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[R2] FASHDIEERUBEEELE
MEN—XDWEET v 41

ERILR  ERI4R  $B~R— IL4-I4R  IL4I2EkYE ILIBICEYE
nib 1D# ICxtg 5 Cxdd RO FACS o EET BEnd Bahd
IRELISA  BlAcore®  #& ELISA  STATG ') B  STAT6 U Bk
(ECop, W) ALK, W) (ECsp M) (16, M) {E~DMAE  {L~OBEE
(1G5, M) (1Gso, M)
TR CCIAIAL  0.03 1.195E-10 0.3 1.89 0.19 0.27
%45 CCIAIAL  0.05 5.219-10  0.63 3.12 0.27 0.56
SENE 0.05 4.656E-10  0.46 2.06 0.37 0.48
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(&3] b MEC2C 1A AT E/ VR—FLABOEERTHE
BlAcore RE
mAb E FL4Ro
Ka(IMs) Kd(l/s) Kpy Stat(RU) EndRU)  #REE%
%435 C2CIAIAl  3.29E+05 <1.00E-05 <3.04E-11 67.1 65.8 -1.94%
#}762?;' E2C S GE05S  404E05  LIIE-10 40 40.4 1.00%
huC2CIATAT-VI  129E+05  <1.00E-05 <7.73E-11 439 44 0.23%
huC2C1ALAI-V2  226E+05 <l.00E-05 <4.42F-11 50.4 503 0.20%
huC2C1ALAL-V3  257E+05  <l.00E-05 <3.89E-11 48.6 483 0.62%
huC2C1A1AT-V4  4.55E+05 <1.00B-05 <2.20E-11 495 49.6 0.20%
hC2C1AIAI-VS  2.65E+06  7.50E-05  2.83E-11 65.8 64.3 -2.28%
huC2ClAIAL-VE  3.83F+05 <1.00E-05 <261F-11 509 50.6 -0.59%
hC2CIAIAL-V7  2.63F+05  <l.00E-05 <3.80E-l1 60.5 60.1 -0.66%
huC2C1ALAL-V8  2.78E+05 <l.00E-05 <3.60E-11 65.2 64.4 -1.23%
huC2C1ALAL-V9  197E+05 <l.00E-05 <5.07E-11 412 41.1 -0.24%
huC2CIAIAL-VIO  3.29F+05 <1.00E-05 <3,04F-11 64.9 63.9 -1.54%
huC2CIAIAL-VIE  330E105 <1.00E-05 <3,03F-11 54.2 53.7 0.92%
huC2C1A1AL-VI2  3.02E+05 142E-05  4.70E-11 53.1 52.1 -1.88%
huC2C1ATAIVI3  1.193EH05 <1.00E-05 <8.38E-11 364 36.7 0.82%
huC2CIATAI-VI4  153E+05 <1.00E-05 <6.54E-11 50.1 50.5 0.80%
hueC2C1ALAL-VIS  230E+05 <l.00E-05 <4.35E-11 69 69.2 0.29%
huC2C1AlAL-VI6  296E+05 <1.00E-05 <3.38E-11 47.3 47.1 -0.42%
HENE 3.33E+05  6.25E-05  1.88E-10 719 70 -2.64%

Hi#@E% = (End (R -Start (FU) ) /Start (RU)
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[F4] AT SLMe | tCurve®D/INTA—4
ProfileT#% | BE FORRE | R
Initial hold | 25°C NA 30s
Melt curve | 25-99°C | 0.1°C/s | NA
oooooad
Ooooao
[%&5-1] £ MEE/ Y O—F LA EEL R UHBESENE
w/ET vA
b k IL4Ra-his H=%44FIL IL4Ra-his
mAb D AN — 2
i 12 ELISA Biacore j)mE:FACS Biacore (K,  F#EELISA
EGy,, oM e ECy,
(ECso, nM) Ky, W (G, i) )] (ECso, NM)
£ 45 C2CIAIAL 0.05 3. 88E-10 0.33 i ] 0. 60
huG2C1ATA1-V15 0.05 4. 47E-10 0. 31 i ) 0.52
huG2C1ATAI-V14 0.06 6. 42E-10 0.39 i) 0.68
SRS 0.05 7. 46E-10 0. 40 REES 0.67
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(33) JP 2024-531353 A 2024.8.29

good
[#%&5-2] £ MEE/ 70— LD EEER VRS
BEe7vtA4 gx & ELISA HR~—2
<T—Et vk IL4Ra-his IL4-IL4Ra  BEYPE OUHZE
mAb ID#

