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—MERSHHRALERETHBNEYASY

BRI
AP e i T2 SR, AR LA S TR A ALa, DA
NI

BREAR

X R RA RIS AP TR A RMERE L, AL RILA AR

S H R K F (CTGF) WERIA AR F B (TGFB) SR HI R R
WS, ZHEF AR TGFR-1. -2, A3, HESRAEERD (BMP) 2 AiGfbR.
VP2 RO RE Kb . BEILRG . MU P AR KR (VEGE) AL E kK 1L
DA Ko A 453 01 S8 0, 5 v AR AR o 1L 275 5 CTGF IR

TGFB * CTGF Rk HIEuE Pl HIHE), THREFAMIN TGFB. TGFP i
it CTGF a3+ 1) DNA i o AT 4 R B0E, S8 CTGF HRIAIE M. 18
B INBRTIEE A L TgA B o TA) K PR AT T B B /N BR B RE AR R o 14 B s o, CTGF
(Rt i . ZE48 PR /N I7) 5T Ctubulointerstitial ) $534% 347 0 0 22 31| % 15 CTGF
AN EE N, FEH CTGF /KVF-SHAREEMIG. Hob, £5E L IRIR A
A &R, CTGFE 7818 /NS /NE ] i i SRk g n . CTGF 17+
FACERE A O NUBEZERI IS A 40 AH oG Bilan, 7e8a 3R PRI A 4k
(IPF) &, RS AE mRE A, CTGF #58% LiE. X
I, R EFRARER S, CTGF & Fig 2 Gy 7 4.

KANE
AR M P& CTGF JUANZMA Y. ZAGMHARENELF,
TS

FE—SEsLjf 7y & rp, i BAE—TETR A MA G, KRBTk st CTGF 1
A B T AR X AR R AR X, Horps

) FridEHEFAX A S S5 SEQ ID NO: 6 i () 5 8% n] 28 X A A 57 71 )
HCDR1. HCDR2 1 HCDR3, FriA#2%En 4 X475 %1 SEQ ID NO: 7 Frn i #4E
AJ A% X #H [ £ 51 LCDR1. LCDR2 fll LCDR3; Ik

i) Pri’d @A XA E 5 SEQ ID NO: 8 Firas i 55 n] 4% [X AH A 571 ()
HCDR1. HCDR2 1 HCDR3, FriA#2%En 4 X7 571 SEQ ID NO: 9 Frn 4t
A[4Z X AH A 7 %)) LCDR1. LCDR2 1 LCDR3.,

FE—LeSff )y R, W FAT— TR WA &Y, H kst CTGF it
A B T AR X AR R AR X, Horps
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li-) Frid SRR A8 X A8 540 SEQ ID NO: 69 Jr7i i 5 45 7 48 XA [7] 7 51 ()
HCDR1. HCDR2 1 HCDR3, Hrid#8En 42 X% 541 SEQ ID NO: 70 Fin 4%
A% X AH [ 731 i) LCDR1. LCDR2 #1 LCDR3; B,

i-ii) Frid EEE A4S X A8 51 SEQ ID NO: 85 Jirs i) 5 4% 7] A8 [X AH [7] 5 371 )
HCDR1. HCDR2 1 HCDR3, Hrid#8En 42 X% 541 SEQ ID NO: 70 Fin 4%
A8 X AH A 731 LCDR1. LCDR2 A1 LCDR3.

FE—LeSfi )y o, W BAT— TR 2 &8, H kst CTGF it
TR & RN AR X R I AR X, Mo

iii ) i 8% 7] AR X 495 435 201 SEQ ID NO: 10 SEQ ID NO: 11 #11 SEQ ID NO:
12 fi7~ ¥ HCDR1.HCDR2 F HCDR3, Fri #4% 7] 4% X 43,7 4375 41 SEQ ID NO: 13,
SEQ ID NO: 14 11 SEQ ID NO: 15 Fi7~[) LCDR1. LCDR2 1 LCDR3; B{

iv)FTIA B8 A48 (X A5 40 540 SEQ ID NO: 16, SEQ ID NO: 17 A1 SEQ ID NO:
18 FT7~ ¥ HCDR1.HCDR2 F HCDR3, ik #4% 1] 4% [X 43,7 4373 @1 SEQ ID NO: 19,
SEQ ID NO: 20 1 SEQ ID NO: 21 ffi7xf#) LCDR1. LCDR2 #1 LCDR3.

FE—LeSfi )y o, W BAT— TR 2 &8, H kst CTGF it
TR & RN AR X R I AR X, Mo

iv-i) JTid S A] 48 X 4,54 5 4 SEQ ID NO: 71. SEQ ID NO: 72 #1 SEQ ID
NO: 73 Fi7~ff HCDR 1. HCDR2 1 HCDR3 , fTid #48 7] 45 [X 495 437 41 SEQ ID NO:
74, SEQ ID NO: 75 #1 SEQ ID NO: 76 Fr7~f) LCDR1. LCDR2 F1 LCDR3;

iv-ii ) ik B 85 T AR [X 9243 340 SEQ ID NO: 102.SEQ ID NO: 103 A1 SEQ ID
NO: 104 i~ HCDR1. HCDR2 A1 HCDR3, Ffid %% n] 48 [X 418 45t SEQ ID
NO: 74, SEQ ID NO: 75 1 SEQ ID NO: 76 Fi7~ ) LCDR1. LCDR2 A1 LCDR3.,

FE—LeSi T o, WIRTE—TiH A3t CTGF fid & MIRiiE. At
[SE PN RN

FE—SEsLjf 7y e, W BAE—TETR A MA 5, KRBTkt CTGF 1
TR & RN AR X R I AR X, Mo

(v-1) FridsEen AR X, HEERTHS SEQ ID NO: 6. 27, 28 8,29 Hf
£ /0 90% M P FI A — P, MPTAREER X, HEHEKRFY]5 SEQID NO: 7. 22,
23, 24, 25 B 26 HAHZE /D 900%[1 77 R — M-
(vi-1) FridE#En]AF X, HEFLRFH]5 SEQ ID NO: 8. 33, 34, 35 36
HA %/ 90% K7 F [F— M, FIFTRREE AR X, K755 SEQ ID NO: 9.
30, 31 BY 32 B E /> 90%K A A1 B
(vi-i) Fri’dEaEr] 2 X, HEAEKFY]5 SEQ ID NO: 69. 81. 82, 83. 84
3% 85 HA 20 90%[ /7 41 [Rl— 1, FFTiA F4E nl A2 X, HE B8 7715 SEQ ID NO:
70. 77, 78, 79 B 80 HA E D 90%I A [Fl— 1 .
FE—LeSfi )y o, W BAT— TR 2 &8, H kst CTGF it

2
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IS BT AR X AR e AT AR X, Hod

(v) A EBEAAF X 5 SEQ ID NO: 6. 27. 28 8% 29 il [ 5 4 i) AP [X H.
HZEAD 90%. 91%. 92%-. 93%-. 94%. 95%. 96%. 97%-. 98%-. 99%5K 100%]
[F—, FMPrRREE 47X 5 SEQ ID NO: 7. 22, 23, 24. 25 B 26 F1 N e
[ X B A E D 90%. 91%-. 92%. 93%-. 94%-. 95%-. 96%-. 97%. 98%. 99%IK
100% [ [F]— 1% BX

(vi) A EE A X 5 SEQ ID NO: 8. 33. 34. 35 B 36 JIr it B 4% n] A8 [X.
HAEZE/D 90%. 91%. 92%-. 93%-. 94%-. 95%-. 96%-. 97%-. 98%. 99%HK 100%
(R[] —PE, FIRTIR R EE AT AP X 5 SEQ ID NO: 9. 30+ 31 B 32 T/~ iRk m] 48 [X 2
HZED 90%. 91%-. 92%-+ 93%. 94%-. 95%-. 96%-. 97%-. 98%. 99%IK 100%¥]
[Fl—k, B

FrR R A X 5 SEQ ID NO: 6 H1 s HEE R A2 X HA 2D 90%. 91%.
92%. 93%-. 94%. 95%. 96%-. 97%-. 98%. 99%EL 100%l[¥I[E—:, FIprd %
A[AZ[X 5 SEQ ID NO: 7 HHI/RIRFEF 2 X BA 2/ 90%. 91%. 92%. 93%-
94%. 95%. 96%-. 97%. 98%. 99%HX 100% ] [F— 1k

Frid B R4 X 5 SEQ ID NO: 27. 28 B 29 TR E A48 X B Ay £ /b
90%-+ 91%-+ 92%-. 93%. 94%-. 95%. 96%-. 97%. 98%. 99%IK 100% [ [F]—*k,
AR BT AR X 5 SEQ ID NO: 22, 23. 24. 25 B¢ 26 /R4 X BA
2/ 90%-. 91%. 92%- 93%-. 94%. 95%-. 96%. 97%-. 98%-. 99%IK 100%f{][H]
*fﬁ

Frid E 7] 42 [X 5 SEQ ID NO: 8 /s [ H4E Al AF X 2 A %270 90%.91%+92%
93%-. 94%-. 95%-. 96%-. 97%-. 98%-. 99%IK 100% I [F—P, FlArAFEE AR X
5 SEQ ID NO: 9 Frn fI#8En] A X BA 270 90%. 91%- 92%-. 93%- 94%- 95%-
96%- 97%- 98%- 99%IK 100%[¥] [F]— Pk ;

Frid B P48 X 5 SEQ ID NO: 33, 34. 35 B{ 36 s EEE A48 X B £ /0
90%-+ 91%-+ 92%-. 93%. 94%-. 95%. 96%- 97%-. 98%. 99%IK 100%f [F—,
MR A8 X 5 SEQ ID NO: 30, 31 B¥ 32 Fran R a4 X 2 £ /D 90%.
91%-+ 92%-+ 93%-. 94%. 95%-. 96%. 97%-. 98%-. 99%IK 100% 1] [F]— 1.

LS )T R, W BAR— TR A G, Hrh kst CTGF it
IS BT AR X AR e AT AR X, Hod

(vi-ii) FriRERER]AF[X 5 SEQ ID NO: 69, 81. 82. 83. 84 H 85 Hfi/ni
FEEA AR X B D 90%- 91%. 92%. 93%- 94%. 95%. 96%. 97%. 98%. 99%
o 100%f A —1E, ApTridfeEn 48X 5 SEQ ID NO: 70, 77. 78. 79 B 80 H
TN T AR X HAT 2 90%. 91%. 92%- 93%- 94%- 95%. 96%- 97%. 98%.
99%%, 100% 1] [F] — Pk

LS )T R, W BAR— TR A G, Hrh kst CTGF it
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TR CTGF fuie m NiEALduE, ik NI uis & Aduid fE4E X Bl
HEZR X ARAR, Pl HE 28 X ARARAE N JUAR AR BEAE S ORI/ B B RE L X 43 0 By
2 10 MY EIE R,
LS )T R, W BAR— TR A G, Hrh kst CTGF it
AL 0 BT IR i B T AR X R T AR (X
(a) FridReEn 45 (X, HALE 4540 SEQ ID NO: 13, SEQ ID NO: 14 £l SEQ
ID NO: 15 fiiZ~ i) LCDR1. LCDR2 #1 LCDR3, Jf HA &% H 4L. 36F. 43S. 45K.
4TW. 58V B 71Y H I —NECE 2N BRI ERAE, /B FrREEEn A X, H
18 F# 34 540 SEQ ID NO: 10, SEQ ID NO: 11 A1 SEQ ID NO: 12 JIiZ~ [ HCDRI
HCDR2 1 HCDR3, Jf HAL &% H 28S. 30N, 49A. 75E. 76S. 93V. 94E B{ 104D
) —ANECE 2N AR BB RAR; 5L
(b) PriRisEn A [X, HAE %540 SEQ ID NO: 19, SEQ ID NO: 20 £l SEQ
ID NO: 21 fi7f¥) LCDR1. LCDR2 F1 LCDR3 [%% n] 28 [X 4573 H 36V 44F .
46G B 49G HI— N EGEZ A RIERAZ, Nk ERER AR, HAETFH] 55
71 SEQ ID NO: 16, SEQ ID NO: 17 #1 SEQ ID NO: 18 flf7~ ) HCDR1. HCDR2 /I
HCDR3, Jf HA9% 44G. 49G. 27F. 48L. 67L. 71K. 78V B 80F tf{j— B H
ZAEIERA,
LS )T R, W BAR— TR A G, Hrh kst CTGF it
AL 0 BT IR i B T AR X R T AR (X
(b-i) BEER[ AR X, HALE 2540 SEQ ID NO: 74. SEQ ID NO: 75 #il SEQ ID
NO: 76 Jfiz~ff) LCDR1. LCDR2 1 LCDR3, PLKI%H 45P. 46W. 48Y. 69S ¥
70Y H—AEEZANEIERA, MERAEX, HA5 %5750 SEQ ID NO: 71,
SEQ ID NO: 72 11 SEQ ID NO: 73 Fi7~[) HCDR1. HCDR2 1 HCDR3, DL} 27F.
38K. 481, 67K. 68A. 70L B¥ 72F W[ — Do LA HE R4AF; Bk
(b-ii) BB AZ X, HALE 2550 SEQ ID NO: 74. SEQ ID NO: 75 #il SEQ ID
NO: 76 fii7~ ) LCDR1. LCDR2 1 LCDR3, HAEEH 45P. 46W. 48Y. 69S B
70Y H—ANEEZ ARG RA, MERAX, A5 5 740 SEQ ID NO: 102,
SEQ ID NO: 103 #i1 SEQ ID NO: 104 fi7~[*) HCDR1. HCDR2 #1 HCDR3, HA®&
27F. 38K. 48I. 67K. 68A. 70L ¥ 72F H{{j—PNEE LR E R4,
FE— LSS R, a1 PR TR A G, HA kst CTGF it
AL 0 B 1 B B T AR X R T AR (X
(vil) Bk E4ER]AF X FF) U1 SEQ ID NO: 6 FronAl ik &2 55 m] 48 [X 7 51 41
SEQ ID NO: 7 fi7R;
(viil) Bk 4% R 4% X 531 1 SEQ ID NO: 27, 28 B, 29 Al ik 4 n] A%
X FEF4n SEQ ID NO: 22, 23, 24. 25 B{ 26 Ffin:
(ix) Frid B n A X FH)80 SEQ ID NO: 8 FronAl ik 255 m] 48 [X 7 51 41

4
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SEQ ID NO: 9 filii7r; BX
(x) Pk EEE R4S X 77140 SEQ ID NO: 33, 34, 35 B 36 Ff Al TR 8k ]

AF[X 751 SEQ ID NO: 30, 31 B 32 fli7ss

PCT/CN2021/135203

FE—SEsLjf 7y e, W BAE—TETR A MA 5, KRBTkt CTGF 1
MRAD B R B 1) H A T AR [X R B ] AR X
(xi) FridEHERAX, HEARRTHW SEQ ID NO: 69 Fizn; MIFTAFREE ]
X, HEFERFF SEQ ID NO: 70 fir; 5L
(xii) FriREER[ AR X, HEFEERF 5] SEQ ID NO: 81. 82, 83. 84 I% 85

Fins MBI R AF X, HEFRRT 70 SEQ ID NO: 77, 78+ 79 B 80 Fi7N.
FE—Uesmifiy Zrp, W BE—TFTR A MA sy, KRkt CTGF
SRR 1. R 2 MK 3 P EE ] A2 OB EE R AR [X .
F 1: mab147 RUFI A IR G255 m] AR ORI 855 7T A8 X 20 A

Hul47-VL1 | Hul47-VL2 | Hul47-VL3 | Hul47-VL4 | Hul47-VL5
SEQIDNO: | SEQID | SEQIDNO: [ SEQIDNO: | SEQ ID NO:
22 NO: 23 24 25 26
Hul47-VH1
SEQIDNO: | Hul47-11 | Hul47-12 | Hul47-13 | Huld7-14 | Huld7-15
27
Hul47-VH2
SEQIDNO: | Hul47-21 | Hul47-22 | Hul47-23 | Huld7-24 | Huld7-25
28
Hul47-VH3
SEQIDNO: | Hul47-31 | Hul47-32 | Hul47-33 | Huld7-34 | Huld7-35
29
% 2: mable4 NJALHUHA R BE AT AR X I BE ] A2 X 4 A
Hul64-VH5 | Hul64-VH6 | Hul64-VH7 | Hul64-VHS
SEQ ID NO: 33 | SEQ ID NO: 34 [SEQ ID NO: 35[SEQ ID NO: 36
Hul64-VL7
SEQIDNO. 30 |  Hul64-57 Hul64-67 Hul64-77 | Hul64-87
Hul64-VLS8
SEQIDNO. 31 |  Hul64-s8 Hul64-68 Hul64-78 | Hul64-88
Hul64-VL9
SEQIDNO. 32 |  Hul64-59 Hu164-69 Hul64-79 | Hul64-89
% 3: mab9s NVFLHUIARRBE R A XA #E AT AZ X A &
Hu95-VH1 | Hu95-VH2 | Hu95-VH3 | Hu95-VH4 | Hu95-VHS
SEQ ID SEQID | SEQIDNO: | SEQID NO: | SEQ ID NO:
NO: 81 NO: 82 83 84 85




WO 2022/117060 PCT/CN2021/135203

SEIéufS -I}I[(I)J :1 77 Hu95-11 Hu9%5-21 Hu95-31 Hu95-41 Hu95-51
SEIéufS -111[(1)4:278 Hu9%5-12 Hu9%5-22 Hu95-32 Hu95-42 Hu95-52
SEIéufS -;1[(153 79 Hu9%5-13 Hu95-23 Hu95-33 Hu95-43 Hu9%5-53
SEIéufS -;I[(I)Jf‘g 0 Hu9%5-14 Hu9%5-24 Hu95-34 Hu95-44 Hu95-54

LS )T R, W BAR— TR A G, Hrh kst CTGF it
AL 0 B 1 B B T AR X R T AR (X
(xiii) FridEHEn X, HEEEFFW SEQ ID NO: 27 frans MR e
AIARIX, HEEERRT 540 SEQ ID NO: 22 7N
(xiv) PridEEEAF X, HEIER P70 SEQ ID NO: 34 fiian; b 2%
A[ARIX, HEFER P50 SEQ ID NO: 30 flin; X
(xv) BT EEER] AR X, HEIEM 50 SEQ ID NO: 85 flzs: MPTdE8En]
X, HEERTHIW SEQ ID NO: 77 Fizn.
LS )T R, W BAR— TR A G, Hrh kst CTGF it
W BT bR 3 — DA E PR B R E T XA R REE S X ALk, Frid EEEE e
XiEH AN 1gGl. 1gG2. 1gG3 Hl 1gG4 18 & X S HE AR K, FridBsife e Xk A
NFuAd w AL BEE E [X S AR AR SEPL b, Pk S48 277 51 SEQ ID NO:
37 5% 38 Fon i BB E 2 X A 71 3 SEQ ID NO: 39 B 40 Fis IR BEIE E X .
FE—LeSfi )y o, W BAT— TR 2 &8, H kst CTGF it
A5
(¢) 5% SEQ ID NO: 41. 43. 44. 45. 46. 47 B 48 iR B &
/B 85%. 90%. 91%. 92%-. 93%. 94%. 95%. 96%. 97%. 98%. 99%Hk 100%
() [F] —PE () EBE A 5 3130 SEQ ID NO: 42, 49, 50, 51. 52 R 53 oI sE A
HED 85%-. 90%-+ 91%-. 92%- 93%- 94%-. 95%. 96%-+ 97%- 98%. 99%IK 100%
[ ) — PR R B
(d) H5FFEF4n SEQ ID NO: 54, 56, 57. 58, 59, 60. 61. 62 B 63 Fi/niH®E
BEHAZ/D 85%. 90%. 91%-. 92%-. 93%-. 94%-. 95%-. 96%. 97%. 98%. 99%
B 100% 1 [7]— P A 85 AT 5 FE 5140 SEQ ID NO: 55, 64, 65 B 66 s 4% % B
HED 85%-. 90%-+ 91%-. 92%- 93%- 94%-. 95%. 96%-+ 97%- 98%. 99%IK 100%
[ ) — PR R B
(e) FFW SEQ ID NO: 41. 43. 44. 45, 46. 47 B 48 7w K M 51 41
SEQ ID NO: 42. 49. 50. 51. 52 B{ 53 Fionifcss, B
(f) %41 SEQ ID NO: 54. 56 57 58. 59, 60. 61. 62 5{ 63 ffi/n ) BE

6
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AFF) 40 SEQ ID NO: 55, 64, 65 BY 66 iR EE.
FE—LeSfi )y o, W BAT— TR 2 &8, H kst CTGF it
A5

(g) 5 SEQID NO: 86. 88. 89, 90. 91. 92, 93. 94, 95, 96 8 97 HH %L
/B 85%. 90%-. 91%-. 92%-. 93%. 94%. 95%. 96%-. 97%-. 98% . 99%BL 100%
FEB[E-— PR ESE, A1 SEQ ID NO: 87, 98 99, 100 B 101 EA5 %/ 85%. 90%-
91%-+ 92%- 93%-. 94%. 95%. 96%-. 97%-. 98%. 99%IK 100%/7 % [A]—PEfK) 5
B B

(h) 1 SEQ ID NO: 86. 88. 89. 90. 91. 92. 93. 94. 95. 96 B 97 i/~
FEHEAL SEQ ID NO: 87, 98. 99, 100 B, 101 A~k .

FE—LeSfi )y o, W BAT— TR 2 &8, H kst CTGF it

A5
(j0 @ SEQ ID NO: 46 Fronf E&E A1 41 SEQ ID NO: 49 s 1425
(k> @I SEQ ID NO: 61 FinHHEE A SEQ ID NO: 64 FnlitsE; X
(1> 41 SEQ ID NO: 97 i EEE A1 SEQ ID NO: 98 Fion {4k »

FE—EeSEi Ty =rh, W B TR KA MAE Y, Kb rR 2 A &Yt
WAE M AT R T, ke da2 RSB Bk %
MR MR SRR ) BREDER Eh SR P BB R Sh Gl ) . A — RS T R,
FITIA 1 2% 1 7002 40 S PR - 3R PR B 22 P I B 20 R R -FE IR R 2 b 7)o 7E— LS T R
W, BT 1 % 1 751 2 4 R - S PR SR G2 771

FE—EeSLiE Ty Rrh, W B TR A A, b R 25 S
pH A%] 5.0-2) 6.5, {E—E5LJi 77 &, Frid g &Y pH H%) 5.0-47 6.0, 1E
—UEsEE T R, TR AN pH ML) 5.0, 2951, 4152, 4153, 4154,
2155, #1564 #4957, 4158, #4159, 4160, £16.1. £62. £ 63, £ 64 5K
2155, fE—YLsiE B, FridZMA AP pH N 5.0-6.5. 7S5y &,
Frid 23 5400 pH N 5.0-6.0. fE—SEsLi /i =, Ak ZaMAa5Wm pH N
55-5.7. fE—esgjf i &, FridZgMA AN pH N 5.0 5.1, 5.2, 5.3, 5.4,
55, 5.61 5.7, 58. 59, 6.0. 6.1. 6.2, 63, 6.4 B 6.5, B NIXLL Li{H 2 A]fK)
fEREVEH .

