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& 3444 5C10, 5C10H2L2 RV HpLp [T & % PDL-1 A PD-1 EHHEERAT S L DE
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%
LA (nM) 5C10 |5C10 H2L2| HpLp
33.33 0.0058 | -0.0109 | 0.0127
11.11 0.0038 | -0.0078 | 0.0149
3.704 0.0088 | -0.0007 | 0.0073
1.235 0.0289 | 0.0103 | 0.0268
0.4115 0.0599 | 0.0425 | 0.0697
0.1372 0.0739 | 0.0732 | 0.0867
0.04572 0.0773 | 0.0601 0.0947
ECso (nM) 0.817 0.654 0.625
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& 4FACS 2k 5. 293T XEIR PDL-1 IZ#EE T SHHudk 5C10H1L1. 5C10H1L2,

5C10H2L2, 5C10H2L1. HpLp., PCAB IZx ¥ S HIHRE S

15 S8 E (MFI) ECso (nM)
kMM | 0.01 | 0.10 1.00 3.00 | 10.00 | 20.00 | 50.00
5C10H1L1 | 4.84 | 15.27 | 113.99|245.65 | 256.56 | 247.63 | 194.04 | 1.084
5C10H1L2 | 7.25 | 12.63 | 74.81 | 202.24 | 294.53 | 264.22 | 260.09 | 1.771
5C10H2L2 | 4.85 | 12.92 | 83.59 [199.45|263.95|285.02|299.63 | 1.962
5C10H2L1 | 4.64 | 13.54 | 94.70 | 209.32 |264.17 | 283.13 | 255.58 | 1.504
HpLp 448 | 10.48 |75.788(173.52(243.03|251.81(241.14| 1.804
PCAB 555 | 11.82 | 61.12 | 99.86 |131.66|130.95|104.43 | 1.108
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gooooooooooooboobooboooooooo0oooooooooOgann
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(33) JP 2018-526974 A 2018.9.20
o000
+*&5:&  PDL-1 29 B ¥4k 5C10H1L1, 5C10H1L2. 5C10H2L2., 5C10H2L1.
HpLp % U PCAB O #E 4 (R ELISA)
aO—F 4 245 Lf=$HE:PDL-1-mFc(1 ¢ g/mL)
EITRTS
5C10 H1L1 |5C10 H2L2 | 5C10 H1L2 | 5C10 H2L1 HpLp PCAB
(ug/mL)
1.000 3.168 | 2.923 |12.914|3.010|3.075|2.983|2.839|2.985|3.023|2.934|3.017|3.177
0.333 3.1563 | 3.044 [3.176|2.974|12.992|3.089(3.004|2.997|2.854|3.099|3.006|3.158
0.111 2.95812.926 [3.084|2.899|3.006|2.999(3.001(2.921|2.995|3.085|3.037|3.163
0.037 2.950|2.786 [2.930(2.758|2.783|2.827(2.814|2.704|2.908|2.894 |2.843|2.892
0.012 2.495 | 2.228 |12.337|2.280]2.243|2.305|2.169|2.202|2.446|2.315|2.374|2.525
0.004 1.574 [ 1.336 |1.367|1.346(1.320|1.408|1.309|1.205|1.673|1.643|1.502|1.770
0.001 0.816 | 0.616 |0.659|0.622|0.624|0.690|0.595|0.560|0.866|0.855|0.746|0.940
0.000 0.053 | 0.055 [0.059(0.052|0.052|0.054({0.054|0.055|0.053|0.059|0.055|0.055
Rr ZRHFEHFKELTOHRPIZaAYYay—bLE=YXHRE b IgG
ECso (NM) 0.032 0.035 0.035 0.038 0.025 0.027
Ooo0Doo00oo
0000000000000 0D0O000D0DD0O0DO0D0DO0OO0ODO0ODOO0ODDOOODOOODaGO
oo0oo0an
OooDoo00oo
0000000000000 0D000000O0D0O0D0O0O0DO0DOO0ODDO0OOO0ODOOOOnaGO
o000
0000000000000 D0D0000D0D0DO0DD0DO0DDO0DO0DDDO0OO0OO0ODOOODaO
0000000000000 D00000D0D0D0D00D0D0DO0D0ODO0DDDO0O0OO0ODOoOODaO
0000000000000 0D0000D0D0O0DO0D0D0DO0ODO0DOD0DDODO0ODOODOOO0DaGO
0000000000000 DDOO0O0OO
OooDoo00oo
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Ooooad
% 6:4 )L PDL-1 (239 B4k 5C10H2L2 R U HpLp D #&& (R#E ELISA)
REER a—F 4 v 4 L=4i&E: %)L PDL-1-his(1 ¢ g/mL)
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'PDL-1 2% 9" % #u4k 5C10H1L1. 5C10H1L2, 5C10H2L2, 5C10H2L1. HpLp BV

a—F 1 29 LE=#R:PD-1-hFc 0.5 u g/mL

ik
(ug/mlL)

5C10 H1L1

5C10 H2L2

5C10 H1L2

5C10 H2L1

KF025 HPLP
(HpLp)