RIfEELISA  EMTELISA EMTELISA  3BEMT FACS

Biacore (K, M

(EG:p, i) (IC;,, nM)  (1Gy, nM) (IGy, nW)

& A 5 C2C1A1A1 B#EE 0.62 2.46 0.17 0.48
huC2CT1AT1A1-V15 Ki#a 0.4 2.03 0.16 0. 50
huG2G1A1A1-V14 Ki#a 0.55 2.17 0.17 0.58
SHRME E S 1.72 1.74 0.19 0.42
gooogod
good

[&5-3] £ MEE/ JO—F RO SEER UHREEEM

MRS — ZDEEET v 2 A (16, M)

Tm (RhAZRE) °C

IL4iIckYFEEsND ILIBITKYFEERSH
STAT6 ) BRE~DFE % STAT6 Y BRE~

mAb ID#

=
=

. Tmi Tm2
DEE

F A5 G2C1ATAT
huG2G1A1A1-V15
huG2G1ATA1-V14

SENE

0.26
0.61
0.64
0.70

0.39 * *
0. 60 NA 72.0
0.73 65.5 74.0
0.84 * *
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i [L4R o Hulk

BEH FEEER

REILH

F1

175mg.~ mL

200 D RF L -15EE | 0. 4mg.~mL DR
EXFT pH5.0 JILA— | 80

50mgmL MA2 O—XR

F2

175mg.~ mL

200N DERF L -1EEE | 0. dmg.~mL DR
ERAFT pHE D vibA— k80

50mgmL MA2 O—XR

F3

175mg.~ mL

20mM D) BEF RS | 0 4mg Ml DAY
4Ly pH6. 0 ViLAs— k80

50mg~mL HAZA—A

F4

175mg.~ mL

20mM DEFEEF ~ 1) o L- | 0. 4mg mL DAY
Eelg pH6. 0 VILA— | 80

50mgmL A7 AO—A
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(35)

[5%7] BEFEHEYOSEC-UPLCEIE RS R

-~ HuFYyu s SEC-UPLC (96)
FRE R AT | A E—D
0BH 0.77 99. 02
40°C 158 1.29 97. 37
F1
40°C 2 5EfE 1.57 96. 26
40°C1~A8 2.46 93. 68
0BB 0.95 98. 84
40°C 158 1.5 98. 27
F2
40°C 2 5EfE 1.9 97. 44
40°C1~A8 2.42 96. 83
0BEB 1.35 98. 44
F2 40°C 1 =M 2.16 96. 93
40°C 2 5EfE 2.44 96. 54
0°C1~A 3.37 95. 46
0BH 1.36 08. 44
40°C 1 HEH 2.43 97. 34
F4
40°C 2 HEM 2.10 96. 35
0°C1~A 5.66 93. 45
ooooao
dodooooooobobbobbobbotoodooooooobooaoOoan
Oodooo0ooo0obdboba 000000 boO0oboo0oooobooooao
T I 0 A 0 A B R N N B O N O R A
dodoooooobobpwbbbb00dooooooobbooan
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[#8] EFMMDRES
- | ;i [LRe
&S stk BEH REFHEH RELH
50mM @
20MDERFU -1 0. 4mg.~mL @ 50mg./mL @
F5 | 150mg.“mL . BT v/
B XF o pHs. 8 RYIUNAR—F80 | RHYO—R 2o
20MDERFU -1 0. 4mg.mL @ 250mM @ | 20mM (D&
F6 | 150mg.~mL . 7
B XF o pHs. 8 R A—F 80 Jayr | FrUDL
20MDERFU -1 0. 4mg.~mL @ 50mg.~mL 0> | 250mM &> | 20mM (Di&4L
F7 | 150mg.~mL .
B XF o pHs. 8 RY)YNAR—F80 | XPO0—X | Favyy | FrUSDLA