ST Beh, W BAR— TR A G, Hrh At CTGF ik
FIH N2 100 mg/mL 24 200 mg/mL. 7E—Ys2iE 7 E9, Friddt CTGF ik
FIH N2 150 mg/mL 22 200 mg/mL. 7E—Ys2iEr E9, Friddt CTGF Hifk
IR N2 100 mg/mL. %) 110 mg/mL. #J 120 mg/mL. %] 130 mg/mL. #] 140
mg/mL+ ] 150 mg/mL. ] 160 mg/mL+ %] 170 mg/mL- %] 180 mg/mL- %] 190 mg/mL
8% 200 mg/mL. {E—2EsLhr £, Fridkdi CTGF HUfERIKE R 100 mg/mL &
200 mg/mL. fE—L5Lj &, Friddt CTGF JuiERIH &N 150 mg/mL % 200
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mg/mL. E—Y52jE 77 9, Friddt CTGF HiAE Ik E 8 100 mg/mL. 110 mg/mL.
120 mg/mL. 130 mg/mL. 140 mg/mL. 150 mg/mL. 160 mg/mL. 170 mg/mL. 180
mg/mL. 190 mg/mL 5% 200 mg/mL, B3 X% e 2 ) fT B VG o

FE—EeSEE Ty =rh, W AR TR A A, Hrh Itk 25 & Wik
A5 R PR AE—BeSEiE )y S, PR IS PR 2 AF R s R . 72
—esEE Ty b, AR TR H AR AR . SRILALER 20, FRILALEE 80, R
WAL, Triton, T GeiEmalRey . H REIERARRAN . RN, H R L
L NI S 314 - AN B 0 i B S e 1 AN L= B S B2 S T AN R =87 3
AR WEEE-NER. Wikt VIR, WEE- VIR, WihE-EEm. WE
FEEn S TN Y e S e AR E L 7 7B S e AN T I N 78 S YU B S e T
VYT P g o T - Sl ) 0 S g e A - SRl o I f s 7R - T T
S T O i TR - B SR PR S SRR IR R - R R . R e A A -
Bl S B - R A . R R AR AN AR AR ROR Y. RS
TR RN, OS5GN IERYE. AR R, kR
‘f A ER LA R BV VD i o AE— LS T R rh, IR R IS PR 9 5 L AL RS 80,

L1 ZEE 20 BRSO 188, AE—LESLHETr S, PR s P 8 5 i s 80,

FE—EeSEi Ty rh, W BAR— TR AL A, Hrh R S v T
FE M%7 0.05 mg/mL £4) 1.0 mg/mL. /E—LSCjE77 &, FriRR b iE RN E N
2702 mg/mL £4] 0.6 mg/mL. fE—YEsLjfi Ty S, Ik 3 My Rk 5 84 0.05
mg/mL. #] 0.1 mg/mL. #] 0.2 mg/mL. #] 0.3 mg/mL. £J 0.4 mg/mL. £ 0.5 mg/mL.
#10.6 mg/mL. %) 0.7 mg/mL. %] 0.8 mg/mL. %] 0.9 mg/mL 5{#J 1.0 mg/mL. {£—
BesEE oy b, PR R EETEARE S 0.05 mg/mL £ 1.0 mg/mL. 7E—LEsLjE Ty
i, IR REREVEFIRE N 02 mg/mL & 0.6 mg/mL. £ £, Frid
FE NG PEFIMEE N 0.05 mg/mLy 0.1 mg/mL. 0.2 mg/mL. 0.3 mg/mL. 0.4 mg/mL.
0.5 mg/mL. 0.6 mg/mL. 0.7 mg/mL. 0.8 mg/mL. 0.9 mg/mL 8 1.0 mg/mL, B{#
NIX G KA ] AT 5

FE—EeSEE Ty =rh, W AR TR A A, Hrh Itk 25 & Wik

O AL T R, kg B E A 5 (CHzo)n MEATEY), Of

BHE, WE, =RE 28, BERE, CEVERE, dREEMERESESE. Ik R e
HEVE, MR, WEERAE, FUME, R, PR R H’/EH, IREENEEE, N
=R, BURAORERE, sylitol, (LALHERY, HEERY, HE M, WS, BER, o
Be =KE, OKIIRE, ZZIFWE, FLURWE, ZZZPEARE, (LAY, LAEWERY, FLMEEE, -
ZFMARESE . AE—LeSCE T R, PR REGG ERERE . R R A v ) — R
. FE—UESEE TR, IR N

FE— ST Ty rh, W BAE— TR A A Y, Horh IR B U B 4
20 mg/mL %) 100 mg/mL. 7E—SsLhi)7 2, FrdbE k& N2 40 mg/mL £

8
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2] 80 mg/mL. fE—HESKhr R d, Pk BE A N4 60 mg/mL £ 4] 80 mg/mL.
E—LESjE Ty R, B BN 2) 20 mg/mL. ) 30 mg/mL. £ 40 mg/mL.
#J 50 mg/mL. % 60 mg/mL. %] 70 mg/mL. %] 80 mg/mL. %] 90 mg/mL EX%J 100
mg/mL. £S5 S, Bk BE A N 20 mg/mL % 100 mg/mL. ££— %852
JE 5T, AW N 40 mg/mL & 80 mg/mL. 7E—YYSLjfE R, ik
[FJA B 60 mg/mL % 80 mg/mL. fE—E5LJ 77 &, bR N 20 mg/mL.
30 mg/mL. 40 mg/mL. 50 mg/mL. 60 mg/mL\ 70 mg/mL. 80 mg/mL. 90 mg/mL
B¢ 100 mg/mL, BUE AIX L miff 2 (A AR R E
1E— LS 77 2, ﬂuﬂf~lﬁﬁﬁﬁﬁﬁ‘£%fﬂé\%, o BT 2 5 ) 9
Y5 mM £4) 100 mM. {E—ESLE T R, PR G kg N4 30 mM &
2970 mM. ££— 2852 7 S, IR G2 bR S 20 5 mML 2 10 mM., £ 20 mM,
2130 mM. %) 40 mM. £] 50 mM. %] 60 mM. %] 70 mM. #] 80 mM. %J 90 mM
B 100 mM. 7E—S8sChti Ty Z2rh, iR E RIS 5 mM &£ 100 mM. 7E—
Be Sz T R, IR IR N 30 mM & 70 mM. fE—S8SEiE g =, ik
ZEPFIRIRE N S mM. 10 mM. 20 mM. 30 mM. 40 mM. 50 mM. 60 mM. 70 mM.
80 mM. 90 mM B 100 mM, B3 MIX L siff 2 [A] 4T E N
FE—Le STy rp, W BT —TET IR ZMA A, Hh ik 2 &9k
THAMORRE R . AE—LESEE T R, TR EAMRRR E S R R ER . R
REVEVER . KRS, RERBUE G, £y 24, Frdfis it e
e EH PEG (B2 ). FE A EDTA. 7E—Sesgjii )y &, Frik PEG /& PEG
3350 B PEG 4000. /£ — &5 77 & 1, frik PEG B E A 10 mg/mL % 50 mg/mL.
75— S5 & h, Frid PEG AU A 10 mg/mL.20 mg/mL.30 mg/mL+40 mg/mL
8¢ 50 mg/mL. fE—SESLE 7 R, P AR KN 10 mM 2 100 mM. /E—
Beszif 7 =, PRARS R E N 10 mM. 20 mM. 30 mM. 40 mM. 50 mM.
60 mM. 70 mM. 80 mM. 90 mM B{ 100mM. 7E-—S6szjifiy %, Fidk EDTA )
WREDN 0.5 mM % 10 mM. 7E— 2858 )7 2, itk EDTA (3% 5 0.5 mM. 1 mM,
2mM. 3mM. 4mM. 5SmM. 6 mM. 7mM. 8 mM. 9 mM B 10 mM, B#E NIX
e A () AT VS
1E ~%%ﬁﬁﬁ§ﬁétﬁ, W TR A EY), a5
(a) #3100 mg/mL % %] 200 mg/mL kst CTGF Hifk, (b) £ 0.05 mg/mL
£%) 1 mg/mL FIREEER], (¢) £) 20 mg/mL 2% 100 mg/mL FIHE, 1 (d) £ 5
mM %] 100 mM FIHZER MR Ik WA AV pH %) 5.0 24765,
FE—SEsLjf 7 2 rp, i BAE— TR M AMA G, HAaSW T H S
(a) #3150 mg/mL £%] 200 mg/mL [¥Frid$L CTGF #ifk, (b) 4 0.2 mg/mL
F£70.6 mg/mL R ILELES, (¢) 440 mg/mL £ %) 80 mg/mL HIHE, A1 (d) 4130 mM
2470 mM A BR LM FrdZHEYE) pH N4 5.0-4) 6.0,

9
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ST B, W BAR TR A S, HAEEmTH S

(a) #9150 mg/mL [JFTiAFT CTGF $itik, (b) £ 0.4 mg/mL KI5 1L ELEE 80, (¢)
2] 70 mg/mL [FJEERE, AT (d) 29 50 mM A ZIR- R ELZZ PR TR A
(K] pH NZ) 5.5 B4y 5.7,

ST B, W BAR TR A S, HAEEmTH S

(a) #9150 mg/mL [JFTiAFT CTGF $itik, (b) £ 0.4 mg/mL KI5 1L ELEE 80, (¢)
2] 70 mg/mL [FJEERE, AT (d) 29 50 mM A ZIR- R ELZZ PR TR A
1) pH N%) 5.5,

ST B, W BAR TR A S, HAEEmTH S

(a) 150 mg/mL (P4t CTGF #iik, (b) 0.4 mg/mL [FE LA 80, (c) 70
mg/mL FJEERE, 1 (d) 50 mM RIHABR-EREG SRR Frid 234 &1 pH N
55% 57,

ST B, W BAR TR A S, HAEEmTH S

(a) 150 mg/mL (P4t CTGF #iik, (b) 0.4 mg/mL [FE LA 80, (c) 70
mg/mL FJEERE, 1 (d) 50 mM RIHABR-EREG SRR Frid 234 &1 pH N
5.5,

ST B, W BAR TR A S, HAEEmTH S

(a) 200 mg/mL (P4t CTGF #iik, (b) 0.4 mg/mL [FE LS 80, (c) 70
mg/mL FJEERE, 1 (d) 50 mM FIEEIR SR G0 A Frid 25 A 51 pH ¥ 5.0-5.5,

ST B, W BAR TR A S, HAEEmTH S

(a) 200 mg/mL (P4t CTGF #iik, (b) 0.4 mg/mL [FE LS 80, (c) 70
mg/mL FIEERE, 1 (d) 50 mM HIH A BR-BEEL Eh 2 i ifls Frid 294 &1 pH N
5.5,

ST B, W BAR TR A S, HAEEmTH S

(a) 200 mg/mL (P4t CTGF #iik, (b) 0.4 mg/mL [FE LS 80, (c) 70
mg/mL FJEERE, 1 (d) 50 mM FIBRHIER ER G0 F)s Frid 2 51 pH N 5.5,

FE—SS Ty R, w1 BAE—TETA A A S, KA THS .

(a) 200 mg/mL (P4t CTGF #iik, (b) 0.4 mg/mL [FE LS 80, (c) 70
mg/mL FJEERE, 1 (d) 50 mM BIAFARER SR Zf)s Frid 24 591 pH N 5.5,

FE—SS Ty R, w1 BAE—TETA A A S, KA THS .

(a) 200 mg/mL (P4t CTGF #iik, (b) 0.4 mg/mL [FE LS 80, (c) 70
mg/mL FJEERE, 1 (d) 50 mM RIHABR-EREG SRR Frid 234 &1 pH N
5.5-6.5. fE—Lesjif i &rh, FriRZMA AR pH N 5.5, 6.0 8 6.5,

FE—SS Ty R, w1 BAE—TETA A A S, KA THS .

(a) 200 mg/mL (P4t CTGF #iik, (b) 0.4 mg/mL [FE LS 80, (c) 70
mg/mL IEERE, 1 (d) 50 mM FIBERR R 22 55 Frik 294 &1 pH A 6.0-6.5,

10
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ST B, W BAR TR A S, HAEEmTH S

(a) 150 mg/mL [ A4 CTGF #iik. (b) 0.4 mg/mL K5 L%LES 80, (c) 70
mg/mL FJEERE, 1 (d) 50 mM RIHABR-EREG SRR Frid 234 &1 pH N
6.00

ST B, W BAR TR A S, HAEEmTH S

(a) 150 mg/mL [FFTiA$T CTGF ik, (b) 0.6 mg/mL I ILALES 20, (c) 70
mg/mL FJEERE, 1 (d) 50 mM RIHABR-EREG SRR Frid 234 &1 pH N
5.5,

ST B, W BAR TR A S, HAEEmTH S

(a) 150 mg/mL [FFTiA$T CTGF ik, (b) 0.2 mg/mL 5 1L 80, (c) 70
mg/mL FJEERE, 1 (d) 50 mM RIHABR-EREG SRR Frid 234 &1 pH N
5.5,

ST B, W BAR TR A S, HAEEmTH S

(a) 150 mg/mL [Ifrid4T CTGF #iik, (b) 0.6 mg/mL [F5E L% 80, (c) 70
mg/mL FJEERE, 1 (d) 50 mM RIHABR-EREG SRR Frid 234 &1 pH N
5.5,

ST B, W BAR TR A S, HAEEmTH S

(a) 150 mg/mL [¥fridHT CTGF Hufk, (b) 0.4 mg/mL [Ky17& Vb1 188, (c) 70
mg/mL FJEERE, 1 (d) 50 mM RIHABR-EREG SRR Frid 234 &1 pH N
5.5,

ST B, W BAR TR A S, HAEEmTH S

(a) 150 mg/mL [¥fridHT CTGF Hufk, (b) 0.4 mg/mL [Ky17& Vb1 188, (c) 70
mg/mL FJEERE, 1 (d) 50 mM RIHABR-EREG SRR Frid 234 &1 pH N
5.5,

ST B, W BAR TR A S, HAEEmTH S

(a) 150 mg/mL (P4t CTGF #iik, (b) 0.4 mg/mL [FE LA 80, (c) 70
mg/mL FIEEME,  (d) 50 mM FIHZER-SL IR Sh 52 77IAT (e) 2% PEG 3350; FTidZ
Y4 pH R 5.5,

ST B, W BAR TR A S, HAEEmTH S

(a) 150 mg/mL (P4t CTGF #iik, (b) 0.4 mg/mL [FE LA 80, (c) 70
mg/mL FIEERE,  (d) 50 mM 2 ZER- LR Sh 22 ph IR (e) SO mM KSR R Pk
Y4 pH R 5.5,

ST B, W BAR TR A S, HAEEmTH S

(a) 150 mg/mL [FFTiA$T CTGF ik, (b) 0.4 mg/mL 5 ILALES 80, (c) 70
mg/mL JIERE,  (d) 50 mM FJZHZIR-ERR EE G M (e) 1% HEERE: FridZY)
HAYIN pH N 5.5,

11
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ST B, W BAR TR A S, HAEEmTH S

(a) 150 mg/mL [ FridHt CTGF Hifk, (b) 0.4 mg/mL K% ILALES 80, (c) 70
mg/mL FIFERE, (d) S0 mM FJHZEIR-ERIR R Z A (e) 0.5-10 mM EDTA; Frik
AN pH A 5.5, 78— SEsLiif 77 1, firik EDTA (W3 S8 0.5 mM. 5 mM.,
10 mM.

ST B, W BAR TR A S, HAEEmTH S

(a) 150 mg/mL (P4t CTGF #iik, (b) 0.4 mg/mL [FE LA 80, (c) 70
mg/mL FJHFEEREA (d) 50 mM HIHZAMR-EHEE R mhf): Frik 25 AH 51 pH N
5.5,

FE—EeSEi Ty Rrh, W AR TR A A, iR iA1= ik
il AE—BESTHE Ty S, P A il R VA ) 2 K

AW FE IR PR PR T ), R AEAE T AR R T 7 2 A T R an
E—IETR 2 A -

PN L P I w10 = A RSV 12 223 M e 8% N S
HEMFAT AT P IR

A e R — PR TR, Pk R R B AT A A
LV R TR . £ SSE T &b, W B AR — TR v R TR AR IR A S TR
—IRFIEAN IR TIRERP IR . fE— Sy R, A THNT 40 CRRERD 7
K, & 14 RELED 28 Ko

AP LR — MR IEEW, HAHMEAET AR *ﬁﬁmLtﬂ%ﬁuLE%ﬁ
Bk T L B I 43k 13, (Tikth, FridEEEBoEsE a F T — Tk
(R TR AR AR BRI 2 RV R h VR 3RS, P *EE@J:TEXEI/‘J%??U@%@
ABR TG AR K, Zrh

FE— ST R, a0 BRI BRI

(a) #3150 mg/mL £%] 200 mg/mL [¥Frid$L CTGF #ifk, (b) 4 0.2 mg/mL
F£70.6 mg/mL R ILELES, (¢) 440 mg/mL £ %) 80 mg/mL HIHE, A1 (d) 4130 mM
4170 mM FIHZER R G FridZ9MA-EYIE pH NZ) 5.0 22 6.0.

FE— ST R, a0 BRI BRI

(a) #J 150 mg/mL [JFTiAFT CTGF $itik, (b) £ 0.4 mg/mL KI5 1LELES 80, (¢)
2370 mg/mL HIFERE, A (d) 29 50 mM FIHZIR-EEIREh 22 PRl FriR 29 &4
[K) pH M%) 5.5 E4) 5.7,

FE— ST R, a0 BRI BRI

(a) #J 150 mg/mL [JFTiAFT CTGF $itik, (b) £ 0.4 mg/mL KI5 1LELES 80, (¢)
2370 mg/mL HIFERE, A (d) 29 50 mM FIHZIR-EEIREh 22 PRl FriR 29 &4
1) pH N%) 5.5,

FE—EeSEi Ty b, W AR TR KA S B VA TR, FONER Ik

12
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WP R N ) R S R BV R R AE— s B,
AR TR 2 S B AT, ORI SR e T SR,
W AR IR A A BRI, FOE TR kRS RS R
SERLPESF. AE—S8sEiti iy b, i BT — TR M WAL A W B R T R
S0, AT ST S RS RS BN 2 .

AR — R, HARERS, ZRHSPEE 0 LT —TRTR 2
HAEY) . W FAT— SRR IR 6B A — SRR B =

fE—e sy Rrh, AWE ISR FE TR A MA S . BT —
TRAZR a1 75 0 AT — TR A VA E N AT — IO 1 il AR /1 % VR 9T CTGR
FHIR BB R 254 Hh 1 FH o

AP FEIE PR — PRI TR 5 CTGF MR, B TEER
MW PAT— TR ZAWA S W FAT— T FHR . O AT R
VTR B AT — SRR (R

fE—e sy Rrh, AWE ISR FE TR A MA S . BT —
R T 700 B — TR BV e AT — SRR i i, A TR YT
CTGF R[50 -

E—Lesfi )y R, FridS CTGF MHRRIZM ALAEMESR . Rk, HR
Wi~ LHUEESE. 6T 4. CTGF A4 Mgy YA« ShAKIRAERELL . FOLIREUE
fEo 7E—LESTjE T R, PR AgEPERORIE H . AR VEIA4EAt . PR T e
R PR PR I s i OG0 A8 L BB R 1B T R BB A gEfk. 7R
Sesiti Ty R, BRI E . SRR R A . R RER Y . AL
MR . I TR SardgUVEstEEE. ardlive. EE. Sha
Wil FRARIE . W e s

B Pl 5 A
K 1. it ELISA #31, J5H mabled B ANEALTES A CTGE IsEM 17,
Kl 2: J5H mabl147 BJE H mable4 FAVRALTUENS SUBE.86 /N ERALAEIE (K] 411
il sEat e .

