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. Tau=xt h . Tau=xt k—
ETIREN . ETIRE .
— 7 (a a) 7 (a a)
14F5—DF9 1 —15 30A1—C9 T3 — 87
94 B2—B12 1 —15 30A1—-D11 T3 — 87
94B2—-C1 1 — 15 28F5—-—GS8 82 —96
1 0A1—AG 1 0—24 28F5H—HS 82 —96
1 0A1—DS8 1 0—2 4 33G9—A11 100—114
11T E10-—BS 10—24 333G 9 —B9 100—114
1 7G1 2 —C 1
1 10—24 52F 2—E12 100—114
17G12—D25 10—24 52F 2—ES 100—114
1 9H6 —A1 10—24 5 2F6 —B3 100—114
1 9H6 —F 7 10—24 52F6—F 11 100—114
1 9H6 —G 8 10—24 56D3—C38 100—114
37D 3 — H1 2 1 0—2 4 56D3—E?9 100 — 1 14
7 0B10—BG®G6
37D3—HY9 10—24 100—114
B 2
70B10—B®6
37ES8—BA4 10—24 ) 100—114
G12
3 7E8—C 2 10—24 T 8E4—-—D11 100—114
3 A 4 — H 4 10—24 T8 E 4 —GA4 1 00 — 114
3 H1 O —E 12
10—24 30G1—B2 109—123
(A)
S3H10—-—G1 2 10—24 30G1—C11 109—12 3
4 4B7—A09 10—24 49G10—F4 109—123
4 4 B7—B1 10—24 4 9G10—HI1 109—123
54 C1 H11 10—24 6 5B 1—A2 109—123
61 E7—B11 10—24 6 5B 1—A7 109—123
6 1H10—B4 10—24 7 3H6 —B S8 109—123
6 1HH10—HS3 10—24 113F5—AS8 109—123
127G7—A0b5 10—24 113F5—FT7 109—123
1 25B11 H
127G7—ET7 10—24 3 109—123
11 5A4—A3 10—24 2 C1—B11 118 —1 2
11 5A4—B1 10—24 26 C1—CS8 118 —132
125 B11—B )
6 1 0—2 4 74H10—A3 118—132
7T 3C8—ADb 10— 4 {4H10—C3 118~—13
7T 3C8—G4 10—24 T8 F 3 —B 2 118~—132
T8 F 3—ET7C
76 B4 —D9 10—24 6 118—132
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76B4 117 10—24 ;8FSVE7H 118—132
123E9—-B3 |19—233 ;26H]2_G 136—150
15C6—A7 19—33 ;26H12—H 136—150
9F 8 — B 1 1933 22G7-C9 154—168
24 A1 1 5 | 19—-33 22G7-GO9 154—168
3H3 — B 2 1933 111B8—-C4 |163—177
6 3H3—D 8 19—33 éllBS—Fl 163—177
64B9—-E11 |19—33 6 6F5 Al 172—-177
64B9—-F12 |19—33 6 6F5—F 2 172177
45D2—-C9 19—33 71HS8 — Al 190—20 4
45D2—F 4 19—33 71HS8 —D 6 190—20 4
72E12-B2 |19—233 igElO“Dl 190—-204
72G10—-A7 |19—33 S3E10-D6 |190—-204
72G10-B6 |19-—33 ;26F11—B 217—-231
217 — 2 3
123E9—-A1 |19—42 P2ol T l=6y aas5 3
11 -
1 9F8~C 1 1 19— 42 3SA8—C9 39741 1
7A11-C12 |19—42 3A8—D2 39741 1
S9F 4 —A 2 28 — 4 2
S9F 4 —A 1 28 — 4 4
12A10—-ES8 |37—51
55E7-B12 |37—51
72E12-H9 |37—-51
55E7—-F11 |[37—-51
30D12-B5 |64—78
21C1-DS8 64— 78
21C1—-G6 64— 78
3S0D12—-F6 |64—78
31A3—AA4 64— 78
3S1A3—AT7T 64— 78
77D1—D 2 64— 78
77D1—E 6 64— 78
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OoOoo0ooood

HIRES Kp (nM) HIRES Kp (nM)
37D3 19 1 3A4—-1H4 7 8
o4C1—-1H11 1 o2F6 - 11 8 4

1 23E9—AI1 1 8 3A4—A12 1 0. 1
94B2—CI1 1 9 4 4B7—B1 14. 7
24A11—-—D25Hd 2 S H1O0—-—E12 1 9. 4
11 3F & —I7 2. 4 1 0A1—-DS8 1 9. 6
89 IFr4—-—A1 2. 9 o 2F2—ES 26

19 F8—-—B1 2. 9 19H6 -7 39

6 1 E7—-CA4 3. 3 34H4—-F Db 4 3
126LF11—-G11|4. 2 1 9H6 —A1 5 6
26C1—C38 4. 3 34H4—-B1O 6 9
93A8 D2 4. 3 17G12—-C11(118
37E8 B4 4. 4 451112 —-CA4 139

6 1 E7—-B11 4. 8 17G12—D5 161
125B11—HS3 6 6 1T H1O0—-—HS3 177
04C1—-C3 6. 8 11T E10—-C3 399
94B2-—-B12 4. 5 7T2E12—-HY9 2

1 27G7—AD5 3 30D12—-B5b 2

6 3H3 —D8 0. 5 7TT7TD1—-D2 0. b5
64B9—-—F 12 2 30A1—-C9 0. 6
7TA11—-C1 0. 95 28F5—~GS8 1
12A10—E 0. 33G9—-—A11 14
o2F6 —B3 11 74H10—C3 8
49G10—1I4 1 T8I 3—-—LET7THT7|6. 7

6 5B 1—-A2 0. 8 22G7—-C9 3 6
740H10—A3 4 7 1H8 —DG©6 0. 8

83 E10—-DG®6 0. 4 83 E10—-D10|0. 4
126F11—B3 2. 211G6 —8B 4 .
231G3—-—F10 0. 2 307H3—ES8 1
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fid 41

I I B 471

& 5

2 b T a u =t k |AEPRQEFEVMEDHAGTYGLGDRK
— 7 (2~24)

4 J =27 A4 HF )L T a |AEPRQEFDVMEDHAGTYGLGDRK
uT bt h—7 (2~
2 4)

10 3 7 D 3 — I 9 |EVQLVESGGD LAKPGGSLKL SCTASGLIFR SYGMSWVRQT
#og A & 58 8 (V| PDKRLEWVAT  INSGGTYTYY PDSVKGRFTI ~ SRDNAKNTLY
H) LQMSSLKSED TAMYYCANSY SGAMDYWGQG TSVTVSS

11 3 7 D 3 — H 9 |DDLLTQTPLS LPVSLGDPAS ISCRSSQSIV HSNGNTYFEW
BB AT 28 L (V| YLQKPGQSPK  LLIYKVSNRF  SGVPDRESGS  GSGTDFTLKI
L) SRVEAEDLGV YYCFQGSLVP WTFGGGTKLE IK

12 3 7 D 3 — I 9 |SYGMS
HVR-—H1

13 3 7 D 3 — H 9 |TINSGGTYTYYPDSVKG
HVR-H2

14 3 7 D 3 — H 9 |SYSGAMDY
HVR-—1HS3

15 3 7 D 3 — I 9 |RSSQSIVHSNGNTYFE
HVR-—L 1

16 3 7 D 3 — H 9 |KVSNRFS
HVR—-L 2

17 3 7 D 3 — H 9 |FQGSLVPWT
HVR—-L 3

20 37D 3 —H9 b |EVQLVESGGD LAKPGGSLKL SCTASGLIFR SYGMSWVRQT
FoogH w7 % 55 B (V| PDKRLEWVAT  INSGGTYTYY PDSVKGRETI ~ SRDNAKNTLY
H) LQMSSLKSED TAMYYCANSY SGAMDYWGQG TSVTVSS

21 37D 3 —H9 b |EDLLTQTPLS LPVSLGDPAS ISCRSSQSIV HSNGNTYFEW
W g AT 48 fH Bk (V| YLQKPGQSPK  LLIYKVSNRF  SGVPDRFSGS  GSGTDFTLKI
L) SRVEAEDLGV YYCFQGSLVP WTFGGGTKLE IK