/] L2 BET 5,

O 0Ooo0oogooo
O 0Ooo0oogooo
O 0oo0oogooo
O O odogogaog
O 0O dogogaog
O Ooogogoaog
O Ooogogoao
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Oodooogad
Ooodonoao
[#9] EFEMARMOTmE USEC-UPLCEIE# B
] n (°C) SEC-UPLC (%)
B | HoTU TR -
Tm Onset Tmi BOFRE | A4 E—4
0BH 60.0 64. 4 0. 79 98. 28
40°C 13808 x X 1.12 98. 04
F5 40°C 2 3808 x x 1.34 97. 68
40°C 15 A * x 1.59 97.27
2°8°C 1 » A x * 0. 83 98. 3
0B H 60. 0 64. 3 0. 81 98. 35
40°C 1380 X x 1.25 97.82
F6 40°C 2 38R x * 1.46 97.52
40°C 15 A * x 1.42 97. 44
2°8°C 1 # A x x 0. 86 93. 32
0BH 60. 6 65. 2 0. 76 98. 52
40°C 13809 x * 1.19 97.88
F7 40°C 2 38R x x 1.42 97.58
40°C 15 A * x 1.74 97.2
2°8°C 1 # A x x 0. 86 98. 35
% | (TFRBEFZEKT S,
Ooo0o0ogdoao
oo oo b oo oo oD oo oo o O ooodog
o000 0000000000000 DO0DO0DbODUOoU0ODUOobUoogoodg
JgodoooooooooooDooogoDoDo0goo oo oo oo oo oD oo ooDogoooad
T I I e e e I I I e e A A R B A B O A A N R
godooo0oooDooooDooooDoDo0ooooooD oo oD oo oD oo oo ogogoooad
godooogouooiboboououoo oottt oDty by oD oo obbuooao
gdoogad
Oodooao
[#10] EEMHREMOR S
ZFE | IR aE | BEE R SR ZELH
o | 15omemL 20MIDE R F 1 | 0. dng LoD 250> T | 20mNIGAE
g BERFUL pHE. 8 | AU U LAR—FE0 | Oy FEYSL
200N e A F < -18 | 0. dmg.~/mL® 350mNe 7
k9| 1o0me. 7L B ZAFTL pH. 8 | AU LA—R80 | Oy <

7] L AR 4,
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JP 2024-531353 A 2024.8.29

gbooooboooboobogoooodao
oooooooooooooooooao
goooooboooboobogogobobooao

ooooao
[F11] ERMRYIOTN #E, SECUPLCR UiCIEFAIRHER
%) e VB =l )
0E B p9. 4 63.8 [12.46 [0.89 98. 76 16.0 (/4.6 9.4
40°C TER b pe 1.29 98. 27 19.3 [/0.0 [10.7
Moc 148 * pe 1. 67 97. 17 B1.6  [59.9 8.6
F8 D78°C 1R b 3 0. 95 98. 73 “ / “
P"8°C 1x A ¢ b pe 0. 98 98. 67 18.8 [71.0 [10.2
P"8°C 34, A ¢ o pe 0. 91 98. 7 19.9 [/1.3 8.8
P"8°C 65 A ¢ o pe 1. 07 98. 58 0.7 |69.1 ]10.2
0B B 60. 4 64.7 [15.98 .77 98. 99 15.7 [74.9 9.4
40°C 1ER e pe 1. 24 98. 4 19.1 (/0.8 |10.1
Moec 148 * pe 1. 47 97. 78 33.4  [59.0 |7.6
F9 D"8°C 18/ b b 1.00 98. 66 “ / L
D"8°C 17 A [« * pe 0. 96 98. 72 0.4 [70.6 8.9
P"8°C 37 A ¢ b pe 0. 92 98. 7 19.5 [69.7 [10.8
P"8°C 67 A ¢ * pe 1.08 98. 44 0.1 [70.7 9.2
M1 FRBBEERT 5.
oooooao
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boooooooooboooooooooooao
ocoooooooooooooooodogodd
voooooooooooooodgododododd
ocooooooooooooooooodooodd
oooooao

10

20

30

40

50



(38)

goooooand

[#&12] B3|

B
Aol SEQ 1D NC.