HARSLHE 7 20

R

NT R GEGEAYEE, PN R E T R EARRREARE . BRAEEAR
S B S, AR SO HT I BT e BARIURL 22 ARE #S B AR 5 B J AU 1)
— AR S AR

A i T 2 1R = - BARRS A BRCAS 41 T.biol chem, 243, p3558 (1968)
TR .
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ghE g i 24 K IAF (Connective Tissue Growth Factor, CTGF) &Ml
B E BRIk Y R 40 B i) 36kD B AR IR R4S G R H . CTGF J& T
HEA CCN (CTGF, Cyr6l, Nov) Kk (HMWFEER) , ZXRAFHMES T
(RIS B L R =) Cyro1. HEWTIKRE2ER] Nov. ECM #H2CE (1 FISP-12. src /5
SHIFEIX CEF-10. Wnt 5 5 104344 8 4 WISP-3 DL % & (4 HICP/rCOP. CCN
AR TR R 38 AP ERRR AL, 1% 38 MMM aE R b a5 &
= 10% A I HIE B A NR b il C-2K i 45 44 35k (R A= 3 45 #4) (modular structure)
CTGF L5 A FEAE N-AR v 45 M I 1B X ik & =R AE K N 145 & B (1 (IGF-BP)
Hl von Willebrand (¥ (VWC) FRSFIEST, DLRAE C-AR v &5 M3 i /MR s o2
HE (TSP AR ERRA LT . APEE N CTGF 5T F kYR I B AR A (A B)
IR HIhRE AR A

AP FMIAE “Puik” DAl U, HRESMIUELEN, SREEARRT
BoakEdiik, ZrwlEdUE, 28RS (BOSURESEUED , A KPUREE
PURG AR B (WK “DURGEHS” ), RIEDUE, kA PURSA TR,
SER A A, REEATRIL BB PUR S St . RARPUATE RIRFAE
I RIEEREE 41 B, R IgG Pk &4 150,000 TE/RETH 7 YR MEEE, H
IR A WA R R B P AR AH [ AR . MN & C i, T ERERA —
AATAEX (VHD , XRRAE ] AR S i nT AR b, B8 & = AMEE L (CH1. CH2
AICH3) « KflHh, WNZ Cu, BEREEAET X (VL) , XFAERAE
B, SREETTAR, BERE-MEER (CL) . “SKius” . sk
A CARUR” EARSCRI TR, fRRA S RARIUEE AR B RE
EHIMA TR E R Fe X ERE TR, £—8sLii )y &, AP Kk
ARG R 1. K 2 FI5R 3 dr iR s i) A8 X 2 A v (1 e T A8 X 5 0 e 5 X e R
AT AR X b B 5 X R E AT R A K P . AAIE AR SR AT AR 5K
bR ZLEPEA R PUARIR R R B X . EREEE X, Fl A Bk IR 2 5
{H 58 X AN E E X

“RlARIX 7 B RSN fe PR R VR B R R BURS A pUE k. VH AT
VL &A0& WAMEFIIREZIX. (FR) MI=ANHEAMEEX (CDR) o Hi, RiE “H
HNREX” . “CDR” 8RB T ZR PR 45 A I X I “HEZL” 3 “FR”
FEFE R CDR B2 AM A AR 25 #1855 . VH 227 3 /> CDR [X: HCDR1. HCDR2
A1 HCDR3; VL 3% 3 > CDR [X: LCDR1. LCDR2. 1 LCDR3. %4> VH il VL
FH A B 5 A i HE 388 AR g 42 DA U7 HEZ1 8 =4~ CDR FHPY AN FR #f: FR1,
CDR1. FR2. CDR2. FR3. CDR3. FR4. ¥/~ VH B¢ VL 7] §¢ & LR T i 545 &
SR

A LR 8Bl A J0 05 2K 52 CDR ESERR 7L 5, Bl “Kabat 4% 5
KU (2 L Kabat %%, Sequences of Proteins of Immunological Interest, 55 5 fix Public
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Health Service, National Institutes of Health, Bethesda, MD, 1991. “Chothia” %5 #i
M, “AbM 4w 5 0. “contact”#m 5 #IM| (2L Martin, ACR. Protein Sequence and
Structure Analysis of Antibody Variable Domains[J]. 2001 )1 ImMunoGenTics (IMGT)
'S M (Z W, Lefranc M.P., Dev. Comp. Immunol., 27, 55-77(2003)) %. fuf%
#iltn Kabat 4 5 M IMGT %5 RGN K T RGZIE KIS R ARGUIH AN
RGN, FHHW TR 4 F R,

4. CDR %5 KRG L [A) (IR &

IMGT Kabat AbM Chothia | Contact
HCDRI1 27-38 31-35 26-35 26-32 30-35
HCDR2 50-65 50-65 50-58 52-56 47-58
HCDR3 | 105-117 | 95-102 95-102 95-102 93-101
LCDRI1 27-38 24-34 24-34 24-34 30-36
LCDR2 50-65 50-56 50-56 50-56 46-55
LCDR3 105-117 89-97 89-97 89-97 89-96

PR 287 R HEFHA M EE XRRA, R g X2 ER T Y], It
R AFEPARA, RiE Go Mamis (O o RIEPUEEFEE E X 2 R
HSAEEB T AR, ARG uE s AT, B APUEREM A, BRI IgM. IgD. IgG.
IgA Ml IgE, HAHNAIERED A n BE. & B, v 8. o BE. M. F—KI1ghR
P B X R TR AN BB s B B A B 2], X4 AA R EE,
W1 IgG 7] 43 A 1gGi 1gGa IgGss IgGyo 113 Ig R4 Ig #87] LIH « BEBL A %%
AR P BTIA N PR R E B X ASUA R X R AR S iRIA
AR A FF BRI T N RIA AR B Ad AT AR [X 28 1) 0 1y B 1) 31 1 e X Bl E e (X
(1A AA TP AR A A 6 B AR R X AT 08 A D A 2 R B 1 (1) 1gGa v 1gGas
IgGs . IgGy BHEEH X Bk, £ WsLiE T RP, rid# g YIE RA
(M252Y/S254T/T256E) , 1234A F/Ek L235A 284F, S228P A%, H/EFRIGHF
(knob-into-hole) ZEMIIIRAS . IXLLTAF CIE SLAFF HUiE A Bt Re, HA
BB AT AR X [P TR . FE—LesLii 7 2, fudkad 1gGy FIAALE, HABEX
HF P329. P234 il P235 SR8 AR AN FIh e 75— LesLitir =, Hiikig IgG,
R, 7E—Sesziiy B, ik 1gGy FIR AL, HAEREEX H S228P RAF
VAR 1gGy UK AR E TE

“E R B SRART B RN o1, HAS w8 RS, ik
5B HUAR I 4 G PSS & buis i B SER A5 H AR T Fv. Fab. Fab’.
Fab’-SH. F(ab'),. HIEFfk. Whulk. Libduik. BH5EHUESF (B scFv)
DA K U AR v BOR B 245 e e b A

“Fe X7 BY “ BRI R IX 7 T8 X PR BB C Rim X4, AHERARAF
¥ Fo X FIAEAE Fe X fE—2estj a0, A IgG BT Fo X € UM Cys226
fr B AL 2 B PR TR R B Pro230 B 2 HOR I AR v o PUAR T RE ) Fe X i Fat ]
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PAAEAL, Bltnskk Fe X C Rimifizaie (RS EU % '5 RN 447) BiBkR
Fc X[ C K HARMBARR (RYE EU 45 RGAIIRE 446 1 447) o AL,
fE— 2 syi Jy U, EEPUAMA SR LR X5 T A K447 BRIERI/BL
G446+K447 BRAEFITUiET A, 78—ty X, SEEIUARH SR AR
A LBk Ka4T FRIEEMN/EL GA46+K 447 FRIERIFUATER . 75— sy s, et
EWHIA G BATHRAHA K447 BREEF/EL G446+K447 BRI HUAIR AR
AR . HT AR TR G ERRITH] Fo IXAHEA IgGl. 1gG2 (IgG2A.
IgG2B) . IgG3 Ml IgG4. FRAEARICH HAME, Fo XBUHE T X H 2 SRR L 1
gn'7 7 KHE BU 25 R4, NWKAE BU &5, WHd# T Kabat %5, Sequences of
Proteins of Immunological Interest, % 5 iz Public Health Service, National Institutes of
Health, Bethesda, MD, 1991,

“CRURPUIA” AEAR R P O AR AR S TR B A BB A CTGF 2k
V5 R RESUE . Hl#&mH CTGF fuJEiEstikiaxt &, Ran@RISBEART
T T B e PR TR I 2R 2008 o AEARBR B — ML I SEiti 7 B R, BTk 19 R
JEbt CTGF $UiB B BURSS & F B, Pl — A8 BN o A BEECOL AR I R e
EX, S EERIE IgG . 1gG,y. IgGs BRI HEEH E X .

“Y Pk (chimeric antibody) 7 , A& MIRMEBUAR A] 22 X 5 A BUAE R 1E
5E X RGBT, AT AR BRI PEHUAR S R W S R S S o AT RS A,
BESEEE N A WA SRR VRS e VR SR BT RS R SR S DSR2 S U A i r e o ] AR (X
DA, FEARYE 75 S i B AU (e X R R, R bR ] A2 (X (R 5 A i X R i 4
BRGNS AR R BT, REEEZRAREZ RS T RIS ETUES T
FEAR EE — MR R SERE T 2, Frdin & iuiE K Piis R sid — a5 AU « A
P AN REEEX . rAR CTGF kA ik ik E 5t — D& A
IgGl. IgG2. IgG3. IgG4 B HAKMEEEE X, MikEE AJR IgGl. 1gG2 X
IgG4 FHEE T X, B 2 2L B 548 (91 01 L234 A A1/3E L235A RAZ, Fll/5E S228P
A5 [ 1gGl. IgG2 B IgG4 A8 1Ak,

“ NJEALET4E (humanized antibody) 7 , tH#7A CDR #248#i1A (CDR-grafted
antibody) , &5 CDR JPAIBME R AMPUART B XHERL, BIAFEZEAMA
P RTUARAEZL 72 = A Pk . AT Ay IR Bk A Duds B T K& R E B s
M5 B S P I SR o M SRA B 21 AT A FE M R e L R P 51 () A 45 DNA
RS A NS H SCRIRTT . i N FEEN AR B W] A [X L] () Fl %2 DNA 771 7] LA
TE“VBase” N Fh & 7 5 B4 /22 LA ) 7F Kabat, E.A.Z8 A, 1991 Sequences of Proteins of
Immunological Interest, 2% 5 fRHHRE]. il d 5o )% S S BRI RN, 51 RETE
TFE, IR FTIAR I AR R AR X HESE 7 B AT e e 1A RAZ B R L RAR,  DLORFF
B R TE 1 o AP R I A VAL TRt O 1 — 20 R EERF TR R 7R 4 CDR AT 26 A1 )
A RAR 5 B NI BUAA -
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SRR REESHT (B, i BSRAE AL S AT (i,
PR ZIHEIM A BAE AR a8 . BRAE S AME I, WARSCHTH, “4568
R RSN AR 7, HRmB A (B, SaSHED MR 2 E
L1 AHEAEH . 2 X HEAA Y (R 7% nT LA 8 (KD) F®on. 5%
A AT DU ARSI A0 R T v CEREARSCHTA R AR LS W&, TFHfh T
FH 005 485 6 S R0 7 %) 2L A i B P R 7 49 2 S e 141

“kassoc” B “ka” FREFEPUA-BUEAH FLAEH FI4E AR, 1 WA ST
IARTE “kdis” B “kd” BAEATR R PUE-PURAH TAE IR B 28 . AR
), RiE “KD” fRfgEs w4, HIR1F A kd 5 ka EbZ (B kd/ka) IF HER
NEEIRHIE (MDD o AT LA A ARSI A En ) 5 72500 58 B ) KD B AT bk
KD {75 0558 AL R R G0 0 RGN 8 R 15 S PR, BUE R
ek (SET) WMEEHRH IR,

“ORFN TR PUETREBUA R — N BIZ S CDR H BH A B 2 A e
SEOZ PN PR ()28 A 7 5 A X L U SR AR SR A B BT o bk .
e (A — LS 7 2, SR T A B B R B R R IR B B R JRE R s R Rk
ERHUR RIS T o SRR T R B A T Tk A A O R R SR A B

CELRRRAR” WA AR, sk, WAREM. ATRUATEUR. Rk
AT R A A RS R AWk, RERAMEERNAHENSE. |
LR 7 0w R AN R R R/ BOR B B R S BN o AR R LR R AR
AL AR D SEi Ty b, R AR AR R AT PR A R AR
BB — AN S B B A AN R A R/EU b 22 e PR 5 — P U B S . IR B AR
A5G AR RIRAFAE M AL FR B 20 FiORARF LB IATAEY) (1 4-FR IR 3-
FEHAMR. SR, mamiR. S-RBEm) B, n LV AU 2 %0 158
PR AL 25T R R SRR IR . AR T IE T VAR E SR, PCR, JERIA R
FRUE A R TR LA ) e S R M B 2 A 1 50, eSS B Pl R 2 T A I
AR SC AR AR A B R AR R A — R R R AR

“LY JRAR AL T AN AR U B AN S BT R R R 4 5 R 22 Y
Z W A BT BT AR A A AT R T 2 1, BO AT R RS R 7R
e g . &5 Rty 200 BN e, BRaAR S8 Bud B I e 77 o 5 A B
BULE, BN “2)” BiaY e EUE +5% LN BITEH

“CORPFR Fee i R AL AL A A E A i 32 pH AR SR PR % pH %
7RI 3 [ b IR RS IR £h . BRETIR EL . WA L. AR LR,
BRREh. FLEREE. BEEREL. MOMRERER. WA ERER. IR, HEBHEmM
HeGHIRGEMH.

CHZMRERZZ MR 2O AR 2R . 2R Eh 5 i) i) L
AFEHRIR- IR, HEMR-TEIREL, HAZER-UEIRE, HAER-MIREFZMH,
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PRI 4H B TR - 6 TR 5k 22 1 71 B 2 PR - T PR Eh G v 711), 2 PR - PR 5k 2 1 1) e A 2
B S BETREC BT i, HZ MR- R EL ) S 2 2 IR 5 A 2 R SR IR b IC i T e, B
RS Eh B TC T Ao

CHIMRIR ER 22 PR S AR FO IR R R B2 PR . MORR IR SRS ) ) SE A
ALFEHMR IR -FORR IR . MUK IR- MR IR AT . HORIR-MIMR IR S . MR- MR IR B
PRI F MR IR £h 22 R e MR TR - FO R BR BN

“HUINMR R ph )7 2 EFE PRI B B SR . BRI IR SRS ) i) SE A
AFEIRIIER - BRI AN . BRI -BR IR AT . BRIIPR-BRIIRES $h 55 . ML BRHIIR
R AR BEIR- PRI . ANBITER, Pk BT HIR-BE RN A H BRI 5 A
SAACENTC T S, BCHR B AH R -5 BRI BR A C 1 17 i o

“CTETR Eh g )7 E@%ﬁﬁ@ﬁ*ﬁ%%ﬁﬁ%?ﬂﬁu T R 6.2 i 711 1) S50 A0, i g
R N-TRIR A, RERE AR A BERE MR S . k)
T I SR 2% PR S T PR A - ﬁﬁ@ﬁz 240

“TEPR Eh g )7 R AR IRAR S RGP T R Eh 2% i ) ) SE A A0 R
MR-TalR el . BEfR A IRER . FER-FEIRAT . FEMRESIRES . FiR-BemREESE. k)
TS R 22 7 1 771 A T PR - PR BN o

“RUER TR BT YERR R 2 A R e B 2L Gy, REN R AEYS
R/ B TR EUE AR AR CRERl 2 42 85 TR (stress) WD IXPpAaE/E 7]
PAEH T 22 S DRI i 7 A, 30 X AR 0 77 AT RS B 2 1 B AR PR i & IR F
AP FANFRE R TR bR T iR R RIS VEFIATREEEL LAM R E /], Bl
1% H PEG. A5Z A EDTA [FE ).

“UIMEEY)” RN EH P E RSO A U S HAR AL S A A IR A,
ik HoAth 25 4319 1 A= 2 2/ m] 25 F s AR IR 1) . 29940 A1 B 2 IR EE TR
B IR E e, ARBEXT YRR 2], BT P A BRSO T R HE AR TE

A, “HUAEE” M CHIF FFATAHEERF

AP TR 2 A G EERIE I, HRBR U], Horh VR 2 K.

RTINS B BT X 29 A A V) BOBAR BUR U 7R 2 B3 Ve
IR R G HRAF G A S .

RERPBRME T SEUHE S EME, HEARME—REARN AHEE, ks
E{UH G B T TINE BARE R A2 R 2

AR e TR K 25 A S R TR B — MR g O RCR . o I BB AR I 8 s A
A AR EE A RS e YRR/ Bk 2 R e PR B AE ) 2 TE T A A A, DLk,
2 A DA G B AR AR B LA B A 2 AR T DA S LA e 1 o s
— T A G TUE RAF IHRIESE . B iA 200N & & A FUis e M 7 4
FoAR, AT AR E TR s i )R] B R AR e PE

g BRI AL G 00T B W B0 2 A B iR 7EV Jei 2 (2-8°C)
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WHEEDIANA. k6 NH. Efik 14, AEEEMEMEZIL 2 F. B4,
T POV T SR R X R TR A L 5. HLAEARHE 25 CROIBEMRFEHE 1 A, 3
NMHS 6 ANMHEW KRB R B M RE . B am e 7. mat
SEC-HPLC |43, 15 L2 10%. L AL 2 5% M Pk ik kA AT
ff o TEXLANBE MY, AR VR I T I B VA B T T A, BBE &
AL A G FrRHIFIIRIZE. pH MEE WS FBEERE LA AT £10%2
o EEMEBAHITL 10%. REAEITL 5% MuED . 85 E A BT 2
10%. PRIEASEIT 2 5% TR

WIRAE B KB/ BETE B JG, BeE il UV el . RS HERR (1 75 (SEC)
MFhAJEHET (DLS) WA, Fuikdsf Won BB 2 1 RER . Yie R/,
W2 Pk BURLEZ I Fh “ARE MR EE”. EAWRNAR LT LOsE 5%
et (e E A =R/~ il FTIR Yeitk (e ia HEm) ok
AT .

WEARFAEEA B B E N2, 4 FrR s EZWHR b “IRE
AR 7 kA A A e B e E G, mT DOPEAS R e T
280 R B Ak 2R A5 M I B A PR FE K AR B Gt v R~ R P (2 2
CE-SDS 57 15K VE ) Ak Gl 5 i %8 MALDI/TOF/MS 45 & K1
EEINERVEO ) IR GBI e Fac ek, BaE SRR E, Ik
k. BRRAARMEZL RN MRt CELMERRLEARSE. Ik
ARV

WS BUARAE 25 7 I T) R AR 00938 T A 7 1] 2% 25 1| ) I 2 300, th 10 26 A P () 93
SEEE P, B4 PR SUARAEZ WG “ORE & A TE TR

“WEFH” . “Yh T oM a7, HHEMNATEM. AL L. gl
M, e oEVRARE, ZIRIMEMEZY. WBITH. EWASRA S 55 .
AN ZkE. 4. AL, BESEVRENEAL. “HEH” . ‘AT M “4
H]” Al LAREIGYT . ARz 15 12, TSR T . AR AR
FEAGH G40 M i, DA RGNS AR e, R BT IR AR S A k. <t
7“5 77 R a7 dEfsmdala, el SAAAwseE R
A A RIS A AR e e . “AbER” MHRN TN BRSBTS E R
SR TRIBIT AR . TP BT MG, W SRS R

“GRITT Biadh T EFEWHBUONRTT A, IS AR EE AT — R 2
HAEY), Pk EE AP MR, 1A FTRIGIT X SR 2
WITIER . 8%, {E32IRTT B BURE 1 DU R R — Fh B P i IR = 45
TFARITH, DA IR SO IRAR A B X S IR R BT AR e R A U = AR
A M ERATAT AR TR PR IT A& (HBRAE “VRIr aA8E” D TiRYE £ f
2L, BanEE MEmIRA . FERAAE, DR B A 5 BT 200
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BE 77 dHat R AR B e Tl AR R I T VP 2R IR 0 7 E P Bt etk
OB AEATIG RAS I T35, AT PR BRI RE IR A 15 OB el o R AR (1) SE it 77 2
CBIanya Y7 Ik D RS AERE B AR ZOm AR 7 1 AT BRI, H 2 AR A 40
WA AT et A6 56 75 750 Student t #4556 R TEEIE . #KPE Mann F1 Whitney
1] U #2536 Kruskal-Wallis #5% (H #8%6) . Jonckheere-Terpstra ¥ 361 Wilcoxon
RIS H T, HAEGE 2B 5 5 R TR RC IR B AR RER

AHiE 5 CTGF ARG R, REe2S CTGF A IBp R A,
a0 R FH A3 78 1 4 15 S VR IT RN AT IE I 2455 A8 CTGF, #AJ5FHE CTGF
HHZR/MRKE S, Bkl RE CTGF R anie. Kk, M4T&ETRT
I FH PR i 24 A R RS, ARHE R B R IR AR AEE A, AR EA
MO B AE, PG AR A4l B AL MBI R BHOLIR. 4ii
BT N R R ML T R A e 3 A= A 3 B A 1L ) e g
L PR TE . WP PEAL R . A EORIR T A A R F I e
Btk BRI TS N IRIE . AR MU TEA 4L (radiation-induced fibrosis
(RIF)). FrRPEMAF4EAL . i o B0 10k B AR AT A i e g o 18 SOV R 18
PEFHZEMENG 0 (COPD). ZEMELA4ifl. M as, PUdklRigss . e, g
Y.

FEVL BRI R T AR R — R B 2 B SE T T R4 . BARFIE A 5 A
SCHTIR SSABLBAH [F] B AR ART 5 VA AR B R STt SO AR 4 (H 2 DA R AR L% (1)
TPEAR L I Ul B A AROR BSR4, A EE I HAR R 0 B BRI AU 2
M 25 W) AE UL RIACR ESR e, BRAE BN SCREIF RN SAMEH, BETE
NAFEE ARSI . BRAES A E L AU AT A SRR ARE# A
A AN i BT 8 U B AR N R BT ER MR — M e U AR R B BT R R R
AR EEE B AN o Bt AT S22 DA 1 B A 1 150 BH AR R 1 P St
J7 3 TX G St ) AN B2 AT ART 7 2R AR g R i AR 5 e XIS TR, A48 110 Y T FR A
FIER AR E -

St 5]

PN 255 SR ) 33— 20 R AP i, LR e S 91] AR A2 WA i i Y [ O PR
il o A e SR vh RVE R AR SR A ISk B 5 vk, Il IR E AR, B S
SRUESZEG = BRI (PUEBORSEI T . (OFrBEFID « Bz R B W
e TR AR . RIEBTRARRIE GG, i 32 K k) o

—. Ptk
SEHi 1-1. CTGF HiE . HiikmH &
—. BRI ARIE
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LA CTGF Z 1 (Genbank 275 : NM_001901.2) fEREMR, BitHilR Ak
HEANEIER TS, K/ CTGF HEASE H B FR A ARRMIRZE, 250
B3 pTTS5 #ik Bk pXC #idk |, 78 293 4Hfiul i K58 LONZA CHO ZififasE
RKiIE, FRGEARPBETELMAEA . LN CTGF HUEREFE UL K48 A
CTGF.