PCAB

10

0.131(0.123

0.124|0.124

0.123(0.117

0.138|0.124

0.130]0.127

0.175|0.176

3.3333

0.155|0.153

0.153]0.165

0.151(0.157

0.158|0.159

0.152|0.162

0.199|0.215

1.1111

1.961|1.999

1.672]1.695

1.797]1.799

1.84311.871

1.501(1.244

0.806 |0.905

0.3704

2.383|2.331

2.238|2.251

2.292|2.292

2.230|2.407

2.180|2.106

2.152(1.911

0.1235

2.399|2.367

2.241]2.291

2.289(2.328

2.326|2.256

2.120|2.022

2.146|2.078

0.0412

2.430(2.456

2.31412.413

2.338|2.364

2.358|2.350

2.358|2.208

2.26712.136

0.0137

2.395(2.334

2.208|2.331

2.339(2.368

2.394|2.357

2.186|2.297

2.290(2.199

0.0000

2.345(2.343

2.37212.368

2.345|2.369

2.311(2.276

2.329)12.298

2.116]2.262

PDL-1-mFc:1 ¢ g/ml

“RABELTOHRPIZOY DA —FLEYFITIR IGG

ECso

10.37

9.683
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8:PDL-1 129 B EHE T H T 53k 5C10H2L2, HpLp,PCAB R U B7-1 D&

ELISA O#ER
ik a—T 4 2% L& :PDL-1-mFc(1 ¢ g/mL)
(¢ g/mL) 5C10 H2L.2 HpLp PCAB
3ug/mi 0.583 0.583 0.735 0.683 0.400 0.413
1:3 0.661 0.665 0.731 0.781 0.525 0.581
1:9 0.694 0.699 0.713 0.789 0.606 0.682
1.27 0.798 0.824 0.791 0.853 0.762 0.747
1:81 0.965 0.976 0.988 0.959 0.889 0.906
1:243 1.043 1.052 0.985 1.055 1.031 1.009
1.729 1.064 1.069 0.990 0.986 1.029 1.013
0.000 1.052 0.984 0.955 0.938 1.013 1.036
B7-1-hFc-bio: 0.4 1 g/ml
R—RIT49arRNAFIHA—CEEHELIZAMLTLTED
Z &K
> (SA-HRP)(1:4000)
0.639
ECso(nM) 0.756 FmernEay 1.554

TRELBHE. BABEERICEITS Holp OT—2 91 2 FIM, 0 2 D04
FEYMNSVLRIZBET DIDENH D, R 7 ITRT L3120 1:27 /]9, 1:3, 3u
o/mL 2 E)M o FIEY % Hplp IREDIEMIZHS OD DETIE. oM TR,
00o0o0oo
0000000000000 000000000000000000000000000¢0
0000000000000 00000000000000000000, 00000
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ogoooao
#& 10:MC-38/H-11 DXKBHNADK TEEBERICX T S 5C10H2L2-
lgG1mt(1.5mg/kg. 5mg/kg BT 156mg/kg) R U Tt > b 2 (BBREEZ)OEF NS
D27 M
D27 ® | D27 | M BHR | D27 O | EHA
JEEELES
THE | o | KEF REZE | BBE | RAE | BEF
HIA= HhR )
BikiE | TIC | £TGI o 2R = FLEE (%)
| fig
(mm?) | (%) | (%) TGI(%) | E(g) | TGI(%)
(mm?)
E kIgG
2486.0 - - 2126.7 - 25.0 - 100.0
(15mg/kg)
5C10H2L2-
lgG1mt 8985 | 36.1 63.9 0.0 100.0 0.0 100.0 40.0
(1.5mg/kg)
5C10H2L2-
IgG1mt 6006 | 242 75.8 0.0 100.0 0.0 100.0 40.0
(5mg/kg)
5C10H2L2-
IgG1mt 780.6 | 314 68.6 0.0 100.0 0.0 100.0 40.0
(15mg/kg)
TR
(BEREIE) 867.2 | 349 65.1 132.0 93.8 02 93.7 50.0
(15mg/kg)
FERVRAIEEAEICESITIA, RODOEEIEX DO TH-f, D27 F. RAODEE
#®2THBZR®KT 5.
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antibodies, a kit therefor, drug combinations therecf, pharmaceutical purpeses thereof, in vivo and in vifre methods and therapeutic
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[2] Tnvention IT: claims 1-9, 11-16 and 18-27 (pattial of all the claims), which tespectively relate to a monoclonal antibody SF10 (with
the heavy chain CDR being SEQ ID NOs: 29-31, and ihe light chain CDR being SEQ ID NOs: 32-34), antigen binding segments
thereof, nucleic acid malecules encoding the monoclonal antibody 5C10, relevant carriers, host cells, a preparation method
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disclosed a monoclonal antibody MPDL3280A aiming at programmex death ligand 1, and accordingly the same technical feature
cannat be considered as “the special technical feature” referred in PCT Rule 13.2. Therefore, these three inventions do not share
the same or the correspondinyg special technical features, do not fall within a single general inventive concept, and accordingly
lack umity therebetween and do not comply with the requirements of PCT Rulel3.1.
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1. B As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. O Asallsearchable claims could be searched without effort justifying additional fees, this Authority did not invite payment
of additional fees.

3. [ Asonly 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. O Neo required additional search fees were timely paid by the applicant. Consequently, this international search report is restricted
10 the invention first mentioned in the claims; il is covered by claims Nos.:

Remark on protest [0 The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

[0 The additional search fees were accompanied by the applicant’s protest but the applicable protest fee
was not paid within the time limit specified in the invitation,

& No protest accompanied the payment of additional search fees.
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