THA, FAZEUE RE C2C1AT1A1 @ YH-GDRI
TYGMS (SEQ ID NO: 1)

TR, FATEUE kB C2C1A1AT @ VH-CDR2
TINSNGGSTSYPDSVKG (SEQ 1D NO: 2)

TR, FASKRUE ME C2CIATAT & VH-CDR3
FFRFRNAMDY (SEQ 1D NO: 3)

YA, FASRUE ML C2C1ATAT &) VL-CDR1
RTSENIYSYLA (SEQ ID NO: 4)

THAL FASRUE MEC2CIAIAL & VE-CDR2
NAKTLAE (SEQ IDNO: 3)

TR, ¥ASEUE bE C2CIATAT @ VL-CGDR3
QHYYGPPTWT (SEQ ID NO: 6)

T ARUE A S CICIAIAL O VH
EVQLVESGGGLVQPGGSLKLSCAASGFTFSTY GMSWVRQTPDKRLELVATINSNGGSTSYPDS
VKGRFTISRDNAKNTLYLQMSSLKSEDTAMFY CARFFRFRNAMDYWGQGTSVTVSS (SEQ ID
NO: 7

vrbx) C2CIATAT O VH
GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCTTAGTGCAGCCTGCGAGGGTCCCTGAAACTC
TCCTGTGCAGCCTCTGGATTCACTTTCAGTACTTATGGCATGTCTTGGGTTCGCCAGACTCC
AGACAAGAGGCTGGAGTTGGTCGCAACCATTAATAGTAATGGTGGTAGTACCAGTTATCCA
GACAGTGTGAAGGGCCGATTCACCATCTCCAGAGACAATGCCAAGAACACCCTGTACCTGC
AAATGAGCAGTCTGAAGTCTGAGGACACAGCCATGTTTITACTGTGCAAGATTTTTCCGCTTT
AGGAATGCTATGGACTACTGGGGTCAAGGAACCTCAGTCACCGTCTCCTCA (SEQ 1D NO-:
17)

# A5 C2CIATAL o VH
GAGGTGCAGCTGGTGGAGAGCGGCGGCGGACTGGTGCAGCCTGGAGGATCCCTGAAGCTG
TCCTGCGCCGCCTCCGGCTTCACCTTCTCCACATACGGCATGTCCTGGGTGAGACAGACCCC
TGATAAGAGACTGGAGCTGGTGGCCACCATCAACAGCAACGGCOGCAGCACCAGCTACCC
CGACAGCGTGAAGGGCAGATTCACCATCTCCAGAGACAACGCCAAGAACACCCTGTACCT
GCAGATGTCCAGCCTGAAGAGCGAGGATACAGCCATGTTCTACTGTGCCAGGTTCTTTAGG
TTCAGAAATGCCATGGACTACTGGGGCCAGGGCACCTCCGTGACAGTGAGCAGC (SEQ 1D
NO: 18)

huG2G1ATAT-V1 ~huG2G1ATAT-V4 @D VH
EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYGMSWVRQAPGKGLVX VX TINSNGGSTSYPD
SVKGRFTISRDNAKNTLYLOQMNSLRAEDTAVYYCARFFRFRNAMDYWGQGTLVTVSS (SEQ
ID NO: 8) Xi=W, X>=§
EVOLVESGGGLVOQPGGSLRLSCAASGFTFSTYGMSWVRQAPGKGLVWVSTINSNGGSTSYPDS
VKGRFTISRDNAKNTLYLOMNSLRAEDTAVYYCARFFRFRNAMDYWGQGTLVTVSS

huGC2CT1ATAT-¥5~huG2C1ATAT-VE O VH
EVOLVESGGGLVQPGGSLRLSCAASGFTFSTYGMSWVRQSPDKRLEWVSTINSNGGSTSYPDS
VKGRFTISRDNAKNTLYLOQMRSLRAEDTAVY YCARFFRFRNAMDYWGQGTLVTVSS (SEQ [D
NO: 9)

huGZ2CTATAI-VI~huC2CIATAT-VIZ @D ¥H
EVOLVESGGGLVOPGGSLRLSCAASGFTFSTYGMSWVROAPGKGLVX VX;TINSNGGSTSYPD
SVKGRFTISRDNAKNTLYLQMNSLRAEDTAVYYCARFFRFRNAMDYWGQGTLVTVSS  (SEQ
IDNO: 8) Xg=L, Xo=A
EVQLVESGGGLVQPGGSLRLSCAASGFTESTYGMSWVROQAPGKGLVLVATINSNGGSTSYPDS
VEKGRFTISRDNAKNTLYLOMNSLRAEDTAVYYCARFFRFRNAMDYWGQGTLVTVSS