AN CTGF &K &EHA (HT%%), SEQIDNO: 1)

QNCSGPCRCPDEPAPRCPAGVSLVLDGCGCCRVCAKQLGELCTERDPCDP
HKGLFCDFGSPANRKIGVCTAKDGAPCIFGGTVYRSGESFQSSCKYQCTCLDGA
VGCMPLCSMDVRLPSPDCPFPRRVKLPGKCCEEWVCDEPKDOQTVVGPALAAY
RLEDTFGPDPTMIRANCLVOQTTEWSACSKTCGMGISTRVINDNASCRLEKQSRL
CMVRPCEADLEENIKKGKK CIRTPKISKPIKFELSGCTSMKTYRAKFCGVCTDG
RCCTPHRTTTLPVEFKCPDGEVMKKNMMFIK TCACHYNCPGDNDIFESLY YRK
MYGDMA

CTGF-his ( A\ CTGF H#E A5 his B MRS EE), ATHT&M, SEQID
NO: 2

MEFGLSWLFLVAILKGVQCONCSGPCRCPDEPAPRCPAGVSLVLDGCGCCR
VCAKQLGELCTERDPCDPHKGLFCDFGSPANRKIGVCTAKDGAPCIFGGTVYRSGE
SFOSSCKYQCTCLDGAVGCMPLCSMDVRLPSPDCPFPRRVKLPGKCCEEWVCDEP
KDOTVVGPALAAYRLEDTFGPDPTMIRANCLVQTTEWSACSKTCGMGISTRVINDN
ASCRLEKQSRLCMVRPCEADLEENIKKGKKCIRTPKISKPIKFELSGCTSMKTYRAKF
CGVCTDGRCCTPHRITTLPVEFKCPDGEVMKKNMMFIKTCACHYNCPGDNDIFES
LYYRKMYGDMAHHHHHH

(F7E: B RRLANESIK, fME AN CTGF it X, XURRIZE AN his FrZE.)

mCTGF-mFc (/N CTGF Zwhd [X 5/ iR Fe FR2EIRA 8 A, Al TR,
SEQ ID NO: 3

MEFGLSWLFLVAILKGVQCODCSAQCQCAAEAAPHCPAGVSLVLDGCGCCR
VCAKQLGELCTERDPCDPHKGLFCDFGSPANRKIGVCTAKDGAPCVFGGSVYRSG
ESFQSSCKYQCTCLDGAVGCVPLCSMDVRLPSPDCPFPRRVKLPGKCCEEWVCDE
PKDRTAVGPALAAYRLEDTFGPDPTMMRANCLVQTTEWSACSKTCGMGISTRVTND
NTFCRLEKQSRLCMVRPCEADLEENIKKGKKCIRTPKIAKPVKFELSGCTSVKTYRAK
FCGVCTDGRCCTPHRTTTLPVEFKCPDGEIMKKNMMFIKTCACHYNCPGDNDIFE
SLYYRKMYGDMAEPRGPTIKPCPPCK CPAPNLLGGPSVFIFPPKIKDVLMISLSPIV
TCVVVDVSEDDPDVOQISWFVNNVEVHTAQTQTHREDYNSTLRVVSALPIQHQD
WMSGKEFKCKVNNKDLPAPIERTISKPKGSVRAPQVYVLPPPEEEMTKKQVTL
TCMVTDFMPEDIY VEWTNNGK TELNYKNTEPVLDSDGSYFMYSKLRVEKKNW
VERNSYSCSVVHEGLHNHHTTKSFSRTPGK

(HE: BN RIZONE SR, R/ CTGF 4ifg1X, XK RIS mFe bR

/N, CTGF £ [H-His #1748, SEQ ID NO: 4
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MEFGLSWLFLVAILKGVQCQODCSAQCQCAAEAAPHCPAGVSLVLDGCGCCR
VCAKQLGELCTERDPCDPHKGLFCDFGSPANRKIGVCTAKDGAPCVFGGSVYRSG
ESFQSSCKYQCTCLDGAVGCVPLCSMDVRLPSPDCPFPRRVKLPGKCCEEWVCDE
PKDRTAVGPALAAYRLEDTFGPDPTMMRANCLVQTTEWSACSKTCGMGISTRVIND
NTFCRLEKQSRLCMVRPCEADLEENIKKGKKCIRTPKIAKPVKFELSGCTSVKTYRAK
FCGVCTDGRCCTPHRTTTLPVEFKCPDGEIMKKNMMFIKTCACHYNCPGDNDIFE
SLYYRKMYGDMAHHHHHH
(&E: R RIZR NS 5 B, RHMA N/ CTGE 4ifd X, XU RIZE A his Fr25.)

N CTGF-Fe (B #M% CTGF 4wfdIX 5 Fe MIBL&8 M), 7T TN, SEQ
ID NO: 5

MEFGLSWLFLVAILKGVQCONCSGPCRCPAEQAPRCPAGVSLVLDGCGCCR
VCAKQLGELCTERDPCDPHKGLFCDFGSPANRKIGVCTAKDGAPCIFGGTVYRSGE
SFQSSCKYQCTCLDGAVGCMPLCSMDVRLPSPDCPFPRRVKLPGKCCEEWVCDEP
KDQTVVGPALAAYRLEDTFGPDPTMIRANCLVQTTEWSACSKTCGMGISTRVTNDN
ASCRLEKQSRLCMVRPCEADLEENIKKGKKCIRTPKISKPIKFELSGCTSVKTYRAKF
CGVCTDGRCCTPHRTTTLPVEFKCPDGEVMKKNMMFIKTCACHYNCPGDNDIFES
LYYRKMYGDMAEPKSSDK THTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT

CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHOQ
DWINGKEYKCKVSNKAT PAPIEKTISKAKGOPREPOVYTLPPSRDELTKNQVSL
TCLVKGFYPSDIAVEWESNGOPENNYKTTPPVIDSDGSFFLYSKLTVDKSRWQ
QGONVESCSYMHEATHNHYTOKST SLSPGK

(%& FRRIZNE Sk, RUA R % CTGF Zmks X, XN RIZN Fe Fr%5.)
—. CTGF MXEHEAMAMN, DLEIIA CTGF R \hifk. EHIuERN
afith,
1. ProteinG &M ZEHT B Alifh 243098 i
KT/ Bigdifh, Bk ProteinG BHTSEMENT, BRI
BLE TG, R BIEEAUINN 10-15%44EF1 %) 1M Tris-HCI (pH8.0-8.5) 47 i
pH 2. FIH oM EhERIK, % ProteinG FE¥E 3-5 f5FEARRL, SR G HH 4K G %
3-5 5 FEARL R 1 XPBS (pH7.4) X EHTAE - 3-5 AR F; 4 HisA
FARIRIE L RELE A, 44 Ml i AR B I [A] 29 1min BCE KA [R] ;s FJH 1 X PBS(pH7.4)
Ve 2 AT 3-5 AR 2 R AR IR 95 28 3 48 P 0.1M B BR/BE R AN (pH3.0)
G PR AT R e M, ARYE AN IS SRS e, BE MR 1M Tris-HCL
(pHS.0) BRI HFTUE =M pH & 5-6. 7] LLRIF AU A A R3S 7,
XPUE BT VA B e, QR B R AT R DR IR A S A B e B R I gl
i 2, BCE R 2 HEFEL 0 G-25 i #6785 B il i 75 (R 22 4 2%, B0 201 Superdex
200 55 (51 43 HE R 5y HE LA 22 BRBE B0 7 v () SR AR 1l o DA R R A 2
2. Protein A EM E M4k Piik
ek R IR B A s 7R LIS #HT R E LU B . R oM EhER I
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ProteinA SERIFEYE 3-5 FEAEARER, SR G FI FH2EKIG Y 3-5 frk AR FIAH 1 1 X PBS
(pH 7.4) XHEHTHSFHT 3-5 AR RL. g EiE ARG E EREGE A, ik
R ML) Imin BCEKR ], 25558 ERAH 1XPBS (pH 7.4) BLKEHTH:
3-5 AR R B AP Rl R 2R . R 0.1M BEBR/BEIRAN (pH3.0-3.5) ZZi
BEATAE AR, AR S A M I AR e B, e R 1M Tris-HCL (pH 8.0)
P TR =0 pH & 5-6. AT LURIFH ARSI AN BN 515, Wi
VAT VR B e, 0 BB 9 BT B IEIR A8 BB B R TR A R, B
BRI S HEBR A G-25 i sh B el B F5 2k &, BUEE I H W0 Superdex 200 55
1A 2L A - HERELAE 25 BRI M v R SR A B A3 AR R S A

3. Gk A CTGF-his & CTGF HXEHEH

WM RIS FIERE S R O R, JRR R E By PBS, BRI
FLIRIE N SmM. & SmM BRI PBS WO A748 A, phit 2-5 kiR R.
KB SEM LIS BHESS, AT LUEREARARNEFE. H&HE SmM BK
WEIK) PBS ISR MEEAE . & A280 A PE £ 4. 5 H PBS+10mM BRME Rt = Ay
B, BREAGEERAEANMED, JRRERBW. BHSH 300mM BRI PBS ¥
e B R, R g,

e B e IR = e 4 T mT L B5E B 24T Superdex200 (GE) #E— b 4lifh, Wshtd N
PBS, LRREMAELEAE, W& B R ERbEE. FraRmEaLfik, KE,
LC-MS %58 N IEH G736 & H .

4. Protein A EFEHT4ifk A CTGF-Fe, %% CTGF-Fc % CTGF A< EH
®'H

KGR IR RIS AT B S OO S . FIA oM ERRRAICK: ProteinA SEFIEE
W 3-5 REFEAREY, SRIGHFIH 2 KIEEE 3-5 AR FL. FIH @ 1 XPBS (pH 7.4) Xt)Z2
PrHsPd 3-5 AR g s R AR FRELS G, IRl R B A [ 2
Imin BEEE K IE), 4545855 RH 1 XPBS (pH 7.4) Wik EMrA: 3-5 f5 A4
AR R VR B . R 0.1M BEER/BEEREN (pH3.0-3.5) 2Pl T e b,
R 58 G U A B 0

WK 3 0 7= ik 4 J mT R BERS 2 AT Superdex200 (GE) #— 2 4lift, st
N PBS, ERREAMEKIRE N, R B R E . RN EAL Rk, Ik
K, LC-MS %w MG a3 .

SHEB 1-2. FLA CTGF T BRI H] &

—. &

LN CTGF Syl fiifimid fuys =4 . SEIA SIL (/M. #EME, 6-8 J&
i (b 4R LM EARFRA T, sIWEFAHES: SCXK (51
2012-0001), THFRMEE: SPF K. /NRIMWHEG, SEIREIAEMFE 18, 1212 /N
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6/ SE A, IR 20-25°C; VRIE 40-60%. B CIE NGRS SR LR T R
o HBEHUREN CTGF (R&D) 1 mCTGF-mFc.

TR H CTGF EEBAT/NRAIE, 25 Wow/ Rk, BEEAES. % 0
FMEHE (IP) vEST 100 /R, ZJE%F 14 KT/ e%. T3 21, 35,
49, 63 RHUM, H ELISA ik /NRILiE H b . 76 7-0 Iz bla,
16 P LI H A4 v w9 ELT RS T 6 B0/ BREAT MR A i o 7230 AT L4
BREHT 3 RN, JEIRA (IP) S 25ug/ R A EL/KECHI ) CTGF AL
JE WL

. RapERE

K H PEG 30k & 0 B0k Bk 40 i 55 i BE R 41 . Sp2/0 (ATCC®
CRL-8287™) BHTRENA SR AT M. BlA 12240 L 0.5-1x10%mL 1)
5T e a8 95 3, (4 20% FBS. 1xHAT. 1xOPI [ IMDM }53#%E) # &, 100uL/
LT 96 fLIR T, 37°C, 5%CO, M E 3-4 KJa, #h78 HAT E4H;752E 100uL/
fL, keEE% 3-4 REFRETRB T E. 2B B3, TN 200ul/fLI HT 58415
£ (& 20%FBS. 1xHT #1 1xOPI [ IMDM £535%), 37°C, 5%CO, £3% 3 KJait
4T ELISA ¥l

=, ZRATIE L BRI I i

HWRYE J AT SR Al o A K35 B, 454 ELISA J5 kAT A0 ks o sk Jf
¥ 455 ELISA U ) FHPEFL40 M 35 5% CTGF//MR CTGF/ A CTGF B H 454 5%
5 CHAR szt 3 #HED o X8 ELISA 454 S0 M BH P i FLAH o A2 i 34T
P HARATARPl B 2 B 3 IRV 5w b L E 3R R4 v

RO b P A Ot TR 3E1T CTGF 456 ELISA. il PA b SRIG k1S B & 28
FavilE, FHRMLEA MR Rk — Pl ik, e sem 2t ik, fhrete il
#il A .

D9, ZRAZ 988 FH M 5 B 51 0 2

I BH 1 2% 2 98 T S B R R R o URCEE X B A KA 2 R gl e,
Trizol (Invitrogen, Cat No. 15596-018) #% R&IK 7 & Ui 0 1520 SR IR L RNA, H
PrimeScript™ Reverse Transcriptase i&f| & e ¥ 5% (Takara, Cat No. 2680A) . 4 %
A2 3IH cDNA K H mouse Ig-Primer Set (Novagen, TB326 Rev.B 0503) #:4F7 PCR
PG, By s R AR N .. 2P R R IEST CTGF Jifk: mabl47.
mab164. mab95 A48 X &AL R F T

mab147 VH 251 /7711 SEQ ID NO: 6 Fi7n,

EVQLVESGGGLVQPEGSLKLSCAASGFSFNTYAMNWVRQAPGKGLEWVARIRT
KSNNYATYYADSVKDRFTISRDDSESMLYLOMNNLKTEDTAMYYCVETGFAYWDQGT
LVTVSA

mab147 VL &5 /7711 SEQ ID NO: 7 iR,

QIVLTQSPAIMSASPGEKVTITCSASSSVSYMHWFQQKPGTSPKLWIYSTSNLASG
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VPARFSGSGSGTSYSLTISRMEAEDAATYYCQORSSYPLTFGAGTKLELK
mab164 VH Z 227 %41 SEQ ID NO: 8 iR,
OVOLKQSGPGLVQPSQSLSITCTVSGFSLTTFGVHWIRQSPGKGLEWLGVIWRR

GGTDYNAAFMSRLSITKDNSRSHVFFKMTSLOTDDSAIYYCARDGGFDYWGQGTTLT

VSS
mab164 VL ZZ /774 SEQ ID NO: 9 iR,
QAVVTQESALTTSPGGTVILTCRSSIGAVITSNYANWVQEKPDHLFTGLIGGTSN

RAPGVPVRFSGSLIGDKAALTITGAQAEDDAMYFCALWYSTHYVFGGGTKVTVL
mab95 VH ZZ #7740 SEQ ID NO: 69 fliR,
EVLLQQSGPVLVKPGPSVKISCKASGFTFTNYDIHWVKQSHGKSLEWIGLVYPY

NGGTAYNOKFKDKATLTFDTSSSTAYMELNSLTSEDSAVYYCARWGLIPGTTSYEDVW

GTGTTVTVSS
mab95 VL &M 7511 SEQ ID NO: 70 fizn,
QIVLSQSPPILSASPGEKVTMTCRASSSVSYIHWYQQKPRSSPKPWIYATSNLASG

VPARFSGSGSGTSYSLTISRVEAEDAATYYCQOWNSNPWTFGGGTRLEIK
3R mab147. mab164. mab9s FUiEFIZXFFH, RHEN FR P, TRIZ

#HA N CDR FEA, FERIRFE IR N FR1-CDR1-FR2-CDR2-FR3-CDR3-FR4.

# 5. P CTGF Pl 4 X 4258 CDR X &R 7 51 £ *

pitk | BH ieai
HCDR1 gé DNO: 10 LCDRI gééiivﬁgh/g
mabl147 | HCDR2 gélgé( SRRYATYYAD LCDR2 2’;31\;151&1\?0: 1
SEQ ID NO: 11
HCDR3 gg(};?g NO: 12 LCDRS (SQI%{ X0 15
HCDRI1 gg\{g NO: 16 LCDRI ls{}?csglg)Axg:Tlng B
mabl164 | HCDR2 R&IQVRRGGTDYNAAF LCDR2 (S}ETSI}%’;% 20
SEQ ID NO: 17 '
HCDR3 Is)gg DNO: 18 LCDR3 gﬁgﬁ?ﬁgﬁ
HCDRI gg(? IDNO 71 LCDRI ggg IDNO: 74
mab95 | HCDR2 IEIXEPYNGGTAYNQK LCDR2 ‘S*ETS%?\ISO. 75
SEQ ID NO: 72 '
HCDR3 \SVE%LII};?\ITOT:S%FDV LCDR3 ggﬁsﬁgﬂg

*Ft% CDR Hi Kabat 275 ##5E

Fi. A IgGl A DikH] &

mab147. mab164. mab95 15k 2k 438 0 Fy w43 21 7] AR [X g hdh JE K] 7 51,
VLI B fg e B8t e B 514, LI AR AR, 2858 PCR 58 %5-Fifk VH/VK
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R B, H5RIEEE pHr G55 Ik )2 higGl/hkappa/hlambda fH & [X &
(CH1-Fe/CL) F B BATHIRE A, 8 FE Ak & Ik 4 KR E fk

VH-CHI1-Fc-pHr/VL-CL-pHr, JEJ% Ch147, Ch164, Ch95 =Mtk & ik

7N~ BIBETLA CTGF Fiik i Atk

Tk EEX) IMGT Chttp://imgt.cines. fr) A ZSHUA E R85 m AR Xl 22 2 DR 40P 1
1 MOE (Molecular Operating Environment, 7F#e/EMEL) 4F, o AlPkiks i
PRBUAAR TR 8 P o %) R e T A R R DR AR ¥ BRI LA CDR 43531
FEAE BIAH R B9 AR, FERIR 7N FR1-CDR1-FR2-CDR2-FR3-CDR3-FR4 f{]
A X 7.

1. mab147 F¥) AJEALEGE

BROE FL AR mab147 ) NI B EEAL IR v IGKV3-11*%01 F1 IGKJ2*01 B
IGKV1-39*01 1 IGKJ2*01, AVALEFAR A IGHV3-72*%01 A1 IGHI1*01,
JPEHUE mab147 () CDR 43 BB B H AR 1, i, *F AJEALTUAR FR 3
A ESER AT R R AR N, Hrp R R AR X B R RAELHE 4L 36F. 43S, 45K,
47W. 58V B 71Y HHI—ANECE 2 A, BN AR X B RAHE 28S. 30N, 49A.
75E. 76S. 93V. 94E B 104D H[{J— M 2~ CR#fnl A48 [X AT HE #E A AF X H T
5] 52 RASAT s (A7 EARYE Kabat w5 $UU e ), 1521 B A AR 7 H] 842 X
AEHET AR X . B3RS -S4 mab147 () CDR R A JEALSUA, HA[AR X 200 .

mAb147 NI AT 22 X BAR 75001

Hul47-VL1 @M P51 SEQ ID NO: 22 fli/k:

EIVLTQSPATLSLSPGERATLSCSASSSVSYMHWFQQKPGQSPRLLIYSTSNLASGI
PARFSGSGSGTDYTLTISSLEPEDFAVYYCQORSSYPLTFGQGTKLEIK

Hul47-VL2 &8 7511 SEQ ID NO: 23 Fik:

EIVLTQSPATLSLSPGERATLSCSASSSVSYMHWFQQOKPGQSPKLLIYSTSNLASGI
PARFSGSGSGTDYTLTISSLEPEDFAVYYCQORSSYPLTFGQGTKLEIK

Hul47-VL3 R P51 SEQ ID NO: 24 fli/n:

EIVLTQSPATLSLSPGERATLSCSASSSVSYMHWFQQKPGQSPKLWIYSTSNLASG
VPARFSGSGSGTDYTLTISSLEPEDFAVYYCQQRSSYPLTFGQGTKLEIK

Hul47-VL4 @R P57 SEQ ID NO: 25 fin:

DIQMTQSPSSLSASVGDRVTITCSASSSVSYMHWFQQKPGKSPKLLIYSTSNLASG
VPSRFSGSGSGTDYTLTISSLQPEDFATYYCQOQORSSYPLTFGQGTKLEIK

Hul47-VL5 @R P51 SEQ ID NO: 26 flin:

DIQLTQSPSSLSASVGDRVTITCSASSSVSYMHWFQQKPGKSPKLWIYSTSNLASG
VPSRFSGSGSGTDYTLTISSLQPEDFATYYCQOQORSSYPLTFGQGTKLEIK

Hul47-VH1 2L P51 SEQ ID NO: 27 Fiin:

EVOLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRT
KSNNYATYYADSVKDRFTISRDDSKNSLYLOMNSLKTEDTAVYYCVETGFAYWDQGT
LVTVSS
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Hul47-VH2 R 5141 SEQ ID NO: 28 fil/n:

EVOLVESGGGLVQPGGSLRLSCAASGFTFNTYAMNWVRQOAPGKGLEWVARIRT
KSNNYATYYADSVKDRFTISRDDSKNSLYLOMNSLKTEDTAVYYCVETGFAYWDQGT
LVTVSS

Hul47-VH3 ZER 751 SEQ ID NO: 29 Fiin:

EVOLVESGGGLVQPGGSLRLSCAASGFSFNTYAMNWVRQAPGKGLEWVARIRT
KSNNYATYYADSVKDRFTISRDDSESSLYLOMNSLKTEDTAVYYCVETGFAYWDQGTL
VIVSS.

W N RIZ H DL Kabat # M E X B CDR J¥ %, Jii 5K kA
FR1-CDR1-FR2-CDR2-FR3- CDR3-FR4.

2. mab164 F AR B

BUEHLA mabled [ AJEALRBERMR 3 7 B IGLV7-43*01 A1 IGLJ2*01
IGLV8-61*01 F1 IGLJ2*01, BY IGLV1-40*02 HI IGLJ2*01 #J%, A4k B BEA R 4>
W IGHV2-26%01 #1 IGHJ6*01, Bt IGHV4-31*%02 Al IGHI6*01 4%, 5 B Hiik
mab164 ] CDR 43 B AE B AJAAR o, 317, AP AJSALBHUR R FR &5 2 4 1
AT R Z R, Hp 3] AR X B2 RAFAHE 36V, 44F . 46G L 49G H1—
MEFE LA, HEER X [EERBEHE 44G. 49G. 27F. 48L. 67L. 71K. 78V
B 80F H A —ANEHE 2 AN (I p i [R] 5 RARAT s (1) 67 B AR P Kabat 45 HLI #E),
HIFR1S mabl64 (M AVEAL DA T RE, AJILPUIARSE, Al XFFaT:

mAb164 NI AT 22 X BAR 750 01T

Hul64-VL7 @R P57 SEQ ID NO: 30 fin:

ETVVTQEPSLTVSPGGTVTLTCRSSIGAVITSNYANWVQQKPGQAFRGLIGGTSN
RAPWTPARFSGSLLGGKAALTLSGVQPEDEAEYYCALWYSTHYVFGGGTKLTVL

Hu164-VL8 &M 7511 SEQ ID NO: 31 Fiak:

ETVVTQEPSFSVSPGGTVTLTCRSSIGAVITSNYANWVQQTPGQAFRGLIGGTSN
RAPGVPDRFSGSILGNKAALTITGAQADDESDYYCALWYSTHYVFGGGTKLTVL

Hu164-VL9 &8 7511 SEQ ID NO: 32 Fik:

ESVVTQPPSVSGAPGQRVTISCRSSIGAVITSNYANWVQQOLPGTAFKGLIGGTSN
RAPGVPDRFSGSKSGTSASLAITGLOQAEDEADYYCALWYSTHYVFGGGTKLTVL

Hu164-VHS &8 %40 SEQ ID NO: 33 Fik:

EVTLKESGPVLVKPTETLTLTCTVSGFSLSTFGVHWIRQPPGKALEWLAVIWRR

GGTDYNAAFMSRLTISKDTSKSQVVLTMTNMDPVDTATYYCARDGGFDYWGQGTTV
TVSS

Hul64-VH6 ZFEFR 75 SEQ ID NO: 34 Fiin:

EVTLKESGPVLVKPTETLTLTCTVSGFSLSTFGVHWIRQPPGKGLEWLGVIWRR
GGTDYNAAFMSRLTISKDTSKSQVVFTMTNMDPVDTATYYCARDGGFDYWGQGTT
VIVSS

Hul64-VH7 2L 751 SEQ ID NO: 35 Fiin:
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EVOLOQESGPGLVKPSQTLSLTCTVSGFSISTFGVHWIRQHPGKGLEWIGVIWRR
GGTDYNAAFMSRVTISKDTSKNQVSLKLSSVITAADTAVYYCARDGGFDYWGQGTTVT
VSS

Hul64-VHS8 Z LR 751 SEQ ID NO: 36 Fiin:

EVOLQESGPGLVKPSQTLSLTCTVSGFSISTFGVHWIRQHPGKGLEWLGVIWRR
GGTDYNAAFMSRLTISKDTSKNQVSFKLSSVTAADTAVYYCARDGGFDYWGQGTTVT
VSS.