2 2 37D 3 —1 9 b |SYGMS
HVR-—H1

2 3 37D 3 —H9 b |TINSGGTYTYYPDSVKG
HVR-—H?2

2 4 37D 3 — 1 9 b |SYSGAMDY
HVR-—H3

25 37D 3 —H9 b |RSSQSIVHSNGNTYFE
HVR-—-L 1

2 6 37D 3 —HY9 b |KVSNRES
HVR-L 2
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27 37D3—H9 b |FQSLVPWT
HVR—-L 3
30 1 1 E 10— DB 8 |EVQLVESGGD LVKPGGSLKL SCAASGFTFR SYGMSWVRQT
HOH4 AT 28 fH Bk (V| PDKRLEWVAT  ISGGGSYTYY PDSVKGRFTI — SRDNAKNTLY
H) LQMSSLKSED TAMYYCAVSY DGAMDYWGQG TSVTVSS
31 1 1 E 10— B 8 |DVLMTQTPLS LPVSLGDQAS ISCRSSQSIV HSNGNTYLEW
BB AT 28 i (V| YLQKPGQSPK  LLIYKVSNRE  SGVPDRFSGS  GSGTDFTLKI
L) SRVEAEDLGL YYCFQGSHVP WTFGGGTKLE IK
32 1 1T E 10— B 8 |SYGMS
HVR-—-H1
33 1 1 E10— B 8 [TISGGGSYTYYPDSVKG
HVR-—H?2
34 1 1 E 10— B 8 |SYDGAMDY
HVR—HS3
35 1 1 E1 0 — B 8 |RSSQSIVHSNGNTYLE
HVR-—L 1
36 1 1 E 10— B 8 |KVSNRFS
HVR-—L 2
37 1 1 E1 0 — B 8 |FQGSHVPWT
HVR—-L 3
40 54 C 1 — 111 1 |EVQLVESGGD LVKPGGSLKV SCVASGFTFR SYGMSWVRQT
Y 6 1 E 7 — | PDKRLDWVAT TISSGGNYTYY PDSVKGRFTI ~SRDNAKNTLY
C 4  #$4 7 725 $8 | LQUSSLKSED TAMYYCASSY SGAMDYWGQG TSVTVSS
W (VH)
41 54 C1—HT1 1 |DIVMTQSPLS LPVSLGDQAS TSCRSSQSIV HSNGNTYLEW
KO 6 1 E 7 — | YLQKPGQSPK LLIYTVSNRE SGVPDRFSGS GSGTDFTLKI
C 4 1 #4 Al & 59 | SRVEAEDLGV YYCFQGSHVP WTFGGGTKLE IK
W (v L)
4 2 54C1—HT1 1 |SYGMS
KO 61 E7
C4 HVR-H
1
4 3 54C1—HT1 1 |TISSGGNYTYYPDSVKG
kO 6 1E7—
C4 HVR-—H
2
4 4 54 C1—HT1 1 |SYSGAMDY
KT 6 1E 7 —
C4 HVR-—H
3
45 54 C1—HT1 1 |RSSQSIVHSNGNTYLE
KO 61 E7—
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C4 HVR-L
1
46 54 C1—H1 1 |TVSNRFS
MO 6 1 E 7 —
C4 HVR-L
2
4 7 54 C1—HT1 1 |FQGSHVPWT
KO 61 E7—
C4 HVR-—L
3
50 3 A4 — 11 4 #H |EVQLVESGGD LVKPGGSLKL SCAASGFTFS SYGMSWVRQT
BT A fE B, (V H) | PDKRLEWVAT  TSSGGTYTYY PDSVKGRETT  SRDNAKNTLY
LQMSSLKSED TAMYFCATSY DGAMDYWGQG TSVTVSS
51 3 A4 —H 4  # |DVLMTQTPLS LPVSLGDQAS ISCRSSQNIV HSNGNTYLEW
BLATZEfE I (VL) | YLQKPGQSPK  LLIYKVSNRF  SGVPDRFSGS  GSGTDFTLKI
SRVEAEDLGYV YYCFQGTLVP WTFGGGTKLE IK
52 3 A4 —H 4 H |SYGMS
VR—H1
53 3 A4 —H4 H |TISSGCTYTYYPDSVKG
VR —H2
5 4 3 A4 —H4 H |SYDGAMDY
VR—HS3
55 3 A4 — 11 4 I |RSSQNIVHSNGNTYLE
VR—-—L1
5 6 3 A4 —H 4 H |KVSNRFS
VR—1L 2
57 3 A4 —H4 H |FQTLVPWT
VR—-L 3
6 0 1 9 H 6 — F 7 |EVQLVESGGD LVKPGGSLKL SCAASGFTFS  SYGMSWVRQT
P 7T 4 fE B (V| PDKRLEWVAT  ISSGGTYTYY PDSVKGRFTI ~ SRDNAKNTLY
1) LQMSSLKSED TAMYYCAPSY DGAMDYWGQG TSVTVSS
6 1 1 9 H 6 — F 7 |DVLMTQTPLS LPVSLGDQAS TSCRSSQSIV HSNGNTYLEW
BB T 28 sk (V| YLQKPGQSPK  LLIYKVSNRE  SGVPDRFSGS  GSGTDETLKI
L) SRVEAEDLGV YYCFQGSLVP WTFGGGTKLE IK
6 2 1 9 H6 — F 7 |SYGMS
HVR-H1
6 3 1 9 H6 — F 7 |TISSGGTYTYYPDSVKG
HVR-—-H2
6 4 1 9 H6 — F 7 |SYDGAMDY
HVR-HS3
6 5 1 9 H6 — F 7 |RSSQSIVHSNGNTYLE
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6 6 1 9 I 6 — F 7 |KVSNRES
HVR-—L 2
6 7 1 9 H 6 — F 7 |FQGSLVPWT
HVR—L 3
70 9 4 B 2 — C 1 |EVQLQQSGPE LVKPGASMKI ~SCKASGYSLT GYTMNWVKQS
OB AT 25 fH 8 (V| HGKNLEWIGL  ISPYNGVTSY NQKFKGKATL TVDKSSNTAY
H) MELLSLTFED SAVYYCARQG AYWGQGTLVT VSA
71 9 4 B 2 — C 1 |DVVMTQTPLT LSVTIGQPAS TISCKSSQSLL DSDGKTYLNW
BB T 28 i Bk (V| LLQRPGQSPK  RLIYLVSKLD  SGVPDRFTGS GSGTDFTLKI
L) SRVEAEDLGV YYCWQGTHFP WTFGGGTKLE IK
72 9 4 B 2 — C 1 |GYTW
HVR-—-H1
73 9 4 B 2 — C 1 |LISPYNGVTSYNQKFKG
HVR-—H2
7 4 9 4 B 2 — C 1 |Q6AY
HVR—1I3
75 9 4 B 2 — C 1 |KSSQSLLDSDGKTYLN
HVR-—L1
76 9 4 B 2 — C 1 |LVSKLDS
HVR—L 2
77 9 4 B 2 — C 1 |WQGTHFPWT
HVR—L 3
8 0 1 25 B 1 1 — H |EVKLEESGGG LVQPGGSMKL SCVASRFIFS NYWMNWVRQS
3 i B4 A 4§ B | PEKGLEWVAQ IRLKSDNYAT HYAESVKGRF TISRDDSKSS
(VH) VYLQMNNLRA EDTGIYYCTG GTTYWGQGTT LTVSS
8 1 1 25 B 1 1 — H |DIVMTQSQKF LSTSVGDRVN ITCKASQNVG TAVAWYQQKP
3 B4 A 4 6 G | GQSPGLLIYS  ASIRYTGVPD RETGNGSGTD FTLTISDMQS
(VL) EDLADYFCQQ FRTYPYTFGG GTKLEIK
8 2 1 25B 11— H |NYWMN
3 HVR-H1
8 3 1 25 B 1 1 — H |QIRLKSDNYA THYAESVKG
3 HVR-H2
8 4 1 25B11—H |GITY
3 HVR-HS3
8 5 1 2 5B 1 1 — H | KASQNVGTAVA
3 HVR-—-L1
8 6 1 25 B 1 1 — H |SASIRYT
3 HVR-—L2
8 7 12 5B 1 1 — H |QFRTYPYT
3 HVR-LS3
9 0 11 3F 5 — F 7 |EVKLEESGGG LVQPGGSMRL ~ SCVASEFTES  NYWMNWIRQS

E EN Y

PEKGLEWVAQ  TRLKSDNYAT HYAESVKGREF ~ TISRDASNES
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H) VYLQMNNLRA EDTGIYYCTG GTSYWGQGTT LTVSS
9 1 11 3F 5 —F 7 |DIVMTQSQKT MSTSVGDRVS TITCKASQNVG  TAVAWYQQRP
B84 AT & 48 B (V| GHSPKLLIYS ASRRFSGVPD  RFTGSGSGTD  FTLTIINVQS
L) EDLADYFCQQ FSTYPYTEGV GTKLETK
9 2 11 3F 5 —F 7 NYWMN
HVR-—-H1
9 3 13 5 = F 7 | QIRLKSDNYATHYAESVKG
HVR—H2
9 4 11 3F5—TF 7 |¢grsy
HVR—HS3
95 13 F 5= F 7 | KASQNVGTAVA
HVR—L 1
96 L 1.3 F 5 = F 7 | SASRRFS
HVR—L 2
97 113 F 5 —F 7 |QqFSTYPYT
HVR-—L 3
1 26 C1 — B 1 1 |EVHLQQSGAE LVRSGASVKL SCTASGFNIK DYYMYWVKQR
0 T A & 5 ik (V| PEQGLEWIGW  TDPENGDTEY FPKFQGKATM TADTSSKTAY
H) LQLSSLTSED TAVYYCNAWR ARATNSALDY WGQGTSVTVS S
1 26 C1—B 1 1 |DVVMTQTPLT LSVTIGQPAS TSCKSSQSLL DSDGKTYLNW
1 g B AT 2 fE Ok (V| LLRRPGQSPK  RLIYLVSKLD  SGVPDRETGS  GSGTDFTLKI
L) SRVEAEDLGV YYCWQGTHEP WTFGGGTKLE IK
1 26 C1—B11 |pyyuy
2 HVR-—-H1
1 26 C1—=DB 11 |yIDPENGDTE YFPKFQG
3 HVR —H2
1 26 C1—=DB 11 |yRARATNSAL DY
4 HVR-—HS3
1 26 C1 =B 11 |KsSQSLLDSD GKTYLN
5 HVR—L 1
1 26 C1—B11 LVSKLDS
6 HVR-—L 2
1 26 C1—=DB 11 |yGTHFPWT
7 HVR-—L 3
1 2 6 C 1 — C 8 |EVHLQQSGAE LVRSGASVKL SCTASGFNIK DYYMYWVKQR
0 HOgf a4 s 8 (V| PEQGLEWIGW TDPENGDTEY FPKFQGKATM TADTSSKTAY
H) LQLSSLTSED TAVYYCNAWR ARATNSALDY WGQGTSVTVS S
1 2 6 C 1 — C 8 |DVVMTQTPLT LSVTIGQPAS TSCKSSQSLL DSDGKTYLNW
1 WA AT 2 fH sk (V| LLRRPGQSPK  RLTIYLVSKLD  SGVPDRFTGS  GSGTDFTLKI
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L) SRVEAEDLGV YYCWQGTHFP WTFGGGTKLE IK