huC2CTATAT-V13~huC2CTATAI-VI6 D VH
EVOLVESGGGLVQPGGSLRLSCAASGFTFSTYGMSWVRQAPGKGLVX (VX TINSNGGSTSYPD
SVKGRFTISRDNAKNTLYLOQMNSLRAEDTAVYYCARFFRFRNAMDYWGQGTLVTVSS  (SEQ
IDNO: 8) Xi=W, X:=A
EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYGMSWVROQAPGKGLVWVYATINSNGGSTSYPDS
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VKGRFTISRDNAKNTLYLQMNSLRAEDTAVYYCARFFRFRNAMDYWGQGTLVTVSS
GAGGTGCAGCTGGTGGAGTCCGGAGGAGGACTGGTGCAGCCCGGCGGCTCTCTGAGACTG
AGCTGCGCTGCCTCCGGCTTCACCTTTAGCACCTACGGCATGAGCTGGGTGAGACAAGCCC
CCGGCAAAGGACTGGTGTGGGTGGCTACCATCAACAGCAACGGCGGCTCCACAAGCTACC
CCGACAGCGTGAAGGGAAGATTCACCATCTCTAGAGACAACGCCAAGAACACACTGTATC
TGCAGATGAACTCTCTGAGAGCCGAAGACACCGCTGTGTACTACTGCGCTAGATTCTTTAG
ATTTAGAAACGCCATGGACTACTGGGGCCAAGGCACACTGGTGACAGTGTCCTCC (SEQ ID
NO: 19)

TYARUE A S G2CIAIA1 D VL
DIQMTQSPASLSASVGETVTITCRTSENIYSYLAWYQQKQGKSPQFLVYNAKTLAEGVPSRFSG
SGSGTQFSLNINSLQSEDFGSYYCQHYYGPPTWTFGGGTKLEIK (SEQ ID NO: 10)

<R C2CIAIAT D VL
GACATCCAGATGACTCAGTCTCCAGCCTCCCTATCTGCATCTGTGGGAGAAACTGTCACCA
TCACATGTCGAACAAGTGAGAATATTTACAGTTATTTAGCATGGTATCAGCAGAAACAGGG
AAAATCTCCTCAGTTCCTGGTCTATAATGCAAAAACCTTAGCAGAAGGTGTGCCATCAAGG
TTCAGTGGCAGTGGATCAGGCACACAGTTTTCTCTGAATATCAACAGCCTGCAGTCTGAAG
ATTTTGGGAGTTATTACTGTCAACATTATTATGGTCCTCCCACGTGGACGTTCGGTGGAGGC
ACCAAGCTGGAAATCAAA (SEQ ID NO: 20)

£ A5 C2CIAIAT D VL
GACATCCAGATGACACAGAGCCCCGCCAGCCTGTCCGCCTCCGTTGGAGAGACCGTGACCA
TCACCTGTAGGACCTCCGAGAATATCTACAGCTACCTGGCCTGGTATCAACAGAAGCAGGG
CAAGTCCCCTCAGTTTCTGGTGTACAACGCCAAGACCCTGGCCGAGGGCGTGCCCTCTAGG
TTCTCCGGCTCCGGCAGCGGCACCCAGTTCAGCCTGAATATCAACAGCCTGCAGAGCGAGG
ACTTTGGCAGCTACTACTGTCAGCACTACTACGGCCCTCCCACCTGGACATTTGGCGGCGG
CACAAAGCTGGAGATCAAG (SEQ ID NO: 21)

huG2G1ATAT-V1, huC2G1ATA1-V5, huC2C1ATA1-V9 BT huG2C1ATAT-VI3 @ VL
DIQMTQSPSSLSASVGDRVTITCRTSENIYSYLAWYQQKPGKAPKX,;LX,; YNAKTLAEGVPSRFS
GSGSGTDFTLTISSLQPEDFATYYCQHY YGPPTWTFGQGTKVEIK (SEQ ID NO: 11) X,=L, X5=I
DIQMTQSPSSLSASVGDRVTITCRTSENIYSYLAWYQQKPGKAPKLLIYNAKTLAEGVPSRFSGS
GSGTDFTLTISSLQPEDFATYYCQHYYGPPTWTFGQGTKVEIK

huC2G1ATA1-Y2, huC2C1ATA1-V6. huC2C1ATA1-V10 B TF huC2C1ATA1-VI4 @ VL
DIQMTQSPSSLSASVGQRVTITCRTSENIYSYLAWYQQKQGKPPRFLIYNAKTLAEGVPSRFSGS
GSGTEFTLTITSLQAEDFGVYYCQHYYGPPTWTFGPGTKLEIK (SEQ ID NO: 12)

