D Claims Nos.: ) :
because they relase to subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.: )
because they relate to parts of the intemational application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3 E Claims Nos._: 7. 8, 20-24, 28-40
because they are dependent claims and are not drafted in accordance with the secoad and third sentences of Rule 6.4(a).

Box No.III  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

1. D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. D As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4, D No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricied to the invention first mentioned in the ¢laims; it is covered by claims Nos.:

Remark on Protest D The additionzl search fees wene rccompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.
D The additional search fees were aocompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation,
D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (January 2015)
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