1 1 2 6 C 1 — C 8 DYYMY

2 HVR-—-H1

L1126 C 1 — C 8 |yDPENGDTE YFPKFQG

3 HVR—H2

L 112 6 C 1 = C 8 |yRARAINSAL DY

4 HVR—HS3

1 112 6 C 1 — C 8 [KSSQSLLDSD GKTYLN

5 HVR-—L1

1 1 2 6 C 1 — C 8 [LVSKLDS

6 HVR —L 2

L1126 C 1 = C 8 |yeTHFPWT

7 HVR—-L 3

1 213 0 G 1 — B 2 |QVQLQQSGAE LVRPGASVTL SCKASGYTFT DYEMYWVKQT

0 g AT & 58 sk (V| PVHGLEWIGA  IDPETGDTAY NQKFKGKATL  TADKSSNTAY
H) MELRSLTSED SAVYYCIRQY GNWFPYWGQG TLVTVSA

1 213 0 G 1 — B 2 |DVVMTQTPLS LPVSLGDQAS TSCRSSQSLV  HANGNTYLHW

1 e 8 ] & fd 8 (V| FLQKPGLSPK  LLTYKVSNRF  SGVPDRFSGG  GSGTDFTLKI
L) TRLEAEDLGV YFCSQSTHVP FTEGSGTKLE IK

1 230G 1 — B 2 |pyEny

2 HVR —IH1

1213 0 G 1 — B 2 | AIDPETGDTAYNQKFKG

3 HVR-—H?2

1 2 3 0G 1 — B 2 QYGNWEPY

4 HVR—H3

1 213 0G 1 — B 2 |RSSQSLVHANGNTYLH

5 HVR—-L 1

1 2 3 0G 1 — B 2 KVSNRES

6 HVR-—L 2

1 213 0G 1 — B 2 |SQSTHVPFT

7 HVR—L 3

1 3|6 6 F 5 — A 1 |QVQLQQSGAE LVRPGASVTL SCKASGYTFI DYEMNWVKQT

0 O AT S fE S (V| PVHGLEWIGA  IDPENGGTAY NQKFKGKATV — TADKSSSTAY
H) MELRSLTSED SAVYYCSGPH FDYWGQGTTL TVSS

1 3|6 6 F 5 — A 1 |DIVMTQSPSS LAMSVGQKVT MSCKSSQSLL NSSTQKNYLA

1 B AT S B (V| WYQQKPGQSP  KLLVYFASTR  ESGVPDRFIG  SGSGTDETLT
L) ISSVQAEDLA DYFCQQHYST PYTFGGGTKL EIK

1 3 66F5*A1DYEMN

2 HVR-—-H1
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L 316 6 F 5 = A 1 | AIDPENGGTA YNQKFKG

3 HVR—1H2

1 3 6 6 F 5 — A 1 PHFDY

4 HVR—H 3

I 3|6 6 F 5 — A T |KSSQSLLNSS TQKNYLA

5 HVR-—-L 1

1 3 6 6 F 5 — A 1 FASTRES

6 HVR—-L 2

L 3|16 6 F 5 — A 1 |QQHYSTPYT

7 HVR—1L 3

1 4112 3E9 — A 1 |EVQLQQSGPE LVKPGASVKM SCKASGYTET DYYMKWVKQS

0 O AT 45 fE Mk (V| HGKSLEWIGD IDPNNGGTSY NQKFKGKATL TVDKSSSTAY
H) MQLNSLTSED SAVYYCARSA GFGDSFSFWG LGTLVTVSA

1 4012 3FE9— A1 |DVLMTQTPLS LPVSLGDQAS TSCRSSQSIV HSNGNTYLEW

1 g 84 T 2 8 Bk (V| YLQKPGQSPK  LLIYKVSNRF  SGVPDRFSGS  GSGTDFTLKI
L) SRVEAEDLGF YYCFQGSHVP PTFGGGTKLE IK

1 4 1 2 3 E9—A1 DYYMK

2 HVR-—-H1

o4 1123 E9 = AT | DIDPNNGGTSYNQKFKG

3 HVR —1 2

T 411 23E9—=AT1 |SAGFGDSESFE

4 HVR—13

41123 E9 = A1 |RSSQSIVHSNGNTYLE

5 HVR-L 1

1 4 12 3 E 9 — A1 KVSNRFS

6 HVR -1 2

1 4 1 2 3 E 9 —A1 FQGSHYPPT

7 HVR—-L 3

L5 |15 C6 — A 7 |EVQLQOSGPE  LVKPGASVMM  TCKASGYTFT  DYVMKWVKQS

0 HO AT 48 @30 (V| NGKSLEWIGD  LDPYTGGANY NQKFKGKATL — TVDKSSSTAY
H) MHLNSLTSED SAVYYCARSR GYGDSFAYWG QGTLVTVSA

1 5|15 C 6 — A 7 |DVLMTQTPLS LPVSLGDQAS TSCRSSQNIV HSNGNTYLEW

1 HY A . (V| YLQKPGQSPK  LLIYKVSNRE  SGVPDKFSGS  GSGTDFTLKI
L) SRVEAEDLGV YFCFQGSHVP PTFGGGTKLE TK

1 511 5 C 6 — A 7 |pDYVYMK

2 HVR-H1

1511 5 C 6 — A 7 |DLDPYTGGAN YNQKFKG

3 HVR—1II2
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L 5|1 5 C6 = A 7 |SRGYGDSFAY

4 HVR—H 3

5|1 5 C6 = A 7 |RSSQNIVHSN GNTYLE

5 HVR —L 1

1 5 1 5 C 6 — A 7 KVSNRFS

6 HVR —L 2

L o |1 5 C6 — A 7 |EQGSHVPPT

7 HVR—1L 3

1 611 9 F 8 — B 1 |EVQLQQSGPE LVKPGASVKM SCKASGYTET  DYYMKWVKQS

0 B4 AT 28 fE ik (V| HGKSLEWIGD LNPNNGGTLY NQKFKGQATL  TVDKSSSTAY
H) MQFNSLTSED SAVYYCARSA GYGDSFAYWG QGTLVTVSA

1 6|1 9 F 8 — B 1 |DVLMTQTPLS LPVSLGDQAS TSCRSSQNTV HSNGNTYLEW

1 WA T 25 fH K (V| YLQKPGQSPK  LLIYKVSNRF  SGVPDRFSGS  GSGTDRTLKI
L) SRVEAEDLGT YFCFQGSHVP PTFGGGTKLE TK

1 6 1 9 F 8 — B 1 DYYMK

2 HVR—H1

1 611 9 F 8 — B 1 |pDLNPNNGGTL YNQKFKG

3 HVR -1 2

61 9 F 8 = B 1 |SAGYGDSFAY

4 HVR —1H 3

T 6|1 9 F 8 = B 1 |RSSQNIVHSN GNTYLE

5 HVR—L 1

611 9 F 8 = B 1 |KySNRFS

6 HVR—L 2

611 9 F 8 = B 1 |EFQGSHVPPT

7 HVR—L 3

1 712 4A11—D5 |EVQLQQSGPE LVKPGASVKM SCKASGYTFT  DYYMKWVKQS

0 O A & fE Bk (V| HGKSLEWIGD  LNPKNGGTTY NQKFKGQATL  TVDKSSSTAY
) MQLNSLTSED SAVFYCARSG GYGDSFAYWG QGTLVTVSA

1 7 124A11—DS5 |DVLMIQTPLS LPVSLGDQAS TSCRSSQNIV  HSNGNTYLEW

1 WA AT 25 fH K (V| YLQKPGQSPK  LLIYKVSNRF  SGVPDRFSGS  GSGTDFTLKI
L) SRVEAEDLGI YFCFQGSHVP PTFGGGTKLE 1K

1 7124A11—D5 |DYVMK

2 HVR—1I1

1 712 4A 11 —D 5 |DLNPKNGGIT YNQKFKG

3 HVR —12

1 712 4A11—D5 |SGGYGDSFAY

4 HVR—H 3

1 712 4A11 —D 5 |RSSQNIVHSN GNTYLE

_
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1 24 A1 1 —D 5 |KVSNRFS
6 HVR-—L 2
1 24 A1 1 —D 5 |FQGSHVPPT
7 HVR-—L 3
1 1 26 F 11— G |EVQLQQSGAE LVRPGASVKL SCTASGFNIK DDYMHWVKQR
0 1 1 #4972 %8 | PEQGLEWIGW IDPENGDTEY ASKFQGKATI TTDTSSNTAY
(Vv H) LQLSSLTSED TAVYYCLDFA YGYWGQGTTL TVSS
1 1 26 F 11— G |DVLMIQTPLS LPVSLGDQAS ISCRSSQSIV HSNGNTYLEW
1 1 1 @44 7 72 58 | YLQKPGQSPK LLIYKVSNRF  SGVPDRFSGS ~ GSGTDFTLKI
B (VL) SRVEAEDLGV YYCFQGSHVP PAFGGGTKLE IK
1 126 F11—G |ppymy
2 11 HVR-—H
1
1 L 26 F 1 1 =G |yIDPENGDTE YASKFQG
3 11 HVR-—H
2
1 1 26 F 11 —G |fpAyGY
4 11 HVR-—H
3
1 126 F 1 1 =G | RSSQSIVHSN GNTYLE
5 11 HV R — L
1
1 126 F 1 1 —G |KVSNRES
6 11 HVR-—-L
2
1 L2611 1 1 =G |FQGSHYPPA
7 11 HV R — L
3
1 8 9 F 4 — A 1 |EVQLVESGGG LVQPKGSLKL SCAASGETEN  TYAMNWVRQA
0 WO AT 4 s8 Bk (V| PGKGLEWVAR  TRSKSNNYAA  YFADSVKDRE  TISRDDSQTM
H) LYLQMNNLKS EDTAMYYCVS GGNYVPFAYW GQGTLVTVSA
1 8 9 F 4 — A 1 |NIMMTQSPSS LAVSAGEKVT MSCKSSQSVF YSSEQRNYLA
1 B8 R 4 B B (V| WYQQKPGQSP  KLLISWASTR  ESGVPDRFTG  SGSGTDFTLT
L) ISSVQGEDLA VYYCHQYLSS FTFGSGTKLE IK
1 8 9 F 4 — A 1 [TYAWN
2 HVR-—H1
1 8 9 F 4 — A 1 |RIRSKSNNYA AYFADSVKD
3 HVR-—H2
1 8 9 F 4 — A 1 |GGNYVPFAY
4 HVR—H3
1 8 9 F 4 — A 1 |KSSQSVFYSS EQRNYLA
5 HVR—L 1
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1 918 9 F 4 — A 1 |[WASTRES

6 HVR-—L 2

1 918 9 F 4 — A 1 |HQYLSSFT

7 HVR—-L 3

2 09 3 A 8 — D 2 |EVQLQQSGPV LVKPGASVKM SCKASGYTFT DYYVNWVKQS

0 OB AT 4 5 Bk (V| HGKGLEWIGL INPNNGRTSY NQNENDKATL —TVDKSSSTAF
H) MDLNSLTSED SAVYYCTREG GTGYWGQGTT LSVSS

2 09 3 A8 — D 2 |DVVMTQTPLT LSVTIGQPAS ISCKSSQSLL DSDGKTYLNW

1 W8 W 8 fE Ik (V| LLQRPGQSPR  RLIYLVSKLD SGVPDRFTGS GSGTDFTLKI
L) SRVAAEDLGY YYCWQGTHFP RTFGGGTKLE IK

2 019 3 A8 — D 2 |DYYW

2 HVR-H1

2 019 3 A 8 — D 2 |LINPNNGRTSYNQNFND

3 HVR-—-—H2

2 019 3 A8 — D 2 |EGTGY

4 HVR—-H3

2 019 3 A 8 — D 2 |KSSQSLLDSDGKTYLN

5 HVR-—LI1

2 019 3 A 8 — D 2 |LVSKLDS

6 HVR-—-L 2

2 0119 3 A8 — D 2 |WQGTHFPRT

7 HVR-—-L 3

2 1|1 4 F 5 — D 9 |EVKLVESGGG LVQPGGSLRL SCATSGFTFS DFYMEWVRQS

0 OB AT 28 s Bk (V| PGKRLEWIAA  SKNKANDYTT EYNASVKDRE  FVSRDTSQSI
H) LYLQMNALRA EDTATYYCAR DALGTVFAYW GQGTLVTVSA

2 1|1 4 F 5 — D 9 |DVVMTQTPLS LPVSLGDQAS ISCRSSQSLV  HSNGNTYLHW

1 e W & i (V| YLQKPGQSPK  LLIYKVENRE  SGVPDRFSGS  GSGTDFTLKI
L) SRVEAEDLGY YFCSQSTLVP LTFGAGTKLE LK

2 1|1 4 F 5 — D 9 |DFYME

2 HVR-H1

2 1|1 4 F 5 — D 9 | ASKNKANDYT TEYNASVKD

3 HVR-—H2

2 1|1 4 F 5 — D 9 |DALGTVFAY

4 HVR-—H3

2 1|1 4 F 5 — D 9 |RSSQSLVHSN GNTYLH

5 HVR-—-L1

2 1|1 4 F 5 — D 9 |KVFNRFS

6 HVR-—L 2

2 1|1 4 F 5 — D 9 |SQSTLVPLT

7 HVR-—-L 3

2 2|7 3 H 6 — B 8 |QVQLKESGPG LVAPSQSLSI TCTISGFSLT SYGVHWVRQP

0 OB AT 4 fEH B (V| PGKGLEWLVV  IWSDGSTTYN SALKSRLSIS KDNSKSQVEL
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) KMNSLQTDDT AMYYCARQGG FITTAYYAMD YWGQGTSVTV SS