huG2G1ATA1-V3, huC2C1ATAT-V7, huC2CIATAT-VI1 R UF huC2CTATA1-VIS &) VL
DIQMTQSPSSLSASVGDRVTITCRTSENIYSYLAWYQQKPGKAPKX,LX, YNAKTLAEGVPSRFS
GSGSGTDFTLTISSLQPEDFATYYCQHY YGPPTWTFGQGTKVEIK (SEQ ID NO: 11) X,=F, X>=V
DIQMTQSPSSLSASVGDRVTITCRTSENIYSYLAWYQQKPGKAPKFLVYNAKTLAEGVPSRFSG
SGSGTDFTLTISSLQPEDFATYYCQHYYGPPTWTFGQGTKVEIK
GACATCCAGATGACCCAGAGCCCTAGCTCTCTGAGCGCTTCCGTGGGAGATAGAGTGACCA
TCACATGCAGAACCTCCGAGAACATCTACAGCTATCTGGCTTGGTATCAGCAGAAGCCCGG
CAAGGCCCCCAAGTTCCTGGTGTACAACGCCAAGACACTGGCTGAGGGCGTGCCTAGCAG
ATTCAGCGGCTCCGGCAGCGGCACAGACTTTACACTGACAATCAGCTCTCTGCAACCCGAG
GACTTCGCCACCTACTACTGCCAGCACTACTATGGCCCCCCTACATGGACCTTTGGCCAAG
GCACCAAGGTGGAGATCAAG (SEQID NO: 22)

huC2C1ATA1-V4, huC2C1ATAI-V8, huC2C1ATAT-V12 B TF huC2CTATAT-VI6 D VL
DIQMTQSPSSLSASVGDRVTITCRTSENIYSYLAWYQQKPGKAPKX,LX, YNAKTLAEGVPSRFS
GSGSGTDFTLTISSLQPEDFATYYCQHYYGPPTWTFGQGTKVEIK (SEQ ID NO: 11) X,=F, X>=I
DIQMTQSPSSLSASVGDRVTITCRTSENIYSYLAWYQQKPGKAPKFLIYNAKTLAEGVPSRFSGS
GSGTDFTLTISSLQPEDFATYYCQHYYGPPTWTFGQGTKVEIK

FASRUE MEBUADEHE T RS
ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSL
SSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDT
LMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQD
WLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSD
TAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQ
KSLSLSLGK (SEQ ID NO: 13)
GCCAGCACAAAGGGCCCTTCCGTGTTTCCCCTGGCCCCCTGCAGCAGGAGCACCTCTGAGT
CCACCGCCGCCCTGGGCTGTCTGGTGAAGGACTACTTTCCCGAGCCCGTGACCGTGAGCTG
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GAATTCCGGCGCCCTGACATCCGGCGTGCACACCTTCCCCGCCGTGCTGCAGTCCTCCGGC
CTGTACAGCCTGAGCTCCGTGGTGACAGTGCCTTCCTCCTCCCTGGGCACCAAGACCTACA
CATGTAATGTGGATCACAAGCCCAGCAACACAAAGGTGGATAAGAGAGTGGAGTCCAAGT
ACGGCCCTCCTTGCCCTCCCTGTCCTGCCCCAGAGTTCCTGGGCGGCCCCTCTGTGTTCCTG
TTCCCCCCTAAGCCCAAGGACACACTGATGATCTCCAGGACCCCTGAGGTGACCTGCGTGG
TGGTGGACGTGAGCCAGGAGGACCCTGAGGTGCAGTTCAATTGGTACGTGGATGGCGTGG
AGGTGCACAATGCCAAGACAAAGCCCAGAGAGGAGCAGTTTAATTCCACATACAGGGTGG
TGTCCGTGCTGACCGTGCTGCACCAGGATTGGCTGAACGGCAAGGAGTACAAGTGTAAGGT
GAGCAACAAGGGCCTGCCTTCCTCCATCGAGAAGACAATCAGCAAGGCCAAGGGCCAGCC
TAGGGAGCCCCAGGTGTACACACTGCCTCCCAGCCAGGAGGAGATGACCAAGAACCAGGT
GAGCCTGACCTGCCTGGTGAAGGGCTTCTACCCTAGCGACATCGCCGTGGAGTGGGAGTCC
AACGGCCAGCCCGAGAATAACTACAAGACAACACCCCCCGTGCTGGATTCCGATGGCAGC
TTCTTTCTGTACTCCAGGCTGACCGTGGATAAGAGCAGGTGGCAGGAGGGCAATGTGTTCA
GCTGCTCCGTGATGCACGAGGCCCTGCACAATCACTACACCCAGAAGAGCCTGTCCCTGAG
CCTGGGCAAGTGA (SEQ ID NO: 23)