F: b Huled $Hiitk g, TRIZAN CDR JFH, T KRN
FR1-CDR1-FR2-CDR2- FR3-CDR3-FR4, H ] CDR /%R #& Kabat FLUHEAT 52
s

3. mab95 ) AP BUE

SRR PR mabos i AJRAL B2 B IR  IGKV3-20%02 A1 IGKV1-40%01, AJEAL
HHERMCN IGHV1-3%01, #5 BIEHIE mabos ) CDR 437 B2 e ) He A VR AR o,
B, S AV FR 32 2 AR AT B R R A i, Hp AR B mT AR X [ B 5%
WAL 45P, 46W. 48Y. 69S BL 70Y ) —DEEZ A, EEER X [FEREE,
#5 27F. 38K. 48I. 67K. 68A. 70L BY 72F Hfj—PELTE 24 (R n] 48 [X fl #
] AR X ep ) ] 2 AR A 5 A B RS Kabat 2% S 8NIER ), B3 EA A FF
(e A X R4S X . BIZRAF &7 mab9os () CDR AV L Buld, HATAR (X
FEFNAT

mAb9S ANVEALHTAAR T AR X BAR FH a0 T -

Hu95-VL1 27540 SEQ ID NO: 77 fiR:

EIVLTQSPATLSLSPGERATLSCRASSSVSYIHWYQQKPGQAPRPWIYATSNLASG
IPARFSGSGSGTDYTLTISRLEPEDFAVYYCQOWNSNPWTFGGGTKVEIK

Hu95-VL2 & 7511 SEQ ID NO: 78 Fii:

EIVLTQSPATLSLSPGERATLSCRASSSVSYIHWYQQKPGQSPRPWIYATSNLASG
VPARFSGSGSGTSYTLTISRLEPEDFAVYYCQOWNSNPWTFGGGTKVEIK

Hu95-VL3 27540 SEQ ID NO: 79 FfiR:

ESVLTQPPSVSGAPGQRVTISCRASSSVSYIHWYQQLPGTAPKPWIYATSNLASGV
PDRFSGSKSGTSYSLAITGLQAEDEADYYCQOWNSNPWTFGGGTKVEIK

Hu95-VL4 27540 SEQ ID NO: 80 fliR:

EIVLTQPPSVSGAPGQRVTISCRASSSVSYIHWYQQLPGTSPKPWIYATSNLASGV
PDRFSGSKSGTSYSLAITGLQAEDEADYYCQOWNSNPWTFGGGTKVEIK

Hu95-VH1 2R 75 i SEQ ID NO: 81 JfiR:

EVOLVOSGAEVKKPGASVKVSCKASGFTFTNYDIHWVRQAPGQRLEWMGLVY
PYNGGTAYNOKFKDRVTLTFDTSASTAYMELSSLRSEDTAVYYCARWGLIPGTTSYFD
VWGQGTTVTVSS

Hu95-VH2 ZER7 511 SEQ ID NO: 82 JiR:

EVOLVQSGAEVKKPGASVKVSCKASGFTFTNYDIHWVRQAPGQRLEWIGLVYP
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YNGGTAYNOKFKDRATLTFDTSASTAYMELSSLRSEDTAVYYCARWGLIPGTTSYFDV
WGQGTTVTVSS

Hu95-VH3 2R 7 511 SEQ ID NO: 83 Jfin:

EVOLVQSGAEVKKPGASVKVSCKASGFTFTNYDIHWVKQAPGQRLEWMGLVY
PYNGGTAYNQKFKDKVTLTFDTSASTAYMELSSLRSEDTAVYYCARWGLIPGTTSYFD
VWGQGTTVTVSS

Hu95-VH4 Z LR 7 511 SEQ ID NO: 84 JfiR:

EVOLVQSGAEVKKPGASVKVSCKASGFTFTNYDIHWVKQAPGQRLEWIGLVYP
YNGGTAYNOKFKDKATLTFDTSASTAYMELSSLRSEDTAVYYCARWGLIPGTTSYFDV
WGQGTTVTVSS

Hu95-VH5 2R 7 511 SEQ ID NO: 85 fin:

EVOLVQOSGAEVKKPGASVKVSCRASGFTFTNYAIHWVKQAPGQRLEWMGLVYP
YIGGTAYNOKFKDKVTLTFDTSASTAYMELSSLRSEDTAVYYCARWGMIPGTNSYFD
VWGQGTTVTVSS.

W TR Z& N Bl Kabat #E M X CDR 3 %), P MK IR A
FR1-CDR1-FR2-CDR2-FR3- CDR3-FR4.

Hr, Hu95-VHS 1] CDR X @47 7 #— 211215, H HCDRI1 @1 SEQ ID NO:
102 (NYAIH) ffi7~, HCDR2 @1 SEQ ID NO: 103 (LVYPYTGGTAYNQKFKD) fif
7~, HCDR3 %1 SEQ ID NO: 104 (WGMIPGTNSYFDV) Ffi7~.

4. i CTGF NFHEKPIAREENRE

Wit 519 PCR #4825 NIEATUA VH/VL K A B, H5RIBHAE pHr GRS
5K Bt e X R (CH /CL) A B BT RIVR B4, Ptk KRIAH 4 VH-CH
-pHr/VL-CL-pHr. Frid AJRALHTIRRIEE X2 AN «o M EEREEEX, PLAE
H 1gG1.1gG2.1gG3 BX 1gG4 B H AR A 1) 3 8 1H 52 [X, =JE R il P S2 i A 55 %5 A IgG1
IgG2 . IgG4 ME B X #HATMM &, BB, WEEXH
M252Y/S254T/T256E ("YTE”) A7 s RAZA] LIERKHUR 52 11, S228P. F234A
1 L235A S H A 2 X7 S RS,

NEIVERIHT CTGF AL HUMAE 2 X 77 1 F

HBEE T X R BT 7 SEQ ID NO: 37 Fras (I B 4 K idd B 4% 1) 44 7
A& w) -

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDKKVEPKSCDK
THTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNW
YVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKAL
PAPIEK TISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNH
YTQKSLSLSPGK

YTE fuish Huid i 88 18 2 [X Z 24 1R /7 F1 1 SEQ ID NO: 38 s (FrE Ak
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PEEENAHRIGHENY)

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDKK VEPKSCDK
THTCPPCPAPELLGGPSVFLFPPKPKDTLYITREPEVTCVVVDVSHEDPEVKFNW
YVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKAL
PAPIEK TISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNH
YTQKSLSLSPGK

Pt CTGF NIEAFUIE I 42 5E kappa 1H 2 X 25 /7711 SEQ ID NO: 39 ik

(TR A KR BN ARG RN K -

RTVAAPSVFIFPPSDEQLK SGTASVVCLLNNFYPREAKVQWKVDNALQSGN
SQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRG
EC

1 CTGF N4 5E lambda 18 52 X Z 2 771 21 SEQ ID NO: 40 (Bt
TERAKPEREENAHEEND -

GQPKANPTVTLFPPSSEELQANKATLVCLISDFYPGAVTVAWKADGSPVKA
GVETTKPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTEC

NIEAFUAR ) 7] A8 X 5 SEQ ID NO: 37 T n ) B 8510 5 X 4%, LA A5
IR P A2 X 5 SEQ ID NO: 39 /s (42 %% kappa TH 8 X ZE4E Bk U5 H
mab 147 B4 K NEATUA B

x6
Hul47-VL1 | Hul47-VL2 | Hul47-VL3 | Hul47-VL4 | Hul47-VL5
Hul47-VH1 | Hul47-11wk | Hul47-12wk | Hul47-13wk | Hul47-14wk | Hul47-15wk
Hul47-VH2 | Hul47-21wk | Hul47-22wk | Hul47-23wk | Hul47-24wk | Hul47-25wk
Hul47-VH3 | Hul47-31wk | Hul47-32wk | Hul47-33wk | Hul47-34wk | Hul47-35wk

NIEA AR H 8 (1) 7] A2 [X 5 SEQ ID NO: 38 Frn i HH 2 X YTE 4%z,

PAB NIEA U ) 85 ] A2 X 5 SEQ ID NO: 39 s (55 kappa 18 & X &4 1
IRV H mab147 {41 AL TR AR

x®7
Hul47-VL1 | Hul47-VL2 | Hul47-VL3 | Hul47-VL4 | Hul47-VL5
Hul47-VH1 | Hul47-11yk | Hul47-12yk | Hul47-13yk | Hul47-14yk | Hul47-15yk
Hul47-VH2 | Hul47-21yk | Hul47-22yk | Hul47-23yk | Hul47-24yk | Hul47-25yk
Hul47-VH3 | Hul47-31yk | Hul47-32yk | Hul47-33yk | Hul47-34yk | Hul47-35yk

NI R BRI AR X 5 SEQ ID NO: 37 itz i B 5548 2 X iE Rz, LA A V5L
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PR A X5 SEQ ID NO: 40 FrniIsE lambda 15 2 X EHIE K KIE H
mab164 FJ4 K NJEAL AR FE:

%8
Hul64-VH5 Hul64-VH6 Hul64-VH7 Hul64-VHS
Hul64-VL7 Hul64-57wl Hul64-67wl Hul64-77wl Hul64-87wl
Hul64-VL8 Hul64-58wl Hul64-68wl Hul64-78wl Hul64-88wl
Hul64-VL9 Hul64-59w1 Hu164-69wl Hul64-79wl Hul64-89wl

NI A BRI AR X 5 SEQ ID NO: 38 JiT/nIf B 441 52 X YTE 28R4,
PLE NVE LA 285 7] 22 X 5 SEQ ID NO: 40 s 42 4% lambda 18 & X 2 A&

IRV B mabled 4t AL TR A

£9
Hul64-VH5 | Hul64-VH6 | Hul64-VH7 | Hul64-VHS
Hul64-VL7 | Hul64-57yl | Hul64-67yl | Hul64-77yl | Hul64-87yl
Hul64-VL8 | Hul64-58yl | Hul64-68yl | Hul64-78yl | Hul64-88yl
Hul64-VLO | Hul64-39y] | Hul64-69yl | Hul64-79y1 | Hul64-89yl

NI R BRI AR X 5 SEQ ID NO: 37 itz i B 5548 2 X iE Rz, LA A V5L
Pk X S SEQ ID NO: 39 Frnlitst kappa 15 & X EHIE BRI H
mab95 K4 AR AR LFE

* 10
Hu95-VHI1 Hu95-VH2 Hu95-VH3 Hu95-VH4 Hu%5-VH5
Hu%5-VL1 Hu95-11wk Hu95-21wk Hu95-31wk Hu95-41wk Hu95-51wk
Hu%5-VL2 Hu95-12wk Hu95-22wk Hu95-32wk Hu95-42wk Hu95-52wk
Hu%5-VL3 Hu95-13wk Hu95-23wk Hu95-33wk Hu95-43wk Hu95-53wk
Hu%5-VL4 Hu95-14wk Hu95-24wk Hu95-34wk Hu95-44wk Hu95-54wk

NI A BRI AR X 5 SEQ ID NO: 38 JiT/nIf B 441 52 X YTE 28R4,
PR NVEAL A 2 7] A8 X 5 SEQ ID NO: 39 il s 34 kappa 18 2 X E R BLH
KI5 EH mabos 4K NEAL IR EHE:

11
Hu95-VH1 Hu95-VH2 Hu95-VH3 Hu95-VH4 Hu95-VH5
Hu95-VL1 Hu95-11yk Hu95-21yk Hu95-31yk Hu95-41yk Hu95-51yk
Hu95-VL2 Hu95-12yk Hu95-22yk Hu95-32yk Hu95-42yk Hu95-32yk
Hu95-VL3 Hu95-13yk Hu95-23yk Hu95-33yk Hu95-43yk Hu95-33yk
Hu95-VL4 Hu95-14yk Hu95-24yk Hu95-34yk Hu95-44yk Hu95-34yk
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AT CTGE fiik e KA R 5T

® 12 ERGUAR R EEECE

R PR E
% (SEQID NO)

BEIRFrY

Ch147 E4%
(SEQID NO: 41)

EVQLVESGGGLVQPEGSLKLSCAASGFSFNTYAMNWVRQAPGKGLEWVARI
RTKSNNYATYYADSVKDRFTISRDDSESMLYLOMNNLKTEDTAMYYCVEIGF
AYWDQGTLVTVSAASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPV
TVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVN
HKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLM
ISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQ
VYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSL
SPGK

Ch147 #%5&
(SEQID NO: 42)

QIVLTQSPAIMSASPGEKVTITCSASSSVSYMHWFQQKPGTSPKLWIYSTSNLA
SGVPARFSGSGSGTSYSLTISRMEAEDAATYYCQQORSSYPLTFGAGTKLELKR
TVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQS
GNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPV
TKSFNRGEC

NIEACPUA
Hul47-11wk.
Hul47-12wk.
Hul147-13wk.
Hul47-14wk #1
Hul47-15wk 4K
i

(SEQID NO: 43)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGR
IRTKSNNYATYYADSVKDRFTISRDDSKNSLYLOMNSLKTEDTAVYYCVETGF
AYWDQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPV
TVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVN
HKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLM
ISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQ
VYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSL
SPGK

NIEACPUA
Hul147-21wk.
Hu147-22wk.
Hu147-23wk.
Hul47-24wk #1
Hul47-24wk 14K
i

(SEQID NO: 44)

EVQLVESGGGLVQPGGSLRLSCAASGFTFNTYAMNWVRQAPGKGLEWVAR
IRTKSNNYATYYADSVKDRFTISRDDSKNSLYLOMNSLKTEDTAVYYCVETGF
AYWDQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPV
TVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVN
HKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLM
ISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQ
VYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSL
SPGK

NIEACPUA
Hul147-31wk.
Hu147-32wk.
Hu147-33wk.
Hul47-34wk #1
Hul47-35wk 14K
i

(SEQID NO: 45)

EVQLVESGGGLVQPGGSLRLSCAASGFSFNTYAMNWVRQAPGKGLEWVAR
IRTKSNNYATYYADSVKDRFTISRDDSESSLYLOMNSLKTEDTAVYYCVETGF
AYWDQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPV
TVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVN
HKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLM
ISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQ
VYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSL
SPGK

NP

Hul47-11yk.
Hul47-12yk.
Hul47-13yk.

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGR
IRTKSNNYATYYADSVKDRFTISRDDSKNSLYLOMNSLKTEDTAVYYCVETGF
AYWDQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPV
TVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVN
HKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLY
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Hul47-14yk I
Hul47-15yk 14K
A

(SEQID NO: 46)

ITREPEVITCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQ
VYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSL
SPGK

NI HAR
Hul47-21yk.
Hul47-22yk-
Hul47-23yk.
Hul47-24yk I
Hul47-24yk 14K
A

(SEQID NO: 47)

EVQLVESGGGLVQPGGSLRLSCAASGFTFNTYAMNWVRQAPGKGLEWVAR
IRTKSNNYATYYADSVKDRFTISRDDSKNSLYLOMNSLKTEDTAVYYCVETGF
AYWDQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPV
TVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVN
HKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLY
ITREPEVITCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQ
VYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSL
SPGK

NI HAR
Hul47-31yk.
Hul47-32yk-
Hul47-33yk.
Hul47-34yk #ll
Hul47-35yk 14K
A

(SEQID NO: 48)

EVQLVESGGGLVQPGGSLRLSCAASGFSFNTYAMNWVRQAPGKGLEWVAR
IRTKSNNYATYYADSVKDRFTISRDDSESSLYLOMNSLKTEDTAVYYCVETGF
AYWDQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPV
TVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVN
HKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLY
ITREPEVITCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQ
VYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSL
SPGK

NIEACPUA
Hul47-11wk.
Hul47-21wk #1
Hul47-31wk 4K
T

(SEQID NO: 49)

EIVLTQSPATLSLSPGERATLSCSASSSVSYMHWFQQKPGQSPRLLIYSTSNLA
SGIPARFSGSGSGTDYTLTISSLEPEDFAVYYCQOQORSSYPLTFGOGTKLEIKR
TVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQS
GNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPV
TKSFNRGEC

(A2 Hul47-11yk. Hul47-21yk 1 Hul47-31yk f4sK R4

NIEACPUA
Hul47-12wk.
Hul47-22wk #1
Hul47-32wk 14K
T

(SEQ ID NO: 50)

EIVLTQSPATLSLSPGERATLSCSASSSVSYMHWFQQKPGQSPKLLIYSTSNLA
SGIPARFSGSGSGTDYTLTISSLEPEDFAVYYCQOQORSSYPLTFGOGTKLEIKR
TVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQS
GNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPV
TKSFNRGEC

(A2 Hul47-12yk. Hul4d7-22yk fl Hul47-32yk 4K E255)

NIEACPUA
Hul147-13wk.
Hul47-23wk #l
Hul47-33wk 4K
T

(SEQID NO: 51)

EIVLTQSPATLSLSPGERATLSCSASSSVSYMHWFQQKPGQSPKLWIYSTSNL
ASGVPARFSGSGSGTDYTLTISSLEPEDFAVYYCQORSSYPLTFGQGTKLEIK
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQ
SGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSP
VTKSFNRGEC

(A2 Hul47-13yk. Hul47-23yk Al Hul47-33yk 4K 325%)

NIEACPUA
Hul47-14wk.
Hul47-24wk #1
Hul47-34wk 14K
T

(SEQID NO: 52)

DIOMTQSPSSLSASVGDRVTITCSASSSVSYMHWFQQKPGKSPKLLIYSTSNL
ASGVPSRFSGSGSGTDYTLTISSLOQPEDFATYYCQORSSYPLTFGQGTKLEIK
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQ
SGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSP
VTKSFNRGEC

([FIR t & Huld7-14yk. Huld7-24yk F1 Huld7-34yk H14K 25

NI F AR
Hul47-15wk+
Hul147-25wk

DIQLTQSPSSLSASVGDRVTITCSASSSVSYMHWFQQKPGKSPKLWIYSTSNL
ASGVPSRFSGSGSGTDYTLTISSLOQPEDFATYYCQOQORSSYPLTFGQGTKLEIK
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQ
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Hul47-35wk 42K
L2
(SEQ ID NO: 53)

SGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSP
VTKSFNRGEC
(A2 Hul47-15yk. Huld7-25yk Al Hul47-35yk HI4KE25%)

Chl64 E4%
(SEQ ID NO: 54)

OVOLKQSGPGLVQOPSQSLSITCTVSGFSLTTFGVHWIRQSPGKGLEWLGYVI
WRRGGTDYNAAFMSRLSITKDNSRSHVFFKMTSLQTDDSAIYYCARDGGFD
YWGQGTTLTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNH
KPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQV
YTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPV
LDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSP
GK

Chl64 5%
(SEQ ID NO: 55)

QAVVTQESALTTSPGGTVILTCRSSIGAVITSNYANWVQEKPDHLFTGLIGGT
SNRAPGVPVRFSGSLIGDKAALTITGAQAEDDAMYFCALWYSTHYVFGGGT
KVTVLGQPKANPTVTLFPPSSEELQANKATLVCLISDFYPGAVTVAWKA
DGSPVKAGVETTKPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHE
GSTVEKTVAPTEC

Hul64-57wl.
Hul64-58wl #1
Hul64-59w1 114K
i

(SEQID NO: 56)

EVTLKESGPVLVKPTETLTLTCTVSGFSLSTFGVHWIRQPPGKALEWLAVIW
RRGGTDYNAAFMSRLTISKDTSKSQVVLTMTNMDPVDTATYYCARDGGFED
YWGQGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNH
KPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQV
YTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPV
LDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSP
GK

Hul64-67wl.
Hul64-68wl #1
Hul64-69wl 14K
i

(SEQID NO: 57)

EVTLKESGPVLVKPTETLTLTCTVSGFSLSTFGVHWIRQPPGKGLEWLGVIW
RRGGTDYNAAFMSRLTISKDTSKSQVVFTMTNMDPVDTATYYCARDGGFD
YWGQGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNH
KPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQV
YTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPV
LDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSP
GK

Hul64-77wl.
Hul64-78w1 #1
Hul64-79w1 14K
i

(SEQID NO: 58)

EVQLQESGPGLVKPSQTLSLTCTVSGFSISTFGVHWIRQHPGKGLEWIGVIW
RRGGTDYNAAFMSRVTISKDTSKNQVSLKLSSVTAADTAVYYCARDGGFDY
WGQGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNH
KPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQV
YTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPV
LDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSP
GK

Hul64-87wl.
Hul64-88wl #1
Hul64-89wl 14K
i

(SEQID NO: 59)

EVOQLQESGPGLVKPSQTLSLTCTVSGFSISTFGVHWIRQHPGKGLEWLGVI

WRRGGTDYNAAFMSRLTISKDTSKNQVSFKLSSVTAADTAVYYCARDGGFD
YWGQGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNH
KPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI

SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQV
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YTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPV
LDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSP
GK

Hul64-57yl.
Hu164-58yl Al
Hul64-59y1 fi14s K
A

(SEQID NO: 60)

EVTLKESGPVLVKPTETLTLTCTVSGFSLSTFGVHWIRQPPGKALEWLAVIW
RRGGTDYNAAFMSRLTISKDTSKSQVVLTMTNMDPVDTATYYCARDGGFED
YWGQGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNH
KPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYIT
REPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNSTYR
VVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVL
DSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSP
GK

Hul64-67yl.
Hu164-68yl #ll
Hul64-69y1 fi14=K
A

(SEQID NO: 61)

EVTLKESGPVLVKPTETLTLTCTVSGFSLSTFGVHWIRQPPGKGLEWLGVIW
RRGGTDYNAAFMSRLTISKDTSKSQVVFTMTNMDPVDTATYYCARDGGFED
YWGQGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNH
KPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYIT
REPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNSTYR
VVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVL
DSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSP
GK

Hul64-77yl,
Hu164-78yl #ll
Hul64-79y1 fi14= K
A

(SEQID NO: 62)