2 217 3 H 6 — B 8 |DIVMSQSPSS LAVSAGEKVT MSCKSSQSLL NSRTRKNYLA

1 e AT & fE B (V| WYQQKPGQSP KLLIYWASTR  ESGVPDRFTG  SGSGTDFTLT
L) ISSVQAEDLA VYYCKQSYNL YTFGGGTKLE IK

2 217 3 H 6 — B 8 |SYGVH

2 HVR-—H1

2 2|7 3 H 6 — B 8 |VIWSDGSTTY NSALKS

3 HVR—H?2

2 2|17 3 H 6 — B 8 |QGGFITTAYY AMDY

4 HVR-—H3

2 2|7 3 H 6 — B 8 |KSSQSLLNSR TRKNYLA

5 HVR—-L1

2 2|7 3 H 6 — B 8 |WASTRES

6 HVR—L 2

2 2|7 3 H 6 — B 8 |KQSYNLYT

7 IHVR—L 3

2 3|12 2 G 7 — C 9 |QIQLVQSGPE LKKPGETVKI SCKASGYTFT DCSTHWVKQA

0 #OgH A 2 pE B (V| PGEGLKWMGW  INTETGEPSY ADDFKGRFAF  SLETSASTAF
) LQINNLKSED TASYFCGTAY YRYDGALDYW GQGTSVTVSS

2 3|12 2 G 7 — C 9 |DIVLTQSPAS LAVSLGQRAT ISCRASQSVS TSSYSYMHWE

1 B W A fE B (V| QQKPGQPPKL  LIKYASNLES GVPARFSGSG  SGTDFTLNIH
L) PVEEEDTATY YCQHSWELPW TFGGGTKLEI K

2 31|12 2 G 7 — C 9 |DCSIH

2 HVR-—H1

2 312 2 G 7 — C 9 |WINTETGEPS YADDFKG

3 HVR—H?2

2 312 2 G 7 — C 9 |AYYRYDGALD Y

4 HVR—H3

2 312 2 G 7 — C 9 |RASQSVSTSS YSYMH

5 HVR—-L1

2 312 2 G 7 — C 9 |YASNLES

6 HVR—-L 2

2 312 2 G 7 — C 9 |QHSWELPWT

7 IHVR—L 3

2 4 |7A11—C 1 2 |QIQLVQSGPD LKKPGETVKI SCKASGYTET NYGMNWVKQA

0 #OH A 2 pE B (V| PGKGLKWMGW — INTNTGEPTY AEEFKGRFAF  SLETSASTAY
H) LQIDNLKNED TATYFCARGT VSFPYWGQGT LVTVSA

2 4 |7A 11— C 1 2 |DVVMSQTPLS LPVSLGDHAS TISCRSSQNLV HSDGNTYLHW

1 B T 28 fE B (V| YLQKPGQSPK  LLIYKVSNRF  SGVPDRFSGS  GSGTDFTLKI
L) SRVEAEDLGV YFCSQSTHVI FTFGSGTKLE IK

2 4 |7A11—C1 2 |[NYGWIN

2 HVR—I1
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2 4 |7A11—C 1 2 |WININTGEPT YAEEFKG

3 HVR—1I2

2 4 |7A11—C 1 2 |GIVSFPY

4 HVR-—HS3

2 4 |7A11—C 1 2 |RSSQNLVHSD GNTYLH

5 HVR—-L1

2 4 |7A11—C 1 2 |KVSNRFS

6 HVR—-L 2

2 4 | 7A11—C 1 2 |SQSTHVIFT

7 HVR—-L 3

2 5|1 2A10—E 8 |QIQLVQSGPE LKKPGETVKI ~SCKASGYTFT NYGMNWVKQA

0 oA AT & fE Bk (V| PGKGLKWMGW  INMYTGEPTY GDDFKGRFVF  SLETSVSTVY
) LQINNLKKED TATFFCARGG RPDYWGQGTS VTVSS

2 5|1 2A10—E 8 |DVLMIQTPLS LPVSLGDQAS ISCRSSQSIV HSNGNTYLEW

1 84 AT & g Bk (V| YLQKPGQSPK  LLIYKVENREF  SGVPDRFSGS  GSGTDFTLKI
L) NRVEAEDLGV YYCLQGSHVP YTEGGGTKLE IK

2 5|1 2A10—E 8 |[NYGMN

2 HVR—H1

2 5|1 2A10—E 8 |WINMYTGEPT YGDDFKG

3 HVR-—H2

2 5|1 2A10—E 8 |GGRPDY

4 HVR—13

2 5|1 2A10—E 8 |RSSQSIVHSN GNTYLE

5 HVR-—L 1

2 5|1 2 A1 0 — E |KVENRES

6 8 HVR-L 2

2 5|1 2A10—E 8 |LQGSHVPYT

7 IHVR—L 3

2 6 |55 E 7 —F 1 1 |EVKLEESGGG LVQPGGSMKL SCVASGETES  NYWMNWVRQS

0 #OgH W 48 fH 8¢ (V| PEKGLEWVAQ IRLKSDNYAT HYAESVKGRF TISRDDSKSS
H) VYLQMNNLRA EDTGIYYCAG YFYGGYFDVW GTGTTVTVSS

2 6 |55 E7—TF 1 1 |ELVLTQSPTT MAASPGKKIT ITCSASSSIS SNYLHWYQQK

1 B AT 28 |l (V| PGFSPKLLIY  RTSNLASGVP  ARFSGSGSGT — SYSLTIGTME
L) AEDVATYYCQ QGSSLPFTFG SGTKLEIK

2 6|55 E7—F 1 1 |NYWMN

2 HVR—-H1

2 6 |55 E 7 —F 1 1 |QIRLKSDNYA THYAESVKG

3 HVR-—H?2

2 6|55 E7—F 1 1 |YFYGGYFDV

4 HVR—H3

2 6 |55 E 7 —F 1 1 |SASSSISSNY LH

5 HVR-—L 1
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2 6 |55 E7—F 1 1 |RTSNLAS

6 HVR-—L 2

2 6 |55 E7—TF 1 1 |QQGSSLPET

7 HVR-—L 3

2 7|5 2F6 —F 1 1 |QVQLQQSGTE LAKPGASVKL SCKASGYTFT HYWMHWIKQR

0 A4 AT & fE Bk (V| PGRGLEWIGY TIYPTNDYTKY NQNFRDKATL TADESSNSAY
H) MQLNSLTYED SAVYYCARAG NRVEDFWGQG TTLTVSS

2 715 2F 6 —F 1 1 |QAVVTQESAL TTSPGETVTL TCRSSTGAVT TSNFANWVQE

1 W g4 W 4 58 B (V| KPDHLFTGLI GGTNNRAPGV PARFSGSLIG DKAALTITGA
L) QTEDEATYFC ALWYSNLWVF GGGTKLTVL

2 7|5 2F6 —F 11 |HYWMH

2 HVR—-H1

2 715 2F 6 —F 1 1 |YIYPINDYTK YNQNFRD

3 HVR-—H?2

2 715 2F 6 —F 1 1 |AGNRVEDF

4 HVR-—HS3

2 7|5 2F6 —F 1 1 |RSSTGAVITS NFAN

5 IHVR—L 1

2 7|5 2F6 —F 1 1 |GINNRAP

6 HVR—-L 2

2 7|5 2F6 —F 11 |ALWYSNLWV

7 HVR-—L 3

2 8 |IHHu3 7D 3 — I |EVQLVESGGG LVQPGGSLRL SCAASGLIFR SYGMSWVRQA

0 9. v 1 HEE A Z | PGKGLEWVAT INSGGTYTYY PDSVKGRFTI ~ SRDNSKNTLY
s (V H) LQMNSLRAED TAVYYCANSY SGAMDYWGQG TLVTVSS

2 8 |Hu3 7D 3 — H |EDQLTQSPSS LSASVGDRVT ITCRSSQSIV HSNGNTYFEW

1 9. v 1 EEH{ A2 | YQQKPGKSPK  LLIYKVSNRF  SGVPSRFSGS  GSGTDETLTI
s (VL) SSLQPEDFAT YYCFQGSLVP WTFGQGTKVE IK

2 8 |Hwu37D3 —H |SYGMS

2 9. v1 HVR-—
H 1

2 8 |Hu3 7D 3 — H | TINSGGTYTYYPDSVKG

3 9.v1 HVR-—
H 2

2 8 |Hu3 7D 3 — H |SYSGAMDY

4 9. v1 HVR-—
H 3

2 8 |Hu3 7D 3 — H |RSSQSIVHSNGNTYFE

5 9.v1 HVR-—
L1

2 8 |Hu3 7D 3 — H |KVSNRFS

9. v 1 HVR—
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L 2
2 8 |Hu 37D 3 — H |FQGSLVPWT
7 9. v1 HVR-—
L 3
2 8 |Hu 3 7D 3 — H |EVQLVESGGG LVQPGGSLRL SCAASGLIFR SYGMSWVRQA
8 9. v 1 I gG 1 |PGKGLEWVAT INSGGTYTYY PDSVKGRFTI ~SRDNSKNTLY
Gigel LQMNSLRAED TAVYYCANSY SGAMDYWGQG TLVTVSSAST
KGPSVFPLAP  SSKSTSGGTA ALGCLVKDYF PEPVTVSWNS
GALTSGVHTF PAVLQSSGLY SLSSVVTVPS SSLGTQTYIC
NVNHKPSNTK ~ VDKKVEPKSC ~ DKTHTCPPCP  APELLGGPSV
FLFPPKPKDT LMISRTPEVT CVVVDVSHED PEVKENWYVD
GVEVHNAKTK PREEQYNSTY RVVSVLTVLH QDWLNGKEYK
CKVSNKALPA  PIEKTISKAK GQPREPQVYT LPPSREEMTK
NQVSLTCLVK GEYPSDIAVE WESNGQPENN YKTTPPVLDS
DGSFFLYSKL TVDKSRWQQG NVESCSVMHE ALHNHYTQKS
LSLSPGK
2 8 |Hwu3 7D 3 — H |EDQLTQSPSS LSASVGDRVT ITCRSSQSIV HSNGNTYFEW
9 9. v 1l I gG 1 |YQQKPGKSPK LLIYKVSNRF SGVPSRFSGS GSGTDFTLTI
L SSLQPEDFAT  YYCFQGSLVP WTFGQGTKVE IKRTVAAPSV
FIFPPSDEQL KSGTASVVCL LNNFYPREAK VQWKVDNALQ
SGNSQESVTE  QDSKDSTYSL SSTLTLSKAD YEKHKVYACE
VTHQGLSSPV TKSENRGEC
2 9 |Hwu3 7D 3 —H |EVQLVESGGG LVQPGGSLRL SCAASGLIFR SYGMSWVRQA
0 9. v 5 HH AL | PCGKGLEWVAT INSGGTYTYY PDSVKGRETI ~SRDNSKNTLY