FASRUE MebROBEHEFHE
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKD
STYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC* (SEQ ID NO: 14)
CGTACGGTGGCGGCGCCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCTGG
AACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGG
AAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGC
AAGGACAGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAGAAA
CACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTCACAAAGAGCT
TCAACAGGGGAGAGTGTTGA (SEQ ID NO: 24)

t FIL4Ra-his
MGWLCSGLLFPVSCLVLLQVASSGNMKVLQEPTCVSDYMSISTCEWKMNGPTNCSTELRLLY
QLVFLLSEAHTCIPENNGGAGCVCHLLMDDVVSADNYTLDLWAGQQLLWKGSFKPSEHVKPR
APGNLTVHTNVSDTLLLTWSNPYPPDNYLYNHLTYAVNIWSENDPADFRIYNVTYLEPSLRIAA
STLKSGISYRARVRAWAQCYNTTWSEWSPSTKWHNSYREPFEQHHHHHHHHHHH (SEQ ID
NO: 15)

v—%t v FIL4Ra-his
MGWLCSGLLFPVSYLVLLQVAGSGSMKVLQEPTCVSDYISLSTCEWKMGGPTNCSAELRLVY
QLVFLISETNMCVPENNGAAGCVCHLFMEDMVGADNYTLDLWAGQQLLWKGSFKPSEHVKP
KAPENLTVYTNVSETLLLTWSNPYPPDNYLYEKLTYAVNIWNENDPTDSRIYDVTYQEPTLRIA
ASTLKSGVSYRARVRAWAQSYNSTWSEWSPSTKWYNAYKEPFEKHHHHHHHHHHH (SEQ ID
NO: 16)
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INTERNATIONAL SEARCH REPORT International application No.
PCT/CN2022/114652

A, CLASSIFICATION OF SUBJECT MATTER

AB1K 39/395(2006.01)i; COTK 16/24(2006.01); A61K 38/17(2006.01); CO7K 16/28(2006.01)i; A61P 35/00{2006.01)i;
AB1P 37/00(2006.01)

According to International Patent Classification (IPC) or to both national classification and IPC
B. FIELDS SEARCHED

Minimum documentation searched (clagsification system followed by classification symbols)
A61K, COTK, AGIP

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 wsed)

CNTXT, WPABS, WPABSC, ENTXT, ENTXTC, DWPL, VEN, CIFD, CNKI, PUBMED, ELSVIER, /1.5, WANFANG,
B EZAHE R, BAIDU SCHOLAR SEARCH, Genbank, T [E % ML 7|38 B4R, Chinese Patent Biological Sequence
Retrieval System: B30, B9, S8 Whafl), JETOHEEEA, BER, C2C1A1A1, IL4Re, IL<4R, monoclonal antibody, mAb, tumer,
cancer, buffer, surfactant, stabilizer, % SEQ ID NOs: 1-14}15F[#2R, Sequence Search for SEQ I NQs: 1-14

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
PX WO 2021170020 Al (CHIA TAT TIANQING PHARMACEUTICAL GROUP CO_, LTD.) 02 1-15
September 2021 (2021-0%-02)
claims 1-20
X CN 108409860 A (SHANGHAI MABGEEK BIOTECHNOLOGY CO., LTD.) 17 August 1,6-13,15

2018 (2018-08-17)
see claims 9 and 10, and description, paragraph [0045]

Y CN 108409860 A (SHANGHAI MABGEEK BIOTECHNOLOGY CO., LTD.) 17 August s
2018 (2018-08-17)
see claims 9 and 10, and description, paragraph [0045]

X CN 101600456 A (WYETH LLC.) 09 December 2000 (2009-12-09) 1,6-15
see claims 15, 16, and 21, and description, p. 74, paragraph 4, p. 76, paragraph 1, and p.
77, the last parapraph

Y CN 101600456 A (WYETH LLC.) 09 December 2009 (2009-12-09) 5
see claims 13, 16, and 21, and description, p. 74, paragraph 4, p. 76, paragraph 1, and p.
77, the last paragraph

Further documents are listed in the continuation of Box C. See patent family annex.