EVQLQESGPGLVKPSQTLSLTCTVSGFSISTFGVHWIRQHPGKGLEWIGVIW
RRGGTDYNAAFMSRVTISKDTSKNQVSLKLSSVTAADTAVYYCARDGGFDY
WGQGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNH
KPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYIT
REPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNSTYR
VVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVL
DSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSP
GK

Hul64-87yl.
Hu164-88yl Al
Hul64-89y1 fi14= K
A

(SEQID NO: 63)

EVOQLQESGPGLVKPSQTLSLTCTVSGFSISTFGVHWIRQHPGKGLEWLGVI
WRRGGTDYNAAFMSRLTISKDTSKNQVSFKLSSVTAADTAVYYCARDGGFED
YWGQGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNH
KPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYIT
REPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNSTYR
VVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVL
DSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSP
GK

Hul64-57wl.
Hul64-67wl.
Hul64-77wl
Hul64-87wl 14K
T

(SEQID NO: 64)

ETVVTQEPSLTVSPGGTVTLTCRSSIGAVITSNYANWVQQKPGQAFRGLIGG
TSNRAPWTPARFSGSLLGGKAALTLSGVQPEDEAEYYCALWYSTHYVFGGG
TKLTVLGQPKANPTVTLFPPSSEELQANKATLVCLISDFYPGAVTVAWKA
DGSPVKAGVETTKPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHE
GSTVEKTVAPTEC

([AIf /& Hul64-57y1. Hul64-67yl. Hul64-77yl 1 Hul64-87yl 4K 5%
)

Hul164-58wl.
Hu164-68wl.
Hul64-78w1 #1
Hul64-88wl 14K

ETVVTQEPSFSVSPGGTVTLTCRSSIGAVITSNYANWVQQTPGQAFRGLIGG
ITSNRAPGVPDRFSGSILGNKAALTITGAQADDESDYYCALWYSTHYVFGGG
TKLTVLGQPKANPTVTLFPPSSEELQANKATLVCLISDFYPGAVTVAWKA
DGSPVKAGVETTKPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHE
GSTVEKTVAPTEC
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ok
(SEQ ID NO: 63)

([AIAf /& Hul64-58yl. Hul64-68yl. Hul64-78yl F1 Hul64-88yl 4K %%
)

Hu164-59wl.
Hu164-69wl.
Hul64-79w1 #1
Hul64-89wl 14K
T

(SEQ ID NO: 66)

ESVVTQPPSVSGAPGQORVTISCRSSIGAVITSNYANWVQQLPGTAFKGLIGG
TSNRAPGVPDRFSGSKSGTSASLAITGLQAEDEADYYCALWYSTHYVFGGGT
KLTVLGQPKANPTVTLFPPSSEELQANKATLVCLISDFYPGAVTVAWKA
DGSPVKAGVETTKPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHE
GSTVEKTVAPTEC

([AIf /& Hul64-59y1. Hul64-69yl. Hul64-79yl F1 Hul64-89y1 (4= K52
i)

Ch95 HE4#E
(SEQ ID NO: 86)

EVLLOQSGPVLVKPGPSVKISCKASGFTFTNYDIHWVKQSHGKSLEWIGLVY
PYNGGTAYNOKFKDKATLTFDTSSSTAYMELNSLTSEDSAVYYCARWGLIPG
TTSYFDVWGTGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDY
FPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYI
CNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPK
DTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQ
YNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQP
REPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKS
LSLSPGK

Ch95 #24%
(SEQ ID NO: 87)

QIVLSQSPPILSASPGEKVTMTCRASSSVSYIHWYQQKPRSSPKPWIYATSNLA
SGVPARFSGSGSGTSYSLTISRVEAEDAATYYCQOWNSNPWTFGGGTRLEIK
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQ
SGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSP
VTKSFNRGEC

Hu95-11wk.
Hu95-12wk.
Hu95-13wk #l
Hu95-14wk 4K
EhE

(SEQ ID NO: 88)

EVOLVQSGAEVKKPGASVKVSCKASGFTFTNYDIHWVRQAPGORLEWMGL
VYPYNGGTAYNQKFKDRVTLTFDTSASTAYMELSSLRSEDTAVYYCARWGLI
PGTTSYFDVWGQGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVK
DYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQ
TYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNH
YTQKSLSLSPGK

Hu95-21wk.
Hu95-22wk.
Hu95-23wk #l
Hu95-24wk 4K
EhE

(SEQ ID NO: 89)

EVOLVQSGAEVKKPGASVKVSCKASGFTFTNYDIHWVRQAPGQORLEWIGLV
YPYNGGTAYNOKFKDRATLTFDTSASTAYMELSSLRSEDTAVYYCARWGLIP
GTTSYFDVWGQGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQT
YICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPRE
EQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNH
YTQKSLSLSPGK

Hu95-31wk.
Hu95-32wk.
Hu95-33wk #l
Hu95-34wk 4K
EhE

(SEQ ID NO: 90)

EVOLVQSGAEVKKPGASVKVSCKASGFTFTNYDIHWVKQAPGORLEWMGL
VYPYNGGTAYNQKFKDKVTLTFDTSASTAYMELSSLRSEDTAVYYCARWGLI
PGTTSYFDVWGQGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVK
DYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQ
TYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNH
YTQKSLSLSPGK
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Hu95-41wk.
Hu95-42wk .
Hu95-43wk #l
Hu95-44wk 4K
EhE

(SEQID NO: 91)

EVOLVQSGAEVKKPGASVKVSCKASGFTFTNYDIHWVKQAPGQORLEWIGL
VYPYNGGTAYNOKFKDKATLTFDTSASTAYMELSSLRSEDTAVYYCARWGLI
PGTTSYFDVWGQGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVK
DYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQ
TYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNH
YTQKSLSLSPGK

Hu95-51wk.
Hu95-52wk .
Hu95-53wk #l
Hu95-54wk 4K
EhE

(SEQ ID NO: 92)

EVOLVQOSGAEVKKPGASVKVSCRASGFTFTNYAIHWVKQAPGORLEWMGL
VYPYTGGTAYNOKFKDKVTLTFDTSASTAYMELSSLRSEDTAVYYCARWGMI
PGTNSYFDVWGQGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVK
DYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQ
TYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNH
YTQKSLSLSPGK

Hu95-11yk-
Hu95-12yk.
Hu95-13yk I
Hu95-14yk i1 4K &
i

(SEQ ID NO: 93)

EVOLVQSGAEVKKPGASVKVSCKASGFTFTNYDIHWVRQAPGORLEWMGL
VYPYNGGTAYNOKFKDRVTLTFDTSASTAYMELSSLRSEDTAVYYCARWGLI
PGTTSYFDVWGQGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVK
DYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQ
TYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLYITREPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNH
YTQKSLSLSPGK

Hu95-21yk.
Hu95-22yk.
Hu95-23yk #ll
Hu95-24yk i1 &K &
i

(SEQ ID NO: 94)

EVOLVQSGAEVKKPGASVKVSCKASGFTFTNYDIHWVRQAPGQORLEWIGLV
YPYNGGTAYNQKFKDRATLTFDTSASTAYMELSSLRSEDTAVYYCARWGLIP
GTTSYFDVWGQGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQT
YICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPK
PKDTLYITREPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPRE
EQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNH
YTQKSLSLSPGK

Hu95-31yk.
Hu95-32yk.
Hu95-33yk Al
Hu95-34yk 1 &K &
i

(SEQ ID NO: 95)

EVOLVQSGAEVKKPGASVKVSCKASGFTFTNYDIHWVKQAPGORLEWMGL
VYPYNGGTAYNQKFKDKVTLTFDTSASTAYMELSSLRSEDTAVYYCARWGLI
PGTTSYFDVWGQGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVK
DYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQ
TYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLYITREPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNH
YTQKSLSLSPGK

Hu95-41yk.
Hu95-42yk.
Hu95-43yk Fll
Hu95-44yk i1 4K &
i

EVQLVQOSGAEVKKPGASVKVSCKASGFTFTNYDIHWVKQAPGQRLEWIGL
VYPYNGGTAYNOKFKDKATLTFDTSASTAYMELSSLRSEDTAVYYCARWGLI
PGTTSYFDVWGQGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVK
DYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQ
TYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPP
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(SEQ ID NO: 96)

KPKDTLYITREPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNH
YTQKSLSLSPGK

Hu95-51yk.
Hu95-52yk.
Hu95-53yk #ll
Hu95-54yk i1 &K &
i

(SEQ ID NO: 97)

EVOLVQSGAEVKKPGASVKVSCRASGFTFTNYAIHWVKQAPGORLEWMGL
VYPYTGGTAYNQKFKDKVTLTFDTSASTAYMELSSLRSEDTAVYYCARWGMI
PGTNSYFDVWGQGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVK
DYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQ
TYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLYITREPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNH
YTQKSLSLSPGK

Hu95-11wk.
Hu95-21wk.
Hu95-31wk.
Hu95-41wk #
Hu95-5 1wk 4K
5

(SEQ ID NO: 98)

EIVLTQSPATLSLSPGERATLSCRASSSVSYIHWYQQKPGQAPRPWIYATSNL
ASGIPARFSGSGSGTDYTLTISRLEPEDFAVYYCQOWNSNPWTFGGGTKVEI
KRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNAL
QSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSS
PVTKSFNRGEC

(A 42 Hu95-11yk Hu95-21yk. Hu95-31yk+ Hu95-41yk 1 Hu95-51yk

e KR e

Hu95-12wk.
Hu95-22wk.
Hu95-32wk.
Hu95-42wk #l
Hu95-52wk 4K
5

(SEQ ID NO: 99)

EIVLTQSPATLSLSPGERATLSCRASSSVSYIHWYQQOKPGQSPRPWIYATSNLA
SGVPARFSGSGSGTSYTLTISRLEPEDFAVYYCQOWNSNPWTFGGGTKVEIK
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQ
SGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSP
VTKSFNRGEC

C[AJIf 42 Hu95-12yk« Hu95-22yk Hu95-32yk+ Hu95-42yk 1 Hu95-52yk

e KR e

Hu95-13wk.
Hu95-23wk.
Hu95-33wk.
Hu95-43wk #l
Hu95-53wk 4K
5

(SEQ ID NO: 100)

ESVLTQPPSVSGAPGQRVTISCRASSSVSYIHWYQQLPGTAPKPWIYATSNLA
SGVPDRFSGSKSGTSYSLAITGLQAEDEADYYCQOWNSNPWTFGGGTKVEI
KRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNAL
QSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSS
PVTKSFNRGEC

C[AJIf 42 Hu95-13yks Hu95-23yk Hu95-33yk+ Hu95-43yk 1 Hu95-53yk

e KR e

Hu95-14wk.
Hu95-24wk.
Hu95-34wk.
Hu95-44wk #
Hu95-54wk 4K
5

(SEQ ID NO: 101)

EIVLTQPPSVSGAPGQRVTISCRASSSVSYIHWYQQLPGTSPKPWIYATSNLAS
GVPDRFSGSKSGTSYSLAITGLQAEDEADYYCQOWNSNPWTFGGGTKVEIK
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQ
SGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSP
VTKSFNRGEC

C[AJI 42 Hu95-14yk Hu95-24yk. Hu95-34yk. Hu95-44yk F1 Hu95-54yk

e KR e

YENBH X BB CTGF ¥4k mAbl CRUEE CN1829740B, itk % kN
pamrevlumab, X4 FG-3019) KIFFIWIT:

#FHHE: (SEQID NO: 67)
EGQLVQSGGGLVHPGGSLRLSCAGSGFTFSSYGMHW VRQAPGKGLEWVSGIG
TGGGTYSTDSVKGRFTISRDNAKNSLYLQMNSLRAEDMAVYYCARGDYYGSG
SFFDCWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
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VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNT
KVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVV
DVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEK TISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNV
FSCSVMHEALHNHYTQKSLSLSPGK

#2%%. (SEQIDNO: 68)

DIQMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQQKPEKAPKSLIYAA
SSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYNSYPPTFGQGTKLEIK
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAK VQWKVDNALQSGNSQ
ESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SEHER 1-3. CTGF Pk g5 A i Al

—. CTGF #ifk4i& A\ CTGF A ELISA L%

BN CTGF $uiEi4s A it itk 5 A CTGF &A1 ELISA 235 f1 Biacore
Sersill. Fl CTGF B4 A E AL 96 FLEFRIR T, HUINN 515 5 58 55 1%
H T AW PR CTGF & AE M. BARSKIS AT -

Fl pH 7.4 B PBS ( L##J5¥;, Cat No. B320) ZEmW# CTGF &1 (R&D,
Cat No. 9190-CC) #BER 0.2ug/mL ¥, DL SouL/fLAERIMA 96 FLEGF IR

(Corning, Cat No. CLS3590-100EA) ', T 37°CHy &4 TN E 2 /N EL 4 CTHCE
W (16-18 /M) o FEEWBAKRSS, A PBS #BE 5% MR A8 4+ 9 (BD skim milk,
Cat N0.232100) H AW 250uL/fL, 37CEFEME 3 /N EL4°CI B K (16-18
NI BEAT B B RE, FEEBHW, JFH PBST 22 (15 0.1% Tween-20
(¥) PBS, pH7.4) ¥ebR 5 U5, NN SOWL/FLFHAE St R VU R 11 AS 194 2 4 00 ¢
e R UR BT, T 37CHERIME 1 /. a4 55
PBST AR 3 70, I SOpL/AL ATASE i A B 0M B (1) HRP FRic i =51 bR —Ft (Jackson
Immuno Research, Cat No. 115-035-003) 5451 A 1 (Jackson Immuno Research,
Cat No. 109-035-003), 37°CH¢ & 1 /MiF. H PBST ¥tk 3 ¥kJa, M 50uL/fL TMB
TEJEY) (KPL, Cat No. 52-00-03), T =¥ & 5-10min, JIA S0uL/fL 1M H,SO,
2 b e, AR (Molecular Devices, VERSA max) fEJ K 450nm &b isz B Ui
{8, H GraphPad Prism 5 43 #r#idE, 15 CTGF Hiisxf A CTGF & A 454 ECS0
fHo SIOLRIE 1 K&K 13 k.

% 13. CTGF difk4s 4 A CTGF # [ ELISA 25645 3

5N CTGF EAL4
e , e 5 N CTGF EHS 4
57, jm] = é. 55, =] K
2R ELISA(:,I\L&; EC50 SZAAE ELISA 5255 EC50 (aM)
Hul47-11wk 0.045 Hul64-57wl 0.044
Hul47-12wk 0.046 Hul64-67wl 0.044
Hul47-13wk 0.043 Hul64-67yl1 0.060
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Hul47-14wk 0.073 Hul64-77wl 0.055
Hul47-15wk 0.034 Hul64-87wl 0.055
Hul47-21wk 0.067 Hul64-68wl 0.069
Hul47-22wk 0.056 Hul64-69wl 0.063
Hul47-23wk 0.058 mAbl 0.067
Hul47-24wk 0.048 Hu95-51yk 0.080
Hul47-31wk 0.056
Hul47-32wk 0.063
Hul47-33wk 0.054
Hul47-34wk 0.134

WIS AR IR, ABEEM ALK CTGF bk 5 A CTGF & AH IR
MeEA1EH

—. CTGF yifk4 &% CTGF & H I ELISA 2%

JusE CTGF Jufk 4 & s ik 5% CTGF & A 1) ELISA seis ke, H
Pi-mFc & A EEAWE 96 FLEFRR ., JG4LHH A Fe #7281 cyno-CTGF
H5RFEE, RIEMATUEIMN GG 5 BS54 H T AW BE R cyno-CTGF 45
AiGtE. BARSKI AT

F pH7.4 [¥) PBS (_E#§1%, Cat No. B320) i i#fi-mFe 24 (Sigma, Cat
No. M4280) File% 2ug/mL W, L soul/ALEEFIMA 96 FLEGHRER (Corning,
Cat No. CLS3590-100EA) H, T 37CH;EMHILE 2 /ey FFERESE, IMAH
PBS FREIK 5% A8 24F W5 (BD skim milk, Cat No.232100) F A 250 uL/fL, 37°C
WENE 3 /NN 4CH B IR (16-18 /N BHATHE M. BHZEHRE, Fha
MW, 35 PBST 220 (& 0.1% Tween-20 [ PBS, pH7.4) ¥Rk 3 Ja, 4L
BN 50 pl #9 1 pg/mL ) cyno-CTGF-mFc & 4,37 C B & 1 /M )5, A PBST
ZEPP (55 0.1% Tween-20 [ PBS, pH7.4) ¥tk 3 %G, M 50 pL/ALFIAE S
PR R A IR R P R g aifb itk sk AL, T 37CR a4
FFE 1 /M. FFE S HE A PBST BeAR 3 WK, NN 50 pl/FLHTEE SRR B0 7 1)
HRP Fric {230 51 (Jackson Immuno Research, Cat No. 115-035-003) B{2E41
AN #1 (Jackson Immuno Research, Cat No. 109-035-003), 37CH¢ & 1 /Mit. H
PBST ¥e#R 5 ¥XJ&, JI 50 uL/fL TMB &EA4JEY) (KPL, Cat No. 52-00-03), T%
% E 5-10min, I 50 uL/fL 1M H,SO4 2418 i, HBE#R1X (Molecular Devices,
VERSA max) 7E# 1 450nm ALz HUR W {E, H GraphPad Prism 5 ##r#UdRE, 15
CTGF HifsxI M CTGF s A HI45 & EC50 fH. KI5 R ILEE 14 Fin.

% 14. CTGF fiuh 4 & 880 CTGF &1 ELISA SLiG 45
SZRFE EC50 2R EC50 SR EC50
(nMD) (nM) (nM)
Hul47-11wk 0.052 Hul47-23wk 0.063 Hul64-57wl 0.029
Hul47-12wk 0.062 Hul47-24wk 0.080 Hul64-67wl 0.028
Hul47-13wk 0.043 Hul47-31wk 0.070 Hul64-77wl 0.038
Hul47-14wk 0.077 Hul47-32wk 0.079 Hul64-87wl 0.034
Hul47-15wk 0.053 Hul47-33wk 0.044 Hul64-68wl 0.036
Hul47-21wk 0.053 Hul47-34wk 0.144 Hul64-69wl 0.032
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| Hul47-22wk | 0.073 | Hu95-51yk | 0059 |  mAbl | 0.086 |
SEOGeE R, A EER AJEALIT CTGF Juik) 54 CTGF A RIFHISS

E1EH

=. CTGF #ifk 5/ CTGF E B K ELISA £

/NS CTGF Juik 45 A& 77l id Jiik 5/ R CTGF & F H ELISA SE36 A6 I
/N -CTGF B4 B A B AE 96 FLEFFRAR Y, FUEIINGE S Hmmggs T
FI BT AR FI /N B -CTGF 45 A0 TE . BARSZIG /7R .

H pH7.4 ) PBS ( LiJEES, Cat No. B320) 221K /N i, CTGF-his 25 [ #
B2 0.5 ug/mL WEE, PL 5o uL/ALEERUIMA 96 fLEEFRIR (Corning, Cat No.
CLS3590-100EA) H, T 37CHEfFPINE 2 /M. FEWIESE, A PBS #
B 5% JIE2E WY (BD skim milk, Cat No.232100) 3 W 250 uL/fL, 37C &4
FEE 3 /NNEL 4 CHUE I (16-18 /M) #HATH M. HHER)E, FEH W,
J£ 1 PBST 224 (pH7.4 PBS 5 0.1% tween-20) ¥R 3 ¥Ja, M 50 uL/AL A #E
v A R VR R (T AS [R) R P A M A (2R 28 d alifb AR sl N VAL uds), T 37°C o
BREFE 1 /M. TFE SR EH PBST Yotk 3 K, N 50 pl/4LHTEE & F B R R
) HRP #5112 2EHT R 3T (Jackson Immuno Research, Cat No. 115-035-003) B{zE
B 1 (Jackson Immuno Research, Cat No. 109-035-003), 37Ci& 1 /Mt H
PBST ¥e#R 5 ¥XJ&, JI 50 uL/fL TMB &EA4JEY) (KPL, Cat No. 52-00-03), T%
B9 E 5-10min, I 50 uL/FL 1M H,SO4 210 e 5, HBFFR{X (Molecular Devices,
VERSA max) 7E# 1 450nm ALz HUR W {E, H GraphPad Prism 5 ##r#UdRE, 15
CTGF $ikxt /N CTGF 2 AR A ECS50 {H. SEINEE R IR 15 .

% 15. CTGF fiih4s 4/ CTGF & ELISA 525644
2R EC50 2R EC50 K EC50
(nM) (nM) (nM)
Huld7-11wk | 0228 | Hul47-23wk | 0200 | Hul64-37wl | 0.041
Huld7-12wk | 0249 | Huld47-24wk | 0263 | Hul64-67wl | 0.049
Huld7-13wk | 0.127 | Hul47-31wk | 0320 | Hul64-77wl | 0.058
Huld7-14wk | 0431 | Huld47-32wk | 0349 | Hul64-87wl | 0.067
Huld7-15wk | 0.159 | Huld47-33wk | 0258 | Hul64-68wl | 0.065
Huld7-21wk | 0247 | Huld47-3d4wk | 0664 | Hul64-69wl | 0.059
Huld7-22wk | 0.336 mAbl 0.077

SRIREE R, AP AN KT CTGF ik 5/ CTGF EEHA TR
SO (AT

LB 1-4. CTGF Hik K Th 8RS8

Z 56 H Biacore [ # K AR I AVRALIT CTGF Hiddxs A TGF-B1 Thfe (KBa T
T

e E AN CTGF DLE MBI 7 A g B CMS AEMEIKE ) (Cat. #
BR-1005-30, GE) |, [E4L7KF 1500 RU, R J5 T80 RHERL E K E K CTGF it

41



WO 2022/117060 PCT/CN2021/135203

& (150 pg/ml) 150's, HFFE 50 nM TGF-B1 25 120 s, [ Biacore T200 X #% 5K
IR R MG T IRB S A MR th 2. AR IR TE fE S e s, FEAEZ
TRORs A A SO e i AR
IG5 3 % dE | GE Biacore T200 Evaluation version 3.0 ¥ #HT 41t 4 -
FEWT %% (Blocking efficiency ) =[1- CEE &M MR/ 2S X FEMRZAED 1X 100%.
HARSE R WL 16 PR,
# 16. CTGF $UAK ) Ty G FH Wr sS40 &5

2k DI RERHLT 7T 7 % SR DI fe B 7 2> R
(%) (%)
Hul47-11wk 50.8% Hul47-24wk 52.8%
Hul47-12wk 51.6% Hul47-31wk 55.0%
Hu147-13wk 53.3% Hul47-32wk 55.2%
Hu147-14wk 50.9% Hul47-33wk 57.3%
Hul47-15wk 52.3% Hul47-34wk 56.2%
Hul47-21wk 51.6% Hul64-67wl 55.5%
Hu147-22wk 52.3% Hul64-67yl 53.9%
Hul47-23wk 54.6% mAbl 41.3%

WIGEE RE], AP AN IT CTGF Sk BA i Dhae W .