fEiE (V H) LQMNSLRAED TAVYYCANSY SGAMDYWGQG TLVTVSS
2 9 |Hu3 7D 3 — I |EDVLTQTPLS LPVTPGQPAS ISCRSSQSIV HSNGNTYFEW
1 9. v 5 A& | YLQKPGQSPQ LLIYKVSNRF  SGVPDRFSGS  GSGTDETLKI
sl (VL) SRVEAEDVGV YYCFQGSLVP WTFGQGTKVE IK
2 9 |Hu37D3—H
2 9. v5 HVR-—
H 1 SYGMS
2 9 |/Hu37D3—H
3 9. v5 HVR-—
H 2 TINSGGTYTYYPDSVKG
2 9 |Hu 37D 3 —H
4 9. v5 HVR-—
H 3 SYSGAMDY
2 9 |Hu37D3—H
5 9. v5 HVR-—
L1 RSSQSTVHSNGNTYFE
2 9 |Hu37D3—H
6 9. v 5 HVR— |KVSNRES
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L2
2 9 | Hu 3 7D 3 — H
7 9.v5 HVR-—
L 3 FQGSLVPWT
3 0 |Hu94B2. v 1 |EVQLVQSGAE VKKPGASVKV SCKASGYSLT GYTMNWVRQA
0 O 5  H$ 7 2 #8 | PGQGLEWIGL ISPYNGVTSY NQKFKGRATL TVDKSTSTAY
W o(VI) LELSSLRSED TAVYYCARQG AYWGQGTLVT VSS
3 0 |Hu94B2. v 1 |DIVMTQTPLS LPVTPGQPAS TISCKSSQSLL DSDGKTYLNW
1 0O 5  #% 44 7 2 #8 | LLQKPGQSPQ RLIYLVSKLD SGVPDRFSGS GSGTDFTLKI
B (VL) SRVEAEDVGV YYCWQGTHFP WTFGQGTKVE IK
3 0|Hu94B2. v 1 |GITMN
2 05 HVR-H
1
3 0 |Hu94B2. v 1 |LISPYNGVTSYNQKFKG
3 05 HVR-—H
2
3 0 |Hu94B2. v 1 |QGAY
4 05 HVR—H
3
3 0 u94B2. v 1 |KSSQSLLDSDGKTYLN
5 05 HVR-—-L
1
3 0 |Hu94B2. v 1 |LVSKLDS
6 05 HVR-—-L
2
3 0 |Hu94B2. v 1 |WQGTHFPWT
7 05 HVR-L
3
3 1 |hul25B11. |EVQLVESGGG LVQPGGSLRL SCAASRFIFS NYWMNWVRQA
0 v 1 7 8" % | PGKGLEWVAQ TRLKSDNYAT HYAESVKGRF  TISRDDSKNT
I (VH) LYLQMNSLRA EDTAVYYCTG GTTYWGQGTL VTVSS
3 1 |hul25B11. |DIQMTQSPSS LSASVGDRVT ITCKASQNVG TAVAWYQQKP
1 v 1 7 @ H{A 2 | GKSPKLLIYS ASIRYTGVPS RFSGSGSGTD FETLTISSLQP
ik (VL) EDFATYFCQQ FRTYPYTFGQ GTKVEIK
3 1 |hul25B11. |NYWMN
2 v17 HVR-—
H 1
3 1 |hul25B11. |QIRLKSDNYATHYAESVKG
3 v17 HVR-—
H 2
3 1 |hul25B11. |GTTY
4 v17 HVR-—
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H 3
3 1 |hul25B11. |KASQNVGTAVA
5 v 1 IHV R —
L1
3 1 |lhul25B11 SASTRYT
6 v17 HVR-—
L 2
3 1 |hul?25B11. |QQFRTYPYT
7 v o1 HVR —
L 3
3 2]lhul25B11 EVQLVESGGG  LVQPGGSLRL ~ SCAASRFIFS  NYWMNWVRQA
0 v 2 6  E# o] 4 | PGKGLEWVAQ IRLKSDNYAT HYAESVKGRF TISRDNSKNT
sk (VH) LYLQMNSLRA EDTAVYYCTG GTTYWGQGTL VTVSS
3 2|hul25B11 DIQMTQSPSS LSASVGDRVT ITCKASQNVG TAVAWYQQKP
1 v 2 6 B8 A 4 | GKAPKLLIYS ASIRYTGVPS RFSGSGSGTD FTLTISSLQP
e (VL) EDFATYFCQQ FRTYPYTFGQ GTKVEIK
3 2]lhul25B1.1 NYWMN
2 v26 HVR-
1
3 2lhul25B11 QIRLKSDNYATHYAESVKG
3 v26 HVR-—
H 2
3 2|hul25B11 GTTY
4 v 2 HVR —
H 3
3 2 |hul?25DB11. |KASQNVGTAVA
5 v 26 HVR-—
L1
3 2 |hul25B1 1. |SASIRYT
6 v26 HVR-—
3 2 |hul?25DB11. |QQFRTYPYT
7 v HVR —
L 3
3 3 |hul25B11. |EVQLVESGGGC LVQPGGSLRL SCAASRFIFS NYWMNWVRQA
0 v 2 8  E#{ 7 2 | PGKGLEWVAQ TIRLKSDNYAT HYAESVKGRF TISRDNSKNT
fEE (VH) LYLQMNSLRA EDTAVYYCTG GTTYWGQGTL VTVSS
3 3 |hul?25DB11. |DIQMTQSPSS LSASVGDRVT ITCKASQNVG TAVAWYQQKP
1 v 2 8 @ @{ Al 4 | CKAPKLLIYS ASIRYTGVPS RFSGSGSGTD FTLTISSLQP
s (VL) EDFATYYCQQ FRTYPYTFGQ GTKVEIK
3 3 |hul25B11. |NYWMN
2 v28 HVR-
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H 1
3 3 |hul?25DB11. |QIRLKSDNYATHYAESVKG
3 v 2 HVR —
H 2
3 3 ul25B11 GTTY
4 v 2 HV R —
H 3
3 3 |hul?25B11. [KASQNVGTAVA
5 v 2 ¢§ HVR —
L1
3 3 |hul?25B11. [SASIRYT
6 v28 HVR-—
L 2
3 3 |hul?25B11. |QFRTYPYT
7 v28 HVR-—
L 3
3 4 |Hu37D3—H
0 9. v 2 8. A 4 |EVQLVESGGG LVQPGGSLRL SCAASGLIFR SYGMSWVRQA
g AT & fH Bk (V| PGKGLEWVAT  INSGGTYTYY PDSVKGREFTI ~ SRDNSKNTLY
H) LQMNSLRAED TAVYYCANSY SGAMDYWGQG TLVTVSS
3 4 |Hu37D3—H
1 9. v 2 8. A 4 |DDVLTQTPLS LPVTPGQPAS ISCRSSQSIV  HSNGNTYLEW
g PH B8 fE ik (V| YLQKPGQSPQ  LLIYKVSNRF  SGVPDRFSGS  GSGTDFTLKI
L) SRVEAEDVGV YYCFQGSLVP WTFGQGTKVE IK
3 4 |Hu37D3—H
2 9. v28. A4
HVR-—-H1 SYGMS
3 4|Hu37D3—H
3 9. v .2 8. Ad4
HVR-—-—H2 TINSGGTYTYYPDSVKG
3 4 |Hu37D3—H
4 9. v28. A4
HVR-—HS3 SYSGAMDY
3 4 |Hu37D3—H
5 9. v28. A4
HVR-—-L1 RSSQSTVHSNGNTYLE
3 4 |Hu37D3—H
6 9. v28. A4
HVR-—-L 2 KVSNRFS
3 4 |Hu37D3—H
7 9. v28. A4

HVR-—-L 3

FQGSLVPWT
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v 2 8.
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CSRSTSESTA
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VDKRVESKYG
TREPEVTCVY
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PSDTAVEWES
KSRWQEGNVF

SCAASGLIFR
PDSVKGRFTI
SGAMDYWGQG
ALGCLVKDYF
SLSSVVTVPS
PPCPPCPAPE
VDVSQEDPEV
SYLTVLHQDW
REPQVYTLPP
NGQPENNYKT
SCSVMHEALH

SYGMSWVRQA
SRDNSKNTLY
TLVTVSSAST
PEPVTVSWNS
SSLGTKTYTC
FLGGPSVFLF
QFNWYVDGVE
LNGKEYKCKV
SQEEMTKNQV
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370D
v 2 8.

3 — H
A 4
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.Y TE
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DDVLTQTPLS
YLQKPGQSPQ
SRVEAEDVGV
FIFPPSDEQL
SGNSQESVTE
VTHQGLSSPV

LPVTPGQPAS
LLTYKVSNRF
YYCFQGSLVP
KSGTASVVCL
QDSKDSTYSL
TKSFNRGEC

ISCRSSQSTV
SGVPDREFSGS
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LNNFYPREAK
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DIQMTQSPSS
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H

DIQMTQSPSS
GKAPKLLIYS
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LSASVGDRVT
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RFSGSGSGTD
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DIQMTQSPSS
GKSPKLLIYS
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TTCKASQNVG
RFSGSGSGTD
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DIQMTQSPSS
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6 —H 3 HC 1 PGKGLEWVAQ  TRLKSDNYAT HYAESVKGRF  TISRDDSKNT
VYLQMNSLRA EDTAVYYCTG GTTYWGQGTL VTVSS