Pt CTGF HifksER1 /11 Biacore JlI%E

%A% H Biacore 483 5E R N YR P CTGF $ifk5 A CTGF. /N CTGF
e ipyR

43 5 Protein A ZE WAL KT (Cat. # 29127556, GE) SEMIHEHR— & & A4
Jifk, e TORRMEE—REM A K CTGF #iJi, FIF Biacore 1 &% S
RO SN 5 T SRAS S5 A AR d 2k . AR MRS e s, pHLS IH R
-ER PR B AR VEVR (Cat. # BR-1003-54, GE) M AM06 At B A . I8 s T2 0N
1 X HBS-EP ZZ11¥4 ¥ (Cat. # BR-1001-88, GE).

WIS 2 EHE H GE Biacore T200 Evaluation version 3.0 #ffFLL (1:1)
Langmuir A8 FHEATHNE, FHSERM A8, BAENE 17, 18 P,

% 17. CTGF itk 5 N CTGF & A MR BEFR 77

BTN G ka (1/Ms) | kd (1/s) KD (M)
Ch147 1.49E+07 6.93E-03 4 66E-10
Ch164 6.62E+07 8.83E-03 1.33E-10
Ch95 7.85E+06 3.02E-02 3.85E-09
Hul47-11wk 2.98E+07 3.36E-02 1.13E-09
Hul47-12wk 3 41E+07 3.30E-02 9.69E-10
Hul47-13wk 2.97E+07 2.40E-02 8.08E-10
Hul47-14wk 4.89E+07 5.54E-02 1.13E-09
Hul47-21wk 1.66E+07 1.62E-02 9.74E-10
Hul47-22wk 1.40E+07 1.42E-02 1.01E-09
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Hul47-23wk 1.37E+07 1.12E-02 8.18E-10
Hul47-31wk 1.78E+07 1.59E-02 8.94E-10
Hul47-32wk 1.46E+07 1.33E-02 9.10E-10
Hul47-33wk 1.45E+07 1.04E-02 7.13E-10
Hul47-34wk 14TE+07 1.55E-02 1.05E-09
Hul64-57wl 4 26E+07 2.94E-03 6.91E-11
Hul64-67wl 5.17E+07 1.96E-03 3.79E-11
Hul64-67y1 3.43E+07 2.27E-03 6.62E-11
Hul64-77wl 5.15E+07 1.76E-02 3.43E-10
Hul64-87wl 1.05E+08 2.04E-02 1.94E-10
Hul64-68wl 3.84E+07 1.16E-02 3.02E-10
Hul64-69wl 8. 71E+07 2.80E-02 3.22E-10
Hu95-21wk 4.09E+06 3.03E-02 7.39E-09
Hu95-31wk 5.59E+06 3.26E-02 5.84E-09
Hu95-41wk 7.70E+06 4.08E-02 5.29E-09
Hu95-42wk 3.32E+06 1.91E-02 5.74E-09
Hu95-51yk 2.84E+07 1.02E-03 3.58E-11

% 18. CTGF itk 5/ CTGF & A K SN SE A 77

EIIRE ka (1/Ms) | kd (1/s) KD (M)

Ch147 3.12E+07 3.84E-02 1.23E-09

Chl64 1.23E+08 1.01E-02 8.22E-11

Ch95 1.38E+07 2.35E-02 1.71E-09
Hul47-11wk 1.20E+08 3.74E-01 3.11E-09
Hul47-12wk 3.75E+07 1.16E-01 3.09E-09
Hul47-13wk 5.73E+07 1.46E-01 2.55E-09
Hul47-23wk 8.18E+07 1.73E-01 2.12E-09
Hul47-31wk 3.83E+07 1.07E-02 2.79E-09
Hul47-32wk 1.37E+08 3.43E-01 2.49E-09
Hul47-33wk 9.01E+07 1.74E-01 1.93E-09
Hul64-57wl 7.35E+07 2.37E-03 3.22E-11
Hul64-67wl 6.36E+07 1.17E-03 1.84E-11
Hul64-67yl 5.34E+07 1.94E-03 3.63E-11
Hul64-77wl 5.98E+07 8.83E-03 1.48E-10
Hul64-87wl 524E+07 4 40E-03 8.40E-11
Hul64-63wl 5.70E+07 7.60E-03 1.33E-10
Hul64-69wl 6.17E+07 7.74E-03 1.26E-10
Hu95-21wk 5.29E+06 2.11E-02 3.99E-09
Hu95-3 1wk 7.84E+06 2.25E-02 2.87E-09
Hu95-4 1wk 1.39E+07 3.39E-02 2.44E-09
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Hu95-42wk 5.66E+06 1.37E-02 2.42E-09
Hu95-51yk 2.56E+07 5.16E-04 2.02E-11

RIGLE R LI, kA RIETE mAb147 1 mAble4 [ika ik Ch147 Al
Ch164 K NJgtbdt CTGF HitkIige 5 A CTGF AN CTGF PARSER 454
BNV ITAA RN R FR XI5 B[] 5 R AR Ui 2 A 52 i N IEAL TR RS8N 77, 38
Ay s SR PUA S U SRR 7T

LB 1-5. CTGF Hifkxt TGF B #5310 C2C12 4H RS T # 3] s

C2C12 4l /P RUBLAHAE, TR 4HIL e , #GNM26) Hi 0.25%f5# (Gibeo,
#25200-072) Y44k, B0 5 A MLE K DMEM 15375 (Gibco, #10564-029) Hi% .
B () DMEM 3537 FE e il 40 f-Hi AR 1R 54 & TGFR1-BuiRiR &4, 20 % &
N 2X10°/mL, B4 A TGFB1 (Cell signaling Technology, #8915LC) KJE A 10
ng/mL, fRFIPUAARI A 30 pg/mL,

$TH ChemoTx® Disposable Chemotaxis System (Neuro Probe, #106-8) i) I35
SO pERE, N TGFB-PUEIB EMIIMA N = H, &L 30 uL, R4 4 L. 35 FidiE
B, FERE manf-biisiR G54, BALINA 50 uL, &4 4 BlfL. & b B, BT
3748 (37C, 5% COy) Hi.

Wi E 48 /NG, FHTR AR R S g AR ERAE, FTFEvERR, AR E AR
AN 10 uL B4 0.25%KE, o5 Bk gk, 4k 5 %05, 1000rpm &0 1 2%
FIAFEPENE, A N =EHEFLINN 20 pL Cell Titer-Glo 75 (Promega, #G7573),
FEIEE 10 5580 B2 2 384 fLIAJKAHR (Thermo Scientific, #267462) H1,
BRI (BMG, #PheraStar) KHIb5 R GEE4R . A Graphpad Prism 6 %% %
BEAT 3 b

I 2= [ (TGFB “FIA-FE A F35ME D / (TGFP A P A - R AL FR 231D ]
X 100%
% 19. CTGF Huird C2C12 40 AR AT 7 S8 Fry 41 il 45 A

2K Xf C2C12 4HBAARAMERS 4H H b (%)

Hul47-11wk 72.2%
Hul47-33wk 63.8%
Hul64-57wl 75.4%
Hul64-67wl 78.8%
Hul64-67y1 76.5%
Hul64-77wl 72.8%
Hul64-87wl 76.4%
Hul64-68wl 76.3%
Hul64-69wl1 74.2%
Hu95-51yk 80.0%

mAbl 63.0%
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ZERRI], AP I AL CTGF JiiE ] #IH] TGFP1 535 C2C12 4 e
RANVERBE T, A C2C12 4l HUIERE B8 77 (R4 25 EE R PEXT B B4R mADb1 5i

St 1-6. CTGF Hifhxt TGF B %5 PANC1 4tk SNT R #0125

PANC-1 ZHff1 ( ASERRFE4HM, ATCC, #CRL-1469) H] 0.25%f#l¥ (Gibco,
#25200-072) YAk, BOEHE 0.1%M64-1M7F (Gibco, # 10099-141) ] DMEM
Hi#dE (Gibco, #10564-029) Hi. HH 0.1%/G4-MLiFE K DMEM 1557 2 e il 41
M- FURIR AW f TGFB-FUikIR &), HIME N 4X107/mL, HZ A TGFB (Cell
signaling Technology, #8915LC) #EEN 10 ng/mL, FRrlHTiAWK AN 30 pg/mL.

$TH ChemoTx® Disposable Chemotaxis System (Neuro Probe, #106-8) i) I35
JOd g, B TGFR-BuEBAMIMAN T Ey, &L 30uL, A 4 81fL. 5 Lo
JEE, FERE Engnpe-siiie 54, ML S0 uL, 4 4 8lfL. b B, BT
Bi9:46 (37°C, 5% COy) Ho

Wi E 48 /NG, FHTR AR R S g AR ERAE, FTFEvERR, AR E AR
AN 10 Wl T4 [ 0.25% R, @& Bl g, 4k 5 %P5, 1000rpm &0 1 2%
7EARI B 2R (Leica, #DMIL LED) Nyl TR 4 M. A Graphpad Prism 6
PR REAT M AL EE . 2= [ (TGF B “FIME-FE R LLUPEME) / (TGFp 4171
{H-ARAFEHFIIED 1X100%

# 20. CTGF #ii&% PANC1 41 o dd #h T A% s2 o i 3 il 45

kb %f PANCI ZHfifASMER ) | . SR %f PANCI1 4iffif& 4%

i BTSN (%) et I 4 E (%)
Hul47-11wk 73.9% Hul64-77wl 74.3%
Hul47-33wk 77.0% Hul64-87wl 82.1%
Hul64-57wl 81.2% Hul64-68wl 76.9%
Hul64-67wl 75.7% Hul64-69wl 76.9%
Hul64-67y1 78.0% mAbl 71.7%
Hu95-51yk 80.0%

SRR, AP AL CTGF Hiik¥mI#if] TGFB1 5 J5 PANC1 4l
WUFEARS MRS B

SEHER 1-7. CTGF Pl PANC1 3K B g 44 413655 s2 56

EBE (BD, #214220) HMAEEFK, IIAEHIK 1.4%MER AR .
2xDMEM }537% (Thermo, #12100046) SEERGVARIZIE 1:1 WA ELIR A, 7£
24 LIk (Costar, #3524) FAEFLINA 500 uL, 4 BEJHCE AT HEER .

PANC-1 ZHff1 ( ASERRFE4HM, ATCC, #CRL-1469) H] 0.25%f#l¥ (Gibco,
#25200-072) JHAL, B0 JEH S 4%M64R 175 (Gibco, # 10099-141) [¥) DMEM H;
3 (GE, #SH30243.01) AR LS 5x10* /mL. ] 2xDMEM #5330
HIFASE 2 mg/mL. BG4IHE. FUK K 1.4%MEERGAFEIE 2:1:1 AT LLIR &, 7E
WY R R 24 FUBRCPEEFLINN 200 pL. 4 EEREE S, 78 24 FUBCHEIN
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200 uL 7 2%f6 2 M5 DMEM ¥i324 . 7ER: =M+ (37°C, 5% CO2) #53% 28
K, HEWNESHT RS0 (Molecular Devices, ImageXpress) fARE, FF4-HT 7 AT
AR PR AR . I Z= (1-FE AP IE/ R ER A S IME D) X 100%. SEEG 45
W 21,

% 21. CTGF Hiffx) PANC1 40 o B i s /1 38 5 S 56 40 | 5 21

SZAAFE i X PANC1 40 A4 71358 5 () $0i) & 4 bl (%)
Hul47-11wk 23.76%
Hul47-33wk 22.30%
Hul64-67wl 24.2%
Hul64-67yl 21.7%
Hu95-51yk 20.24%

ZERRH, KA mAbl147 1 mAbl64 FulE I A U5 AL B xr A JBE I 4 iy
(PANC-1 4Hffd) 1A SN SEBAT 25 (4R A

S i 5] 1-8. CTGF HiAkish¥pik WAy = iE it
—. CTGF itk Xt K E X F T /D R 440 5 L %
LI T B 40 RUNRIZRARERENL BB 4 4. IR AR (PBS, ip,
god). mAb1 41 (10 mg/kg, ip, qod) - Hul64-67wl (10 mg/kg, ip, qod) 2 . Hul64-67yl
(10 mg/kg, ip, qod) #H. &4 10 K, BAKSH I TR 21, LIEFE 1 RIEEEE
RIS R IR B4R (10 mL/kg, 1EHGFHEFAIIEALLAZS T PBS), 2 /i 5 i
ITHSEE R ZAL (50 mg/SmL 24K 30 min FH1EEE 5 min) R . S8 518 IR ZH )]
BB H— R GRS IR, I A 21 R, RIMEESAZIL 11 k. L5
%22 R, MRS NS 1% E 28 (10 mlkg) BREF)G, K570 BRADERE 2 75
BEG L, NI IER LTI 1em K, VIO &2 CA, b et
R T EMHALMING, REAE, 2ENENNEESEREMAN,
TEEAE, WMATIKE B, THFARELAEEFNTELLGILIEE. L1 mL
ST 2RI 0.8 ml PBS, R7E#FIKE S £ W, K PBS ZZENTE, 158 30s
s PBS Zégzlaldh, ] UL [EIHhH AL A A ACIRBE, R IR, IR
e a EP &Y, HIRAL 0.5 ml PBS, HE DL FAPIR. RIS IBIE A G 1500rpm
B0 5 min, 1R1F FIBW-20°CAE, BALF FiE K 10000 rpm 550> 10 min 7B |
TERIATAPER R GG & Biocolor, #lb'5 AA883).
7 22, W30 o 1 K s 2t

YA | BhPcE ity 2 e (mg/mL) | LBZ5RAE | A2t A
1 10 PBS - ip. EH 1K
2 10 mAb] 10 ip. EH 1K
3 10 Hul64-67wl 10 ip. B H 1
4 10 Hul64-67yl 10 ip. EH 1K

/] Excel Geit#ft: “FHMELL avg (Average, “F¥1E) 5 SD (Standard
diviation, Fr#fEfRZ ) {H LA STDEV (Standard diviation, #n#EZ ) 115 ; SEM ( Standard
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Error of Mean, FEARLEFRHEZ) {H LA STDEV/SQRT (Square root, HFJ77HE)
(RRHEMED 15 GraphPad Prism #fHEE], KA Two-way ANOVA CHAIZ
JiZ 5 B One-way ANOVA (AR ZRT7Z 08T WHERE#HAT St ir . k%
45 R IR 23,
% 23. CTGF Fuifxf 3k 8 =15 2 10/ U A 4E A i i3 45

) mAbl (10mpk) | Hul64-67wl (10mpk) | Hul64-67yl (10mpk)
B JE A
ﬂmﬂf; Hil 53.2% 72.8% (p<0.05) 80.7% (p<0.05)

4E RSN, Hul64-67wl BY Hul64-67yl o HIAR 32 (K /)N BRI 2 4 AL 3 A FH
— . CTGF $ifkx} Su86.86 A JiK IF & 40 Mo 2 T # 4 J& i # ] sk 56
SEEG TR ¥ SU8S6.86 4Hfil (ATCC, CRL-1837. 3.0x10°4>) 200 uL 4T

Nu/Nu # AT, 80 11 KJG, MR ARE~140mm’ f5 LR E ., Mg

SRR NG, FE R ARG N R BN S 2, B 10 R, U RHFIRGY.

SRS BUA, SREES 2 W, 618 K. BRI 12 KEAR, FRIKE, o

Bl o A XA 2N LR 24,

24, W H B Z 1

mu | s Zity SR g | wsm
mg/kg)

1 10 A 1gG 40 ip R 2 Ik

2 10 mAbl 40 ip B 2 W

3 10 Hul64-67yl 40 ip B2

4 10 Hul64-67yl 20 ip B 2 Ik

5 10 Hul47-33wk 40 ip B 2 W

8/ Excel it 8o zEdE: “FIEU avg i1 SD {EUL STDEV 5
SEM {H LA STDEV/SQRT (& #hW%0) 5 KM GraphPad Prism #/HERE, K
F Two-way ANOVA B, One-way ANOVA W 58 #4147 G i22 99t

RAARL (V) HHEARN: V=1/2xL <L 4”

FEXT IR ZE T/C (%) = (TeTy) / (Ce-Co) X100, Hdr Tv CoNSEIEHEE
F YR TT ARG BRI IR AR R Tow Co NSEIGTFF LR 1R A4 AN

IR Z TGI (%) =1-T/C (%),

SEEGZE R

SEEGEE 1-18 K (DO ARERSLIGFFURRT, D18 XKL 18 KD, BJE K NIk 4
25 2 4%, i CTGF Fiuigx SU86.86 e A KANHIMEH « IR ss K Wk 24 A
2 fion. HEAA IgG 125 AXTHRAMEL, mAbl1-40mg/kg. Hul64-67yl-40mg/kg.
Hul64-67yl-20mg/kg. Hul47-33wk (40mg/kg) AR SHA 45% 53% 47%
A1 54%, mAb1-40mg/kg. Hul64-67yl -40mg/kg. Hul64-67yl-20mg/kg. Huld7-33wk

(40mg/kg) HREWE W Z 41 Su86.86 MR K (p<0.001), HXJ SU86.86 JiiEg
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FHIE B — EFE K. B, B4/ RARE RS I 21,
% 25 CTGF Hifkxt SUS6.86 /I B AL M8 [ 4171 th1| S 36 45 5

ST R AR AR T 15 e AR R % P (vs 2
Sr¢H (mm’) (mm?®) %
X7 HED
DO SEM D18 SEM DI8
A IeG 144 35 12.30 1087.10 148 21
mAbl (40mg/kg) 141.18 11.72 655.75 144 46 45 p<0.001
Hul64-67yl
(40mg/kg) 138.75 8.71 582.95 76.14 53 p<0.001
Hul64-67yl
(20mg/kg) 139.87 9.33 640.26 96.70 47 p<0.001
Hul47-33wk
(40mg/kg) 138.00 10.11 569.66 77.40 54 p<0.001
. 5
H 7 & SRR E RS SR EFENT:
SEC 4> T-HERH v«

FRPEEE R ALBR LA K /N5 14 R it o I 22 RS TR AR R 56 28 1 0
JRBAT 53 B A B B T

SEC% (SECHAR S &) =AMAK/AK*100% (A BARARE S 3206 sk
U TnAR, ASCARTA IR Z A

SECI & 1% 2% : 2 4#481260; - : waters, XBrige BEH200A SEC(300%7.8mm
3.5um),

NR-CE F 408 B HIK -

W B RS BB 4N E AR NSCRRA BUAT I — R vk, FRE— R IR
BT R IR/NBT 5 BT

AEIE JF CEZE 2 H 23 He=A I8 /A K %100% (AT U NRE S Pk g+ B RE 3
W RO TR B, AL N FIT A UG AR AT

CEN5E F1% #%: Beckman! 5 plus800.

iCIEF 8 B4 S R RAEHIK:

PRI 2 5 55 L S pIAS A HEAT 0 B O

iCIEF ' PR 75 8 4 b= PR A S T R *100% R AR N ER PRI i
W AN P U TR AR 2 D

iCIEFIN 52 Bt FAX #% ] ZXsimple protein, 75 muarice.

BEENE:
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UK AN B F I, VAUK ST FEAE 5 1 VR R IR R B2 R e LA 5% 22 R R,
KA R TT A, WA, BB ABEER. 8 KXY
FLoser, 50M815,

BEWRENE:

B IR B A A 2840 AT WA OLE T, 245 - Nano Drop oneC, J&FE A Imm.
DA A B B R B IR B

CTGFHiiE

P S2 6 8 BT % B CTGF 4K yHu164-67yl, Hrhsgfiifi2-1. sLiEf2-2.
SEEf5)2-3  SEEfE]2-4 1) 55 1-6 "5 FF i DL SEEI2-S S 1. 25 R A B d A
AR G R R E TR B SEEf2-40 557, 85 FE MR S 4912-5 11 55 3-95 £
i R IR H AR S iR 8 — 20 B 7 S e JZ A fd yE e 13- 31

Sehafl 2-1. HRIZ A RS pH ERFiL

BL 5 200 mg/mL Hul64-67yl FIAARSGIR], %617 IE %A 0.4 mg/mL &
(L &LfEE 80 (PS80), 70mg/mL EEFEAIA[F (KA R . ik R4 59 50 mM K
fR-BEER AN EE (AA) pH 5.04 5.5; 50 mM A& M-FEERE: (His-AA) pH5.5; 50 mM
PRIAMRANER (SAD pH 5.5; 50 mM MM EE (CA) pH5.5; 50 mM HAR-EhIL
hegah#) (His-HCD pH 5.5, 6.0, 6.5; 50 mM EE —SN-TEIe S —ash (PB)
pH 6.5, 7.0, MgERApildae, WL, %, 15, AEEHIFIFE 40°C [HE A
TCE 1A, PP SEC. dFISJE CE 25 48hx.