4 4 | hul 2 5B 1 1 [EVQLVESGGG LVQPGGSLRL SCAASRFIFS  NYWMNWVRQA

7 —H3. HC 2 PGKGLEWVAQ IRLKSDNYAT HYAESVKGRF TISRDNSKNT
VYLQMNSLRA EDTAVYYCTG GTTYWGQGTL VTVSS

4 4 | hul?25B 11 [EVQLVESGGG LVQPGGSLRL SCAASRFIFS NYWMNWVRQA

] —H3. HC 3 PGKGLEWVAQ  IRLKSDNYAT HYAESVKGRF  TISRDDSKNT
LYLQMNSLRA EDTAVYYCTG GTTYWGQGTL VTVSS

4 4 |hul?225B 11 [EVQLVESGGG LVQPGGSLRL SCAASRFIFS  NYWMNWVRQA

9 —H3. HC 4 PGKGLEWVAQ  TRLKSDNYAT HYAESVKGRF  TISRDNSKNT
LYLQMNSLRA EDTAVYYCTG GTTYWGQGTL VTVSS

4 5 |hul25 DB 1 1 [EVQLVESGGG LVQPGGSLRL SCAASRFIFS NYYMNWVRQA

0 —H3. HCS?5S PGKGLEWVAQ  TRLKSDNYAT HYAESVKGREF  TISRDDSKNT
VYLQMNSLRA EDTAVYYCTG GTTYWGQGTL VTVSS

4 S5 |hul25 B 11 [EVQLVESGGG LVQPGGSLRL SCAASRFIFS NYFMNWVRQA

1 —H3. HCE®6 PGKGLEWVAQ TRLKSDNYAT HYAESVKGREF  TISRDDSKNT
VYLQMNSLRA EDTAVYYCTG GTTYWGQGTL VTVSS

4 5 |Hu9 4B 2. HC [EVQLVQSGAE VKKPGASVKV ~ SCKASGYSLT GYTMNWVRQA

2 1 PGQGLEWIGL  ISPYNGVTSY NQKFKGRATL TVDKSTSTAY
LELSSLRSED TAVYYCARQG AYWGQGTLVT VSS

4 5 |Hu94B2. HC |EVQLVQSGAE VKKPGASVKV ~ SCKASGYSLT ~ GYTMNWVRQA

3 2 PGQGLEWIGL  ISPYNGVTSY NQKFKGRVTL  TVDKSTSTAY
LELSSLRSED TAVYYCARQG AYWGQGTLVT VSS

4 5 |Hu9 4B 2. HC [EVQLVQSGAE VKKPGASVKV ~ SCKASGYSLT GYTMNWVRQA

4 3 PGQGLEWIGL  ISPYNGVTSY NQKFKGRATI TVDKSTSTAY
LELSSLRSED TAVYYCARQG AYWGQGTLVT VSS

4 5 |Hu94B2.HC |EVQLVQSGAE VKKPGASVKV ~ SCKASGYSLT  GYTMNWVRQA

5 4 PGQGLEWIGL ISPYNGVTSY NQKFKGRATL TRDKSTSTAY
LELSSLRSED TAVYYCARQG AYWGQGTLVT VSS

4 5 |Hu94B 2. HC [EVQLVQSGAE VKKPGASVKV ~ SCKASGYSLT GYTMNWVRQA

6 o PGQGLEWIGL ISPYNGVTSY NQKFKGRATL TVDTSTSTAY
LELSSLRSED TAVYYCARQG AYWGQGTLVT VSS

4 5 |Hu 94B 2. HC |EVQLVQSGAE VKKPGASVKV ~ SCKASGYSLT  GYTMNWVRQA

7 6 PGQGLEWIGL ISPYNGVTSY NQKFKGRVTI TVDKSTSTAY
LELSSLRSED TAVYYCARQG AYWGQGTLVT VSS

4 5 |Hu94B 2. HC [EVQLVQSGAE VKKPGASVKV ~ SCKASGYSLT  GYTMNWVRQA

8 7 PGQGLEWIGL  ISPYNGVTSY NQKFKGRVTI ~TRDKSTSTAY
LELSSLRSED TAVYYCARQG AYWGQGTLVT VSS

4 5 |Hu94B 2. HC |EVQLVQSGAE VKKPGASVKV ~ SCKASGYSLT ~ GYTMNWVRQA

9 8 PGQGLEWIGL ISPYNGVTSY NQKFKGRVTI TVDTSTSTAY
LELSSLRSED TAVYYCARQG AYWGQGTLVT VSS

4 6 |Hu94B2. L C [DVMIQTPLS LPVIPGQPAS ISCKSSQSLL DSDGKTYLNW
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0] 9 LLQKPGQSPQ RLIYLVSKLD SGVPDRFSGS  GSGTDFTLKI
SRVEAEDVGV YYCWQGTHFP WTFGQGTKVE IK
4 6 |Hu94B2. L C [DVWMIQTPLS LPVTPGQPAS ISCKSSQSLL  DSDGKTYLNW
1 10 LLQKPGQSPQ LLIYLVSKLD SGVPDRFSGS GSGTDFTLKI
SRVEAEDVGV YYCWQGTHFP WTFGQGTKVE IK
4 6 |Hu94B 2. L C [DVWMIQTPLS LPVTPGQPAS TSCKSSQSLL  DSDGKTYLNW
2 11 YLQKPGQSPQ RLIYLVSKLD SGVPDRFSGS GSGTDFTLKI
SRVEAEDVGV YYCWQGTHFP WTFGQGTKVE IK
4 6 |Hu94B 2. L C [|DVWMIQTPLS LPVIPGQPAS ISCKSSQSLL DSDGKTYLNW
3 12 YLQKPGQSPQ LLIYLVSKLD SGVPDRFSGS GSGTDFTLKI
SRVEAEDVGV YYCWQGTHFP WTFGQGTKVE IK
4 6 |Hu94B2. L C [DIVMTQTPLS LPVTPGQPAS ISCKSSQSLL  DSDGKTYLNW
4 1 3 LLQKPGQSPQ RLIYLVSKLD SGVPDRFSGS GSGTDFTLKI
SRVEAEDVGV YYCWQGTHFP WTFGQGTKVE IK
4 6 |Hu94B 2. L C [DIVMTQTPLS LPVTPGQPAS TSCKSSQSLL  DSDGKTYLNW
5 14 LLQKPGQSPQ LLIYLVSKLD SGVPDRFSGS GSGTDFTLKI
SRVEAEDVGV YYCWQGTHFP WTFGQGTKVE IK
4 6 |Hu94B2. L C [DIVMTQTPLS LPVTPGQPAS ISCKSSQSLL  DSDGKTYLNW
6 15 YLQKPGQSPQ RLIYLVSKLD SGVPDRFSGS  GSGTDFTLKI
SRVEAEDVGV YYCWQGTHFP WTFGQGTKVE IK
4 6 |Hu94B 2. L C [DIVMTQTPLS LPVIPGQPAS ISCKSSQSLL  DSDGKTYLNW
7 16 YLQKPGQSPQ LLIYLVSKLD SGVPDRFSGS  GSGTDFTLKI
SRVEAEDVGY YYCWQGTHFP WTFGQGTKVE IK
4 6 |Hu 3 7D 3 —H
8 9. vbo. 1 HYV
R—L1 RSSQSTIVHSNANTYFE
4 6 [Hu 3 7D 3 —H
9 9. 5. 2 HV
R — 1 RSSQSIVHSSGNTYFE
4 7 | Hu37D3—H
0] 9. vo. 3 HV
R—L1 RSSQSIVHSDGNTYFE
4 7 |Huau37D3—H
1 9. vbo. 4 HV
— L1 RSSQSTVHSQGNTYFE
4 7 |Huau37D3—H
2 9. vo. 5 HV
R—L1 RSSQSIVHSEGNTYFE
4 7 |Huau37D3—H
3 9. vo. 6 HYV
R—L1 RSSQSIVHSAGNTYFE
4 7 |Hu 3 7D 3 — H [RSSQSIVHSNGDTYFE
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4 9. vo. 7 HV

R—L1
4 Hu37D3—H
5 9. v5. 8 HYV

R—L1 RSSQSTVHSNGQTYFE
4 Hu3 7D 3 —H
6 9. vb5. 9 HV

R—L1 RSSQSTVHSNGETYFE
4 Huau 3 7D3—H
7 9. vo5. 10 H

VR—-—L1 RSSQSTVHSNGATYFE
4 Hu 3 7D3—H
8 9. vb. 11 H

VR —-—L1 RSSQSTVHSNGSTYFE
4 Hu3d37D3. v 2
9 8 HVR-—-L1 RSSQSTVHSNGNTYFE
4 Hu37D3. v 2
0 8. A2 HVR—

L1 RSSQSTVHSNGNTYFE
4 Hu3d3d7D3. v 2
1 8. A4 HV R —

L1 RSSQSTVHSNGNTYLE
4 Hud3d7D3. v 2
2 8. A6 HVR—

L1 RSSQSTVHSNGNTYLE
4 Hu37D3. v 2
3 8. A8 HV R —

L1 RSSQSTIVHSNGNTYFE
4 Hu37D3. v 2
4 8. A10 HVR

— L1 RSSQSTIVHSNGNTYFE
4 Hu3d37D3. v 2
5 8. A1 2 HVR

— L1 RSSQSTVHSNGNTYLE
4 Hu37D3. v 2
6 8. A 14 HVR

— L1 RSSQSTVHSNGNTYLE
4 Hu3d37D3. v 2
7 8. A1GS6 HV R

— L1 RSSQSTVHSNGNTYFE
4 Hu3d37D3. v 2
8 8. A1S8 H V R | RSSQSTVHSNGNTYFE
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8. A20 HVR
— L1 RSSQSTVHSNGNTYLE

8. A22 HVR
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Hu37D3. v 2
8. B4 HVR-—
L1 RSSQSTVHSQGNTHFE
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8. B6 HVR-—
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Hus3 7D 3. v 2
8. B7 HVR-—
L1 RSSQSIVHSDGNTKFE
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2 9. v30. 1 H

VR —-—L1 RSSQSTVHSGGNTYFE
5 3 |Hu37D3—H
3 9. v30. 2 H

VR —-—L1 RSSQSTVHSTGNTYFE
5 3 |Hu 3 7D3—H
4 9. v30. 3 H

VR —-—L1 RSSQSTVHSVGNTYFE
5 3 |Hu3 7D3—H
5 9. v30. 4 H

VR—-—L1 RSSQSTIVHSLGNTYFE
5 3 |Hu3 7D 3 —H
6 9. v30. b5 H

VR—-—L1 RSSQSTIVHSIGNTYFE
5 3 |Hu37D3—H
7 9. v30. 6 H

VR—-—L1 RSSQSTIVHSPGNTYFE
) 3| Hu37D3—H
8 9. v30. 7 H

VR—-—L1 RSSQSTVHSFGNTYFE
5 3 |Hu3 7D 3 —H
9 9. v30. 8 H

VR—-—L1 RSSQSTIVHSYGNTYFE
5 4 | Hwu37D3—H
0 9. v30. 9 H

VR—-—L1 RSSQSTVHSHGNTYFE
5 4 |Huwu37D3—H
1 9 v 3 0 1 0

HVR-—-L1 RSSQSTVHSKGNTYFE
5 4 |Huwu37D3—H
2 9 v 3 0. 11

HVR-—-L1 RSSQSTVHSRGNTYFE
5 4 |Huwu37D3—H
3 9. v 31 1 H

VR—-—L1 RSSQSTVHSNAGTYFE
5 4 |1Hwu37D3—H
4 9. v 31 2 H | RSSQSTVHSNAVTYFE

23

10

20

30

40



(150)

JP 2020-511937 A 2020.4.

VR—L ]
5 4 |Hu37D3—1H
5 9. v31. 3 H

VR—L1 RSSQSTVHSNAITYFE
5 4 |Hu37D3—H
6 9. v31. 4 H

VR—-L1 RSSQSTVHSNAPTYFE
5 4 |Hu37D3—H
7 9. v31. 5 H

VR—L1 RSSQSTVHSNAFTYFE
5 4 |Hu37D3—H
8 9. v31. 6 I

VR—L 1 RSSQSTIVHSNAYTYFE
5 4 |Hu37D3—1
9 9. v31. 7 H

VR—-L1 RSSQSTVHSNARTYFE
5 5 |Hu37D3—H
0 9. v31. 8 H

VR—L 1 RSSQSTVHSNANVYFE
5 5 |Hu37D3—H
1 9. vi31. 9 H

VR—-—L1 RSSQSTVHSNANIYFE
5 5 |Hu37D3—H
2 9. v31. 10

HVR-—-L 1 RSSQSTVHSNANPYFE
5 5 |Hu37D3—H
3 9. v31. 11

HVR-—-L1 RSSQSTVHSNANFYFE
5 5 |Hu37D3—H
4 9. vi31. 12

HVR-—-L 1 RSSQSTVHSNANYYFE
5 5 |Hu37D3—1H
5 9. v31. 13

HVR-—-L1 RSSQSTVHSNANNYFE
5 5 |Hu37D3—H
6 9. v31. 14

HVR-—L 1 RSSQSTVHSNANRYFE
5 5|t bFTauv7~2
7 4 X7 F R EFEVMEDHAGTYGLGDRK
5 5 | FTau?7~2
8 0O X7F R EFEVMEDHAGTYGL
5 6 |Hu3 7D3. v 3 |EVQLVESGGG LVQPGGSLRL SCAASGLIFR SYGMSWVRQA

23

10

20

30

40



(151)

JP 2020-511937 A 2020.4.23

0 9 WA A fH B (V| PGKGLEWVAT  INSGGTYTYY PDSVKGRFTI — SRDNSKNTLY
H) LQMNSLRAED TAVYYCANSY SGAMDYWGQG TLVTVSS
5 6 |Hu37D3. v 3 |EDQLTQSPSS LSASVGDRVT ITCRSSQSIV HSNGNTYLEW
1 9 % B AT A fH B (V| YQQKPGKSPK  LLIYKVSNRF  SGVPSRFSGS  GSGTDFTLTI
L) SSLQPEDFAT YYCFQGSLVP WTFGQGTKVE IK
5 6 |Hu37D3. v 3 |SYGMS
2 9 HVR-—-IHI1
5 6 [Hu37D3. v 3 |TINSGGTYTYYPDSVKG
3 9 HVR-—H?2
5 6 |Hu37D3. v 3 |SYSGAMDY
4 9 HVR-—IHS3
5 6 u37D3.v 3 ]
RSSQSTIVHSNGNTYLE
5 9 HVR-L1
5 6 |Hu37D3. v 3 |KVSNRES
6 9 HVR-—L2
5 6 |Hu37D3. v 3 |FQGSLVPWT
7 9 HVR-LS3
5 6 [Hu37D3. v 3 |EVQLVESGGG LVQPGGSLRL SCAASGLIFR SYGMSWVRQA
8 9 I ¢ G4 — S |PGKGLEWVAT INSGGTYTYY PDSVKGRETI SRDNSKNTLY
228 P.YTET |LQUNSLRAED TAVYYCANSY SGAMDYWGQG TLVTVSSAST
1 KGPSVEPLAP  CSRSTSESTA  ALGCLVKDYF  PEPVTVSWNS
GALTSGVHTF  PAVLQSSGLY SLSSVVTVPS SSLGTKTYTC
NVDHKPSNTK ~ VDKRVESKYG PPCPPCPAPE  FLGGPSVFLF
PPKPKDTLYT TREPEVTCVV ~ VDVSQEDPEV QFNWYVDGVE
VHNAKTKPRE EQFNSTYRVV ~ SVLTVLHQDW LNGKEYKCKV
SNKGLPSSTE KTISKAKGQP REPQVYTLPP  SQEEMTKNQV
SLTCLVKGFY PSDTAVEWES NGQPENNYKT TPPVLDSDGS
FFLYSRLTVD KSRWQEGNVE  SCSVMHEALH NHYTQKSLSL
SLGK
5 6 |Hu37D3. v 3 |EDQLTQSPSS LSASVGDRVT ITCRSSQSIV HSNGNTYLEW
9 9 I g G4 — S | YQQKPGKSPK LLIYKVSNRF SGVPSRFSGS GSGTDFTLTI
2 28 P.YTEI# |SSLQPEDFAT YYCFQGSLVP WTFGQGTKVE TIKRTVAAPSV
B4 FIFPPSDEQL KSGTASVVCL LNNFYPREAK VQWKVDNALQ
SGNSQESVTE  QDSKDSTYSL  SSTLTLSKAD YEKHKVYACE
VTHQGLSSPV TKSFNRGEC
5 7 |Hu37D3. v 4 |EVQLVESGGG LVQPGGSLRL SCAASGLIFR SYGMSWVRQA
0 O & #8 v 28 8 4 (V| PGKGLEWVAT INSGGTYTYY PDSVKGRETI SRDNSKNTLY
H) LQMNSLRAED TAVYYCANSY SGAMDYWGQG TLVTVSS
5 7 |Hu37D3. v 4 |EDQLTQSPSS LSASVGDRVT ITCRSSQSIV HSNTNTYFEW
1 O WE 4 AT 28 58 ik (V| YQQKPGKSPK  LLIYKVSNRF  SGVPSRFSGS ~ GSGTDFTLTI
L) SSLQPEDFAT YYCFQGSLVP WTFGQGTKVE IK
5 7 |Hu37D3. v 4 |SYeuMs
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2 0 HVR-HI1
5 Hu 3 7D 3. v 4 |TINSGGTYTYYPDSVKG
3 0O HVR-H2
5 Hu 3 7D3. v 4 |SYSGAMDY
4 0O HVR-—HS3
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gl KGPSVEPLAP  CSRSTSESTA ALGCLVKDYF PEPVTVSWNS
GALTSGVHTF  PAVLQSSGLY SLSSVVTVPS SSLGTKTYTC
NVDHKPSNTK ~ VDKRVESKYG PPCPPCPAPE  FLGGPSVFLF
PPKPKDTLYI TREPEVTCVV  VDVSQEDPEV ~ QFNWYVDGVE
VHNAKTKPRE EQFNSTYRVV  SVLTVLHQDW LNGKEYKCKV
SNKGLPSSTE KTISKAKGQP REPQVYTLPP  SQEEMTKNQV
SLTCLVKGFY PSDIAVEWES NGQPENNYKT TPPVLDSDGS
FFLYSRLTVD KSRWQEGNVF SCSVMHEALH NHYTQKSLSL
SLGK
5 Hu37D3. v 4 |EDQLTQSPSS LSASVGDRVT ITCRSSQSIV HSNTNTYFEW
9 0 I g G4 — S | YQQKPGKSPK LLIYKVSNRF SGVPSRFSGS GSGTDETLTI
2 28P.YTE# | SSLQPEDFAT YYCFQGSLVP WTFGQGTKVE IKRTVAAPSV
B FIFPPSDEQL KSGTASVVCL LNNFYPREAK VQWKVDNALQ
SGNSQESVTE  QDSKDSTYSL SSTLTLSKAD YEKHKVYACE
VTHQGLSSPV TKSFNRGEC
5 Hu3 7D3. v 4 |EVQLVESGGG LVQPGGSLRL SCAASGLIFR  SYGMSWVRQA
0 1 @88 AT 2 sk (V| PGKGLEWVAT  INSGGTYTYY PDSVKGRFTI  SRDNSKNTLY
H) LQMNSLRAED TAVYYCANSY SGAMDYWGQG TLVTVSS
5 Hu37D3. v 4 |EDQLTQSPSS LSASVGDRVT ITCRSSQSIV HSNGQTYFEW
1 1 888 T fE A (V| YQQKPGKSPK  LLIYKVSNRF  SGVPSRFSGS  GSGTDFTLTI
L) SSLQPEDFAT YYCFQGSLVP WTFGQGTKVE IK
5 Hu 3 7D3. v 4 |SYGMS
2 1 HVR-—I1
5 Hu 3 7D 3. v 4 |TINSGGTYTYYPDSVKG
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CSRSTSESTA
PAVLQSSGLY
VDKRVESKYG
SRTPEVTCVV
EQFNSTYRVV
KTISKAKGQP
PSDIAVEWES
KSRWQEGNVE

SCAASGLIFR
PDSVKGRFTI
SGAMDYWGQG
ALGCLVKDYF
SLSSVVTVPS
PPCPPCPAPE
VDVSQEDPEV
SVLTVLHQDW
REPQVYTLPP
NGQPENNYKT
SCSVMHEALH

SYGMSWVRQA
SRDNSKNTLY
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TPPVLDSDGS
NHYTQKSLSL
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EDQLTQSPSS
YQQKPGKSPK
SSLQPEDFAT
FIFPPSDEQL
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VTHQGLSSPV

LSASVGDRVT
LLTYKVSNRF
YYCFQGSLVP
KSGTASVVCL
QDSKDSTYSL
TKSENRGEC

ITCRSSQSTV
SGVPSRFSGS
WTFGQGTKVE
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2 4)
5 9| MAPT (2 —2 )
AEPRQEFEVMEDHAGTYGLGDRK
3 4)
5 9 |MAPT (2 —23
4 1) AEPRQEFEVMEDHAGTYGLGDRKDQGGY TMHQD
5 9 |MAPT(10—4
- 1) VMEDHAGTYGLGDRKDQGGY TMHQDQEGDTDAGLK
5 9 |MAPT (2 —2 o
5 1) Y18a AEPRQEFEVMEDHAGTAGLGDRK
5 9 |MAPT (2 —2
AEPRQEFEVMEDHAGTYGAGDRK
7 4) L 20A
= 9 hul1l3F 5 — |DIQUTQSPSS LSASVGDRVT ITCKASQNVG TAVAWYQQKP
o F7. LCI1 GKSPKLLIYS ASRRFSGVPS RFSGSGSGTD FTLTISSLQP
EDFATYFCQQ FSTYPYTFGQ GTKVEIK
hull3F 5 — |DIQUTQSPSS LSASVGDRVT ITCKASQNVG TAVAWYQQKP
Z Y F7. LC2 GKAPKLLIYS ASRRFSGVPS RFSGSGSGTD FTLTISSLQP
EDFATYFCQQ FSTYPYTFGQ GTKVEIK
6 o hull3F 5 — |DIQUTQSPSS LSASVGDRVT ITCKASQNVG TAVAWYQQKP
F7. LCS3 GKSPKLLIYS ASRRESGVPS RFSGSGSGTD ETLTISSLQP
0 EDFATYYCQQ FSTYPYTFGQ GTKVEIK
hull3F 5 — |DIQUTQSPSS LSASVGDRVT ITCKASQNVG TAVAWYQQKP
f 0 F7. LC4 GKAPKLLIYS ASRRFSGVPS RFSGSGSGTD FTLTISSLQP
EDFATYYCQQ FSTYPYTFGQ GTKVEIK
231G 3 F 1 0 |EVRLVESGGG LVQPKGSLKL SCAASGFSEN  TYAMNWVRQA
6 O | H 8 A b PGKGLEWVAR  TRSKRNNFAT  YYADSVKDRF  TISRDDSKSM
3 LYLQVNNLKT EDTAMYYCVR WGYDDPYAMD YWGQGTSVTV SS
231G 3F 1 0 |NIMMTQSPSS LAVSAGEKVT MSCKSSQSVL ~YSSNQKNYLA
6 O |8 AT A fH Bk WYQQKPGQSP  KLLIYWASAR ESGVPDRFTG  SGSGTDFTLT
4 [SSVQAEDLA VYYCHQYFSS FTFGSGTKLE IK
6 023 1G3FT1O0 |[TYAMN
5 HVR—-H1
6 0|2 31G3F 10 |RIRSKRNNFATYYADSVKD
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6 0|2 31G3F 10 |KSSQSVLYSSNQKNYLA
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3 0A 1 C 9 # 8 |DVLMTQSPLS LPVSLGDQAS ISCRSSQSIV  HSNGNTYLEW
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2 SRVEAEDLGV YYCFQASHVP RTFGGGTKLE IK
6 1|3 0A1C9 H |EYTMH
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6 1 |30A1CY9 H |GIDPNTGNTNYNQKFKG
4 VR —I2
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6 1 |3 0A1C9 H |FQASHVPRT
8 VR—L 3
211G 6 — B 6 |QVQLKESGPG LVAPSQSLSI TCTVSGFSLT SYAISWVRQP
6 1 | 8 A4 ik PGKGLEWLGV ~ IWTGGGTNYN SALKSRLSIT KDNSKNQVFF
9 RMNSLQTDDT ARYYCARKKL YDYDGGYFFD YWGQGTTLTV SS
211G 6 — B |DIVMSQSPSS LAMSVGEKVT MSCKSNQSLL ~ YSSNQKNYLA
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0 ISSVKAEDLA VYYCHQYYSY PWTFGGGTKL EIK
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7 EH A 22 T Jk PEQGLEWIGK TIDPAIVNTKY APKFQGKATI TADTSSNTAY
LQLSSLTSED TGIYYCAEGA LLYWGLGTSV TVSS
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4 HVR—-L 3
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5 6 T $H AT 4 fE ik LQFSSLTSED TAVYYCNRGW GYWGQGTTLT VSS
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6 6 HE B85 T 22 E SRVEAEDLGL YYCWQGTHFP QTFGGGTKLE IK
5 3 7 118 — D6 K& |DYWYIQ
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6 3 71 H 8 — D 6 & | WIDPENGDTDYAPKFQG
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X B4 AT 25 4H PEKGLEWVAQ IRLKSDNHAT HYAESVKGRE TISRDDSKST
VYLQMNNLGA EDTGIYFCTE GGAYFDYWGQ GTTLTVSS

5 4 30 7 H3E 8 |DVVMTQTPLS LPVSLGDQAS ISCRSSQNLV HSNGNTYFHW

4 8B AT 242 B B YLQKPGQSPK LLIYKVSNRF SGVPDRFSGS GSGTDFTLKI
SRVEAEDLGV YVCSQSTHVP PTEFGGGTKLE IK

6 4|3 0 7 H 3 E 8 |NYWNN

5 HVR-H1
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6 HVR-—H2
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7 HVR—HS3
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9 HVR—-L 2
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0 HVR—-L 3
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INTERNATIONAL SEARCH REPORT

JP 2020-511937 A 2020.4.23

International application No

PCT/US2017 /064855

A. CLASSIFICATION OF SUBJECT MATTER

INV. CO7K16/18
ADD.

Aovarding to Intermational Patent Classifioation {IPC) or to both national slassification and IPC

B. FIELDS SEARCHED

CO7K GOIN

Minimum documentation searched (classification system followed by classification symbals)

Documentation searched other than minimum doecumentation to the extent that such documents are included in the fiskle searched

Electronic data base

EPO-Internal, WPI Data

Ited during the intematicnal search {name of data basa and, where practicable, search terms used)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Gitation of decument, with indication, where appropriate, of the relevant passages

Relevant to claim No.

X CHANG LIU ET AL:

Nucleus",
PLOS ONE,
vol. 8, no. 12,

e84849, XP055472035,

use of Tau5 mAb

"Profiling Murine Tau
with ON, 1N and 2N Isoform-Specific
Antibodies in Brain and Peripheral Organs
Reveals Distinct Subcellular Localization,
with the 1N Isoform Being Enriched in the

30 December 2013 (2013-12-30), page

DOI: 10.1371/journal.pone.0084849
The whole document, in particular Fig.1-3;

1-46

_/__

Further documents are listed in the oontinuation of Box C.

See patent family annex.