25 WK 26.SEC 4R WoR, 40°C JHUE 1 M H %444 T %M AA(pHS.5) His-AA

(pH5.5)+ CA (pHS5.5). His-HCI (pH5.5) FIFE ) 3206 T /N T HAhBE 5 s NR-CE
PG EIR, 40°C JCE 1 DMHEMET, R His-HCL (pHS.5) [EES, 1306 T i
N (51%)0
K 26. pH R R IE LS

SN A SEC% ASEC% NR-CE% | ANR-CE%
DO 97.8 933
50mM AA pH 5.0
40°C M1 91.5 6.3 799 134
DO 97.8 93.6
50mM AA pH 5.5
40°C M1 93.2 46 84.0 9.6
50mM His-AA pH DO 97.9 93.6
55 40°C M1 92.0 59 83.5 10.1
DO 97.9 942
50mM CA pH 5.5
40°C M1 92.8 51 82.2 12.0
DO 97.9 93 .4
50mM SA pH 5.5
40°C M1 87.3 10.6 76.9 16.5
50mM His-HC1 pH DO 97.9 93.4
55 40°C M1 92.9 5.0 88.3 51
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50mM His-HC1 pH DO 98.0 93.7
6.0 40°C M1 91.2 6.9 88.0 57
50mM His-HC1 pH DO 98.0 93.4
6.5 40°C M1 89.8 8.2 86.3 7.1
DO 97.9 93.8
50mM PB pH 6.5
40°C M1 88.0 9.9 86.3 75
DO 97.8 93.9
50mM PB pH 7.0
40°C M1 84.9 12.9 82.5 11.4

e Xrh DY Rk, Bl DT Fon TR, PALSEHE; DO RoRSLIGITARRS; ‘M7 F
AH, Bl M1 £ 1NH, DUESSHE.

e 2-2 KRR e PRI
il % & H 200 mg/mL Hul64-67yl. 50 mM His-HCI (pH 5.5). 70 mg/mL J& i
A1 0.4 mg/mL PS80, H5FE N E T 25°C K 4°C 4155/ m e, SR W% 27.
* 27 Kk E s

i SEC% NR-CE% iCIEF%
DO 97.9 934 57.1
4°C M3 96.7 93.7 57.6
4°C M5 97.4 934 575
25°C M3 94.0 92.0 51.4
25°C M5 943 90.3 46.0

W B ‘M7 £ H, BloM3 £ 3AH, DUk, T

EREIR: FESAE 25°C M FIRE 5 M HG, ST A NI, HTFERE
PI{E R H32VE ] 4°C 0 FE 5 N H, SR B2 1k, iZabifae it
BT

SEHEf) 2-3 BB R
il 2 40 TEC L A VB AR 1 71
17200 mg/mL Hul64-67yl, 50 mM His-HCI (pH6.0), 0.4 mg/mL PS80, 70mg/mL

2)150 mg/mL Hul64-67yl, 50 mM His-HCI (pH6.0), 0.4 mg/mL PS80, 70mg/mL

RPN e, HERE, NZE, #L35. BEESIEAT 40°C At KRR
#%%, Pl SEC. iCIEF. dFi&JE CE 1ENIEM a5

# 28, EHAWETHILL

20 5 15 SEC% | ASEC% | NR-CE% | ANR-CE% | iCIEF% | AiCIEF%

DO 98.0 93.7 56.9

40°C M1 91.2 6.8 88.0 5.7 35.7 21.2
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25°C M1 96.7 1.3 94.1 52.1 438
25°C M3 93.2 4.8 93.2 0.5 43.0 13.9
25°C M5 92.3 5.7 90.2 35 32.8 24.1
4°C M3 96.5 L5 93.9 56.8 0.1
4°C M5 97.0 1.0 93.0 0.7 56.9 0.0
DO 98.0 933 56.8
40°C M1 91.7 6.3 87.6 5.7 36.0 20.8
25°C M1 97.0 1.0 93.2 0.1 535 33
2 25°C M3 93.9 4.1 93.2 0.1 50.2 6.6
25°C M5 94.1 3.9 89.6 3.7 45.2 11.6
4°C M3 96.6 1.4 943 56.2 0.6
4°C M5 97.3 0.7 93.1 0.2 56.3 0.5

ZEREOR, 1) 5F1 2) S FEMAE 40°C M1, 25°C M3 Fil 4°C M5 (240 E I
SRR ZE R, 1) SENAE 25°C M5 4 ECE f5, SEC M iCIEF [ EIE R
Bk 2T 2) SN

S 2-4 FRHNE M 57
i %% 150 mg/mL Hul64-67yl. 50mM His-HCI pH 5.5 70 mg/mL J& A1 A [H]
(1) 2R THD V5 PR AR B U 7)o A BRI It 9, G, N ZE, FLaE . BURE AT IRIE (25°C,
300 rpm) AL S IRTEHR (FTSC, 2614 N-35°C -2~8°C). 40°C il B M KA
B (4°CM3) BFFE, #%%2 SEC. FRiEJE CE AliCIEF, HARLT5 &t ik 29.
29, RMVE PN R L Tk 45

21 5 Grif iR R %A SEC% NR-CE% iCIEF%
DO 97.8 933 56.9
| 0.2mg/mL PS20 PRAE 97.4 95.1 57.1
FT5C 96.8 922 56.8
4°C M3 97.6 93.1 58.7
DO 97.8 93 .4 56.6
5 0.4mg/mL PS20 PRAE 97.4 95.0 57.0
FT5C 96.7 92.5 56.7
4°C M3 975 93 .4 58.7
DO 97.8 93.9 57.0
3 0.6 mg/mL PS20 PRAE 973 948 575
FT5C 96.6 92.1 54.0
4°C M3 97.2 935 58.1
DO 97.7 933 56.9
A 0.2 mg/mL PS80 PRAE 973 95.1 57.1
FT5C 96.6 92.1 56.6
4°C M3 975 93.7 58.0
5 0.4 mg/mL PS80 DO 97.7 93.8 57.2

51



WO 2022/117060 PCT/CN2021/135203

PRTE 96.8 95.0 57.1
FT5C 96.6 92.0 56.7
4°C M3 975 937 577
DO 97.7 933 57.0
P2 972 949 57.1

6 0.6 mg/mL PS80 L
FT5C 96.5 92.0 56.2
4°C M3 975 934 577
; 0.4 mg/mL V7% DO 98.4 952 61.9
VU 188 40°C Ml 94.9 91.1 415
DO 984 947 61.8

8 0.4 mg/mL PS80

40°C M1 942 90.8 40.2

SEIGAE IR, S AN R AR P 5 58 Ll AR AR i ) 0 A 45 SR T
WS SHMEMRER PS80 FVHE VLW 188, 40°C & 1 /N A J5 W 4Lee 4l
T2,

St 2-5 AT Ak

1] % 40T T B P R A i 5

1) 200 mg/mL Hul64-67yl, 50 mM His-HCl (pH 6.0), 70 mg/mL JE##, 0.4
mg/mL PS80

2) 200 mg/mL Hul64-67yl, 50 mM His-HC1 (pH 6.0), 70 mg/mL #F#4#, 0.4
mg/mL PS80

3) 150 mg/mL Hul64-67yl. 50 mM His-HCl (pH 5.5). 70 mg/mL M1 0.4
mg/mL PS80

4)150 mg/mL Hu164-67yl.50 mM His-HCI(pH 5.5).70 mg/mL 0.4 mg/mL
PS80 Fl1 2% PEG 3350

5)150 mg/mL Hul64-67yl, 50 mM His-HCI(pH 5.5), 70 mg/mL J# 4, 0.4 mg/mL
PS80 Al 50 mM H& & 1R

6)150 mg/mL Hul64-67yl, 50 mM His-HCI(pH 5.5), 70 mg/mL £ ##, 0.4 mg/mL
PS80 Al 1% H &

7)150 mg/mL Hul64-67yl, 50 mM His-HCI(pH 5.5), 70 mg/mL 4, 0.4 mg/mL
PS80 A1 0.5 mM EDTA

8)150 mg/mL Hul64-67yl, 50 mM His-HCI(pH 5.5), 70 mg/mL J# 4, 0.4 mg/mL
PS80 11 5 mM EDTA

9)150 mg/mL Hul64-67yl, 50 mM His-HCI(pH 5.5), 70 mg/mL 4, 0.4 mg/mL
PS80 1 10 mM EDTA

W Rpphil I g, #ER, INZE, FLIE. RAEAHEAT 40°C FRE % %L, Ll SEC,
iCIEF. HFifJ5 CE 1B AV Habs.

% 30. &bJithAk
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| & SEC% | ASEC% | NR-CE% | ANR-CE% | iCIEF% | AiCIEF%
DO 98.0 93.7 56.9
: 40°C M1 91.2 6.1 88.0 5.7 35.7 21.2
DO 98.0 93.5 56.8
2 40°C M1 90.8 7.2 88.9 46 34.0 22.8
DO 98.4 94.7 61.8
. 40°C M1 94.2 42 90.8 3.9 40.2 21.6
DO 98.3 94 4 61.5
! 40°C M1 943 4.0 90.5 3.9 40.6 20.9
DO 98.4 94.5 61.7
: 40°C M1 94.2 42 91.0 35 40.6 21.1
DO 98.0 95.1 60.7
¢ 40°C M1 94.1 3.9 91.1 4.0 40.1 20.6
DO 98.3 94.8 61.7
7 40°C M1 94.7 3.6 91.8 3.0 41.0 20.7
DO 98.3 94.6 61.6
i 40°C M1 94.7 3.6 91.6 3.0 40.9 20.7
DO 98.3 94.5 62.2
? 40°C M1 94.7 3.6 92.2 23 40.7 215

ZREIR: FERRAE 40°C JEUE 1A H A, RN HE RS f AU HAR AR E 771 1
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BRI ZLR S -

1. —FZMAEAEY), A&PT CTGF JuikfgErsfl, kst CTGF fiiff
O EEE AR X BE AR X, Hoe

1) iR EHETA XA S5 SEQ ID NO: 8 i () 5 8% v 28 X A A /57 F1 )
HCDR1. HCDR2 #1 HCDR3, Frid##n] 48 X A 541 SEQ ID NO: 9 Frs 4k
A4 X A A %) ) LCDR1. LCDR2 A1 LCDR3;

i) FridEE XA S50 SEQ ID NO: 6 Jirm i &5 n] 4% [X AH [ 5 371 )
HCDR1. HCDR2 #1 HCDR3, Frid##n] 48 X A 541 SEQ ID NO: 7 Frs 4k
A4 X A A %) ) LCDR1. LCDR2 A1 LCDR3;

ii-i) Frid EAE T AR X A8 540 SEQ ID NO: 69 Jff7i i 545 7 28 [X A [7] 77 51 ()
HCDR1. HCDR2 1 HCDR3, Fridf4fn 4 XA 540 SEQ ID NO: 70 s H§
A% X AH [ 731 i) LCDR1. LCDR2 #1 LCDR3; B,

fi-ii) IR B HE A AR X AL & 5 31 SEQ ID NO: 85 iz i 54 7 28 XA [7] 7 51 ()
HCDR1. HCDR2 1 HCDR3, Fridf4fn 4 XA 540 SEQ ID NO: 70 s H§
A% X AH [ 731 i LCDR1. LCDR2 #1 LCDR3;

FIT it 22 b 77 & A R SR G2 vh 7, 3% AR R - SRR £k 22 1 | B4 ‘R R - T PR £
gEpps, SR AR IR- SRR Eh 2 b

2. WRYEBRIESR 1 FriR 2 &), Hrpprd$t CTGF b & Ein] A2
XFNFEEE R AR X, HoHp

JIidk 54 T A% (X A543 99 40 SEQ ID NO: 16.SEQ ID NO: 17 Ail SEQ ID NO: 18
Fr7~i) HCDR1. HCDR2 A1 HCDR3, Frdk#24En] 42 [X 41 743 7 40 SEQ ID NO: 19,
SEQ ID NO: 20 Al SEQ ID NO: 21 ffi7~[J) LCDR1. LCDR2 #1 LCDR3;

IR, PR EEEn] X, HEHERTF W SEQ ID NO: 34 Fin; A EE
AIARIX, HEEERRFT 540 SEQ ID NO: 30 7N

WAL, Bkt CTGF Hiikf9 &1 SEQ ID NO: 61 Fin i E A1 SEQ ID
NO: 64 Firn B4k .

3. MRAEACRESR 1 858 2 ik 2 a &8, Haprd2ama & pH N
5.0 £416.5, LIk AY 5.0 E4 6.0, HALENL 5.5,

4. WRABRBORER 1 2 3E—TrR WA &Y, Hp kst CTGF Jiifr)
WPE L) 100 mg/mL 2] 200 mg/mL, % N%) 150 mg/mL %% 200 mg/mL, H
i N#) 150 mg/mL.

5. WRIEBAER 1 2 4 £ TR AWM EY), Kb ird A syics
TR PER, iR RS PR 5 L RER BT Vb A, S O 3R 1L AL
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80, R ILALEE 20 BUHIS VU 188, He ik T LA 80.

6. MRIEBRIER 5 Bk MZMA G, Forh Bk 2 mvE 14 77 F B 4 0.05
mg/mL £4) 1.0 mg/mL, LA 02 mg/mL £ 0.6 mg/mL, HHLE AL 0.4
mg/mL.

7. RIEBAER 1 2 6 TR AWMLY, Hrhrd A sYics
R, PR REOLEE R H R AR T M R, LR .

8. WRIEAFIZR 7 BTk (2 &), Horb Bk iR & N4 20 mg/mL &
%] 100 mg/mL, % AN%) 40 mg/mL £ %) 80 mg/mL, AL AL 70 mg/mL.

9. MRAEACRIER 1 2 8 [T TFTiR A A, b Brd 28 i Fk E N
215 mM 247100 mM, Lk A% 30 mM £4) 70 mM, HEALIE NZ) 50 mM.,

10. MRAEACRER 1 2 9T TiFrR WA 5, L prid 25 &5 ia 6
GRaEN, Fridfagiit e PEG. MARH EDTA.

11 WEARER 1 2 10— TR KZamAaA sy, HadunTHas:

(a) £J150 mg/mL %) 200 mg/mL FIFriAHt CTGF $itdE, (b) 47 0.2 mg/mL
F£70.6 mg/mL {5 ILALES, (¢) %140 mg/mL £ £ 80 mg/mL K, A1 (d) %130 mM
22170 mM HZ IR ERZZ PR IR 294 GV pH A% 5.0 B4 6.0;

i, FridZgmaamas i Fas:

(a) #J 150 mg/mL [FFTiAFT CTGF $iik, (b) £ 0.4 mg/mL {5 1L ELEE 80, (c)
2170 mg/mL [FEEME, F1 (d) 29 50 mM [AHZIR-ELER SR ) TR A&
(1) pH A% 5.5 4] 5.7; Frid$t CTGF HifE 541 SEQ ID NO: 61 s H LA
1 SEQ ID NO: 64 Fian 25 .

12, — PR 61, Prdds THG S AR BN ESR 1 2 11 £ Sk
Mz A

13—l & R THIRI 5%, HARBEAURER 1 £ 11 PE—IUrR 241
LA WRAT VR R TR P IR

14, — PR 617, Prf il B 2R 1% 11 e Tk 4 A
BV TG o
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15. — PRSI, BTk BV O B BRI 2R 12 8L 14 Bl (7R T4l 71
22 SV %%

ik, Bk SiEEma s

(a) £J150 mg/mL %) 200 mg/mL FIFriAHt CTGF $itdE, (b) 47 0.2 mg/mL
F£70.6 mg/mL {5 ILALES, (¢) %140 mg/mL £ £ 80 mg/mL K, A1 (d) %130 mM
22170 mM FIHRARRER M Frid 23 A AP pH N2 5.0 24 6.0;

LGt , BRSSO

(a) #J 150 mg/mL [FFTiAFT CTGF $iik, (b) £ 0.4 mg/mL KI5 1L ELEE 80, ()
£170 mg/mL FIEERE, 1 (d) 2950 mM [FZHEIR- SRR P FridZA &)
[¥) pH % 5.5 2247 5.7; Frid$i CTGF Jiui& 41 SEQ ID NO: 61 Frs i HE#E A
71 SEQ ID NO: 64 Flis 8.

16. MRAEBUFIZR 1 2 11— T M 29 AL S BN 2K 15 Frid (& %
VW HOUbKE S AR L BN RSN s v R BUL RIS AR ik
NI 5 11 75 o

17. —Fiildh, HARBELS, ZESTRAWBRER 1 £ 11 4£Trki
MBS BONESR 12 8L 14 Pridk iR BRI BUBUR 25K 15 Bk i 2358 L.

18. —FMAITETIRI S5 CTGF MRIIBIRINTTi%, Bk ik 752 E
AREMBOMER 1 £ 11 AE— BRI ZMASY . BONER 12 8L 14 Frid iR
TR BOMER 15 B (9 B REUBUORIEER 17 Bk il

Hrp g5 CTGF AHRHIBR L M ZEVEOm . il BEIR . O JIURE
BBy RFTH . CTGF MRANMIETEIERR « ShAKMRERELL . B OCIR B IE

PLietth, PriRe4ErEpomE e BRI 4ElL . BEROWTE'E R . IR L
MR . B oG R BRI . 18 PR Fr sy, BT EEAL R 2T 4EAL ;

PRidett, PrfdmiEvt 8. SRR PE AL . R4 . FLE
MR M-I NUE . G4 H2VE R . AT . B EE . 4 E
Wk RIRE . B IE e B o
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According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)

CO7K C12N A61K A61P

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

CNABS, DWPI, CNTXT, USTXT, EPTXT, WOTXT, JPTXT, CNKI, Web of Science, /7 /7EUIEI R R 45, WANFANG DATA
SEARCH SYSTEM, pubmed, baidu, patentics, Genbank, EBI, HH E LR AW R 7R 2245, China Patents Biological Sequence
Search System, STN: CTGF, £54% 41414 K FF, connective tissue growth factor, $it%, antibody, McAb, Mab, IgG, scFv, Fab,

4H S IR b 4% v, histidine-hydrochloride, B8 IIZLHE, Surfactant, SEQ ID NOs: 6-9, 16-21, 30, 34, 61, 64, 69, 70, 85

C. DOCUMENTS CONSIDERED TO BE RELEVANT
Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
PX WO 2020244540 A1 JIANGSU HENGRUI MEDICINE CO., LTD. et al.) 10 December 2020 1-18
(2020-12-10)

claims 1-15, and description, sequence list, sequences 6-9, 16-21, 30, 34, 61, 64, 69, 70,
and 85

A US 2014127224 A1 (NEFF, T. B. et al.) 08 May 2014 (2014-05-08) 1-18
entire document

A US 2004248206 Al (LIN, A. Y. et al.) 09 December 2004 (2004-12-09) 1-18
entire document

A CN 102666587 A (FIBROGEN, INC.) 12 September 2012 (2012-09-12) 1-18
entire document

A US 2012263680 A1 (MOERAE MATRIX, INC.) 18 October 2012 (2012-10-18) 1-18
entire document

A WO 2010042201 A1l (FIBROGEN, INC.) 15 April 2010 (2010-04-15) 1-18
entire document

Further documents are listed in the continuation of Box C.

See patent family annex.

Special categories of cited documents:

document defining the general state of the art which is not considered
to be of particular relevance

earlier application or patent but published on or after the international
filing date

document which may throw doubts on priority claim(s) or which is
cited to establish the publication date of another citation or other
special reason (as specified)

document referring to an oral disclosure, use, exhibition or other
means

document published prior to the international filing date but later than
the priority date claimed

“1” later document published after the international filing date or priority
date and not in conflict with the application but cited to understand the
principle or theory underlying the invention

document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive step
when the document is taken alone

* document of particular relevance; the claimed invention cannot be
considered to involve an inventive step when the document is
combined with one or more other such documents, such combination
being obvious to a person skilled in the art

document member of the same patent family

wxr

g
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14 February 2022

Date of mailing of the international search report

28 February 2022

Name and mailing address of the ISA/CN

China National Intellectual Property Administration (ISA/
CN)

No. 6, Xitucheng Road, Jimengiao, Haidian District, Beijing
100088, China

Facsimile No. (86-10)62019451
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C. DOCUMENTS CONSIDERED TO BE RELEVANT

entire document

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
A US 2014343258 A1 (ASTELLAS PHARMA INC.) 20 November 2014 (2014-11-20) 1-18
entire document
A WO 2020219868 A1 (REGENXBIO INC.) 29 October 2020 (2020-10-29) 1-18
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Box No. 1 Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the first sheet)

1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing:

a. forming part of the international application as filed:
in the form of an Annex C/ST.25 text file.

D on paper or in the form of an image file.

b. D furnished together with the international application under PCT Rule 13zer.1(a) for the purposes of international search
only in the form of an Annex C/ST.25 text file.

c. D furnished subsequent to the international filing date for the purposes of international search only:
D in the form of an Annex C/ST.25 text file (Rule 13zer.1(a)).
D on paper or in the form of an image file (Rule 13zer.1(b) and Administrative Instructions, Section 713).

2. D In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required
statements that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Form PCT/ISA/210 (continuation of first sheet) (January 2015)
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Box No. IT Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

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

1. Claims Nos.: 18

because they relate to subject matter not required to be searched by this Authority, namely:

[1] Claim 18 relates to a method for treating or preventing diseases related to CTGF, which belongs to a
subject matter defined in PCT Rule 39.1that does not warrant a search conducted by the international
searching authority: (4) a method for treatment of a human body or animal body by surgery or therapy
and a diagnostic method implemented on a human body or animal body. The international search is
made on the basis of a use in preparation of a corresponding medicine.

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

3. D Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Form PCT/ISA/210 (continuation of first sheet) (January 2015)
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A ESIR:EES

COTK 16/22(2006.01)i; C12N 15/13(2006.01)1i; CI12N
A61P 9/10(2006.01)i; A61P 9/12(2006.01)i; A61P 19
A61P 35/00(2006.01)i; A61P 1/16(2006.01)1i; A61P 3
13/12(2006.01)i; A61P 17/00(2006.01) i

IR IR £ R 4328 (TPC) B[R] i 4% 8 [ 28 7 SR TPC P i 7028

15/63(2006. 01) i; AB1K 39/395(2006. 01)1;
/02 (2006. 01) i; A61P 27/06(2006.01)1;
/10(2006.01) i; A61P 11/00(2006.01)1i; A61P

B. R

1838 A AR PR BE SRR (PR 7» R ARG M2 265)
COTK C12N AB1K AB1P

B RS TR AU 116 o 5 1 PR SR LA AR s 2R S ik

CNABS, DWPI, CNTXT, USTXT, EPTXT, WOTXT, JPTXT, C
du, patentics, Genbank, EBI, F[EEH|AEMFHIRKER
growth factor, &, antibody, McAb, Mab, IgG, s
|#4%E, Surfactant, SEQ ID NOs: 6-9, 16-21, 30, 3

7E [ P R 2 10 F TR0 ZE (BRI R A4 AR, AR ROk 3R ClnfERDD )

NKI, Web of Science, JHHIEWZR RS, pubmed, bai-
%4, STN: CTGF, ZE4FHAAK A F, connective tissue
cFv, Fab, AEMELTEZEM M, histidine-hydrochloride, %
4, 61, 64, 69, 70, 85

C. LEE s
EEe I, LER, IERMEEBRTE A= BRI E SR

PX WO 2020244540 Al (IHVEEREZRASE R AT ) 2020412 H10H (2020 - 12 - 10) 1-18
WRESR1-15, HHHPFEHRFH6-9, 16-21, 30, 34, 61, 64, 69, 70, 85
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4

A CN 102666587 A (GEHBHWERAT) 2012469 H12H (2012 - 09 - 12) 1-18
4
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Fiz BB/ REBRF S (EE1TTE. T

Lo KT EHEr B AT AT R B IRA/ SR E R 75, Erk REE T T FFRBETH) .

a. 7 B 1 ) — BB AR AR )

BHPEC/ST. 25 A PES 3

[ @repmcrmat
b [ MIEMNI152 = 1(a) (U EFRKEE B A9LLFRC/ST. 2530 A 2k 5 I o i IR 43 £
o [ tonmEprkya B e R B F 2 SR

[ wfkc/ST. o550 ATt (M3 =. 1(a))

[ @rsimscmmt (amiss =. 10) AT Emms 138

2. [ 54h, etse/406 T 2 A A BRI KT IR MBI, 3208 T 6 TS IR3s OB AR A R A1 8.5 ik
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