* Special categories of cited documents :

"A" decument defining the general state of the art which is not considered
to be of particular relevancs

"E" eatlier application or patent but publishad on ot after the international
filing date

"L" dooument whioh may throw doubts on priority olaim({s) or whioh is
cited to blish the publication date of anather citation or other
spacial reason [as specifiad)

"O" gooument referring to an oral disclosure, use, exhibition or other

*T* later deoument published after the intemational filing date or priornity
date and not in oonflict with the applioation but oited 10 understand
the prinoiple or theory underlying the invention

"X" document of paricular relevance; tha claimed invention cannot be
oonsidered novel or cannct be considered to involve an inventive
step when the dooument is taken alone

*¥" document of particular relevance; tha claimed invention cannat be
conaidered te invalva an invertiva etep when the document ia
combined with one or more other suoh dosurments, such combination

Eurcpean Patent Offioe, P.E. 5813 Patentlaan 2
NL - 2280 HV Rijswijk

Tel. (+31-70) 340-2040,

Fax: (+31-70) 340-3016

mMeans bsing obvious to a persan skilled in the art
"P* documesnt publishad prior ta the intemational filing dats but later than
the priority date olaimed & dooument member of the same patent family
Date of the actual carnplstion of the ink tional search Dats of mailing of the intsmational saarch repart
7 August 2018 20/08/2018
Name and mailing address of the ISA/ Authorized officer

Chapman, Rob

Femn PCT/ASA210 (secand aheet) {(April 2005)

page 1 of 3
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International application No

PCT/US2017 /064855

C{Continualion). DOCUMENTS CONSIDERED TO BE RELEYANT

Category® | Citation of dooument, with indioation, where appropriate, of the relevant passages Relevant to alaim No.

X JOELLE ROSSEELS ET AL: "Tau Monoclonal 1-46
Antibody Generation Based on Humanized
Yeast Models",

JOURNAL OF BIOLOGICAL CHEMISTRY,

vol, 290, no. 7,

24 December 2014 (2014-12-24), pages
4g59—4074. XPD55250974,

v

ISSN: 0021-9258, DOI:
10.1074/jbc.M114.627919

The whole document, in particular, Table 3
and Fig.l

X YANAMANDRA KIRAN ET AL: "Anti-Tau 1-46
Antibodies that Block Tau Aggregate
Seeding In Vitro Markedly Decrease
Pathology and Improve Cognition In Vivo",
NEURON,

vol. 80, no. 2, 19 March 2014 (2014-03-19)
. pages 402-414, XP028757368,

ISSN: 0896-6273, DOI:
10.1016/J.NEURON.2013.07.046

The whole document, in particular, Fig.l
X D. L. CASTILLO-CARRANZA ET AL: "Passive 1-46
Immunization with Tau 0ligomer Monoclonal
Antibody Reverses Taucpathy Phenotypes
without Affecting Hyperphosphorylated
Neurofibrillary Tangles",

THE JOURNAL OF NEUROSCIENCE : THE OFFICIAL
JOURNAL OF THE SOCIETY FOR NEUROSCIENCE,
vol. 34, no. 12,

19 March 2014 (2014-83-19), pages
4260-4272, XP0O55250957,

ISSN: B270-6474, DOI:
10.1523/JNEUROSCI.3192-13.2014

The whole document, in particular, Table
1, Fig.1 and 2

X FRANCK R. PETRY ET AL: "Specificity of 1-46
Anti-Tau Antibodies when Analyzing Mice
Models of Alzheimer's Disease: Problems
and Solutions",

PLOS ONE,

vol. 9, no. 5, 2 May 2014 (2014-05-02),
page e94251, XP055207209,

DOI: 10.1371/journal.pone.B@94251

The whole document, in particular, Table 1
and Fig.l. mAb HJ8.5 binds an epitope
comprising amino acids 25-30 of hTau {see
results).

_/__

Femn PCT/ASA210 {continuation of aecond aheet) (April 2005)

page 2 of 3
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International application No

PCT/US2017 /064855

C{Continualion). DOCUMENTS CONSIDERED TO BE RELEYANT

Category™

GCitation of dooument, with indioation, where appropriate, of the relevant pasasages

Relevant to alaim No.

A

X,P

SEUNG-HYE LEE ET AL: "Antibody-Mediated
Targeting of Tau In Vivo Does Not Require
Effector Function and Microglial
Engagement",

CELL REPORTS,

vol, 16, no. 6, 1 August 2016 (2016-08-01)
,Spages 1690-1700, XP055472459,

v

ISSN: 2211-1247, DOI:
10.1016/j.celrep.2016.06,099

the whole document

WO 20167196726 Al (GENENTECH INC [US]; AC
IMMUNE SA [CH])

§ December 2016 (2016-12-08)

the whole document

US 2016/102138 Al (IQBAL KHALID [US] ET
AL) 14 April 2016 (2016-04-14)

The whole document, in particular, Para.
38, 57 and Tables 1 and 2

WO 2014/100600 A2 (BIOGEN IDEC INC [US];
BIOGEN IDEC INTERNAT NEUROSCIENCE GMEBH
[CH]) 26 June 2014 (2014-06-26)

The whole document, in particular, Example
11 and Table 7

WO 2012/106363 A2 (INTELLECT NEUROSCIENCES
INC [US]; CHAIN DANIEL G [US])

9 August 2012 (2012-08-09)

The whale document, in particular the
examples

1

1-46

1-46

1-46

1-46

Femn PCT/ASA210 {continuation of aecond aheet) (April 2005)

page 3 of 3
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International application Na.
INTERNATIONAL SEARGH REPORT PCT/US2017/064855
BoxNo.ll Observatlons where certaln claims were found unsearchable (Continuation of ltem 2 of first shest)

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

1. |:| Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. m Claims Nos.:

bacausa thay relate to parts of the intaernational applicaticn that do not comply with the preseribed requiremants ta such
an extent that ne meaningful international search can be camied out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

3. I:l Claims Nos.:

bacausa they ara depandant claims and ara nat drafted in accardance with tha sacand and third sentences of Rula 6.4{a).

BoxNo. Il Observations where unlty of Invention Is lacking (Continuation of Hem 3 of flrst sheet)

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

see additional sheet

1. As all required aciditional search fees were timely paid by the applicant, this intemational search repott covers all searchable
claims.

2. |:| As all searchable claims could be searched without effort justifying an additional fees, this Authority did net invite payment of
additional fees.

3. As only some of the required additional search fees were timaly paid by the applicant, this intsrnational search report covers
only thass claims far which fess wara paid, spacifically claims Nos.:

1-46(partially)

4. |:| Ne required additional search fees were timely paid by the applicant. Genseguently, this international search repeort is
restricted te the invention first mentioned in the claims; it is covered by claims Nos.:

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

The additional search fees were accompanied by the applicant's pratest but the applicable protest
foe was not paid within the time limit specified in the invitation.

m No protest accompanied the payment of additional search fees.

Form PCTASA/210 (continuation of first shaet (2)) (April 2005)
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International Applicatioh No. PCT/ US2017/ 064855

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-46(partially)

Antibodies capable of binding to to monomeric, oligomeric,
phosphorylated and non-phosphorylated forms of mature human
Tau within amino acids 19-33 thereof, and related
subject-matter.

. claims: 1-46(partially)

Antibodies capable of binding to to monomeric, oligomeric,
phosphorylated and non-phosphorylated forms of mature human
Tau within amino acids 37-44 thereof, and related
subject-matter.

. claims: 1-46(partially)

Antibodies capable of binding to to monomeric, oligomeric,
phosphorylated and non-phosphorylated forms of mature human
Tau within amino acids 37-51 thereof, and related
subject-matter.

. claims: 1-46(partially)

Antibodies capable of binding to to monomeric, oligomeric,
phosphorylated and non-phosphorylated forms of mature human
Tau within amino acids 64-78 thereof, and related
subject-matter.

. claims: 1-46(partially)

Antibodies capable of binding to to monomeric, oligomeric,
phosphorylated and non-phosphorylated forms of mature human
Tau within amino acids 73-87 thereof, and related
subject-matter.

. claims: 1-46(partially)

Antibodies capable of binding to to monomeric, oligomeric,
phosphorylated and non-phosphorylated forms of mature human
Tau within amino acids 91-105 thereof, and related
subject-matter.

. claims: 1-46(partially)

Antibodies capable of binding to to monomeric, oligomeric,
phosphorylated and non-phesphorylated forms of mature human
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International Applicatioh No. PCT/ US2017/ 064855

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

Tau within amino acids 109-123 thereof, and related
subject-matter.

8. claims: l-46(partially)

Antibodies capable of binding to to monomeric, oligomeric,
phosphorylated and non-phosphorylated forms of mature human
Tau within amino acids 199-204 thereof, and related
subject-matter.

9, claims: 1-46(partially)

Antibodies capable of binding to to monomeric, oligomeric,
phosphorylated and non-phosphorylated forms of mature human
Tau within amino acids 421-429 or 422-429 thereof, and
related subject-matter.

10. claims: 47-58

Methods of predicting, selecting or monitoring an
undisclosed anti-Tau treatment.

11. claims: 59-72

Methods of selecting and monitoring patients using an
anti-Tau 2N isoform-specific antibody.
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International Applicatioh No. PCT/ US2017/ 064855

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

Continuation of Box II.2

Claims Nos.: 47, 49, 51, 58, 59, 62, 64, 69, 71{completely);
1-46(partially)

The present application comprises 72 claims relating to antibodies
binding to multiple possible epitope bins, further defined by 144
possible combinations of VH and VL HCDRS1-3 and LCDR1-3. The examiner is
unable to search all the combinations claimed without undue burden.

It

is not clear whether the parameters stated (epitope bins) have been
tested for the prior art, which would not allow comparison for these
features. A complete search of claims 1-46 is thus not possible.
Furthermore, the application relates to sequence combinations which may
or may not generate an antibody with defined technical properties.

In
view of the importance of the role played by each single amino acid in
the binding of an antibody to its target, especially at the Tevel of its
CDRs (see Rudikoff et.al., PNAS 1982, VYol1.79, pp. 1979-1983), a claim
to an antibody which is structurally characterised by less than the full
sequence of all the CDRs, and their specific order, cannot be seen to
sufficiently disclose an antibody with any particular properties. Thus,
it is apparent that a search of all possible combinations of claimed
sequences would not be useful, since only an antibody defined by at least
6 CDRs (HCDR1-3, LCDR1-3) has any defined technical properties of
binding.

In response to a clarification request, the Applicant defined
the antibodies disclosed in the application which bind to each bin. For
example, antibodies 63H3-D8 (defined in claims 6(g) and 7{g)} and
64B9-F12 (defined in claims 6(h) and 7(h)}, bind to an epitope within
amino acids 19-33 of human Tau.

The ISA has thus 1imited the search of
claims 6-34 to antibodies disclosed in the description which are defined
by at least HCDR1-3 and LCDRI1-3.

Claims 47, 49, 51, 59, 62 and 64 relate
to multiple methods. According to Rule 6.1(a) PCT, the number of claims
shall be reasonable in consideration of the nature of the invention
claimed, which is not the case here. Furthermore, all these claims lack
method steps to permit the purpose of said methods to be achieved, and
thus Tack clarity to the extent that they cannot be compared to methods
of the prior art. Claims 59, 62 and 64 are not even directed to defined
antibodies.

Claims 58, 69 and 71 refer to unclear internal designations
which cannot be searched.

The applicant's attention is drawn to the fact that claims relating to
inventions in respect of which no international search report has been
established need not be the subject of an international preliminary
examination (Rule 66.1(e) PCT). The applicant is advised that the EPO
policy when acting as an International Preliminary Examining Authority is
normally not to carry out a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
claims are amended following receipt of the search report or during any
Chapter II procedure. If the application proceeds into the regional phase
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before the EPO, the applicant is reminded that a search may be carried
out during examination before the EP0 (see EPQ Guidelines C-IV, 7.2),
should the problems which led to the Article 17(2) declaration be
overcome.
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