#  Special categories of cited documents: «T later document published after the intemational filing date or priority
«p» document defining the general state of the art which is not considered date and not in conflict with the application but cited o understand the
1o be of particular relevance principle or theery underlying the invention
«g earlier application or patent but published on or after the international  “X document of particular relevance; the claimed inventicn cannot be
filing date considered novel or cannot be considered to invol ve an inventive step
«L document which may throw doubts en priority claim(s) or which is when the decument is taken alone
cited to establish the publication date of ancther citation or other <y document of particular relevance; the claimed invention cannot be
special reason (as specified) i e considered to invelve an inventive step when the document is
«gr document referring to an oral disclosure, use, exhibition or other combined with one or more other such documents, such combination
E:ms Hidhed the | il date but loter thas being obvicus to a person skilled in the art
pe cument i ior to the international filing date but wgn .
e p]iurits?udale claixd 2 %" document member of the same patent family
Date of the actual complation of the intarnational search Date of mailing of the international search report
14 November 2022 30 November 2022
Name and mailing address of the ISA/CN Autharized officer
China National Intellectnal Property Administration (ISA/
CN}
No. 6, Xitncheng Road, Jimengiao, Haidian District, Bejjing
100088, China
Facsimile No, (86-10)62019451 Telephone No.
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Y CN 111961651 A (BEINING ITADEHE CELL THERAPY TECHNOLOGY CO., LTD.) 20 3
November 2020 (2020-11-20)

see claim 3, and sequence table, SEQ ID NO: 16

A WO 2010053751 Al (REGENERON PHARMA et al.) 14 May 2010 (2010-05-14) 1-15
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Box No. L Nucleotide and/or amino acid sequence(s) (Continuation of item L.c of the first sheet)

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

a forming part of the international application as filed:
in the form of an Annex C/5T.25 text file.

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

b. D fornished together with the intemnational application under PCT Rule 13ter.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 13z¢r.1(b) and Administrative hstructions, Section 713).

2, D b 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 furnisbed.

3. Additional comments:

[1] The actually submitted sequence table is an XML file in Standard ST.26.
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Box No. IL Ohservalions where certain claims were fonnd unsearchable (Continnation of item 2 of first sheet)

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

1. Claims Nos.: 13-15
becanse they relate to subject matter not required to be searched by this Authority, namely:

[1] Cleims 13-15 relate to a method for treating diseases or a method for reducing signal transduction or
immune rasponses in a subject, both comprising the step of administering a drug to the subject, being
both treatment metheds for treating 2 human body, and belonging to the snbject matter as defined in
PCT Rule 39.1(iv) that does not warrant a search conducted by the international searching authority.
A search was conducted on the basis that ¢laims 13-135 are reasonably expected as pharmacentical
use claims, i.e., the subject matter therecf is reasonably expected as "a use of the pharmaceutical
composition according to any one of claims 1-11 or the Ivophilized preparation according to claim 12
in the preparation of a drug for treating allergic diseases associated with excess IL4 and/or TL13 signal
transduction in a subject”, "a use of the pharmaceutical composition according to any cne of claims
1-11 or the lyophilized preparation according to claim 12 in the preparation of a drug for treating
tumors associated with increased STAT6 activation in a subject”, and "a use of the pharmaceutical
composition according to any one of claims 1-11 or the lyophilized preparation according to claim
12 in the preparation of a preparation for reducing IL4 and/or IL13 signal transduction in a subject or
reducing type 2 immune responses in a subject".

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

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

AGIK 38/395(2006. 01)i; COTK 16/24(2006.01)i; AGIK 38/17(2006.01)i; COTK 16/28(2006.01}i; AGIP
35/00(2008. 01}1; A61P 37/00(2006.01)1

IR [ o 5 532K (TPC) B35 [ It 4% L H 5 Ay A IPC R B 4 288

B. okt

R AR IR BT IR R ARG RS
AG1K, COPK, A61P

AR R F R KPR R LA R ER SO

TEE R R B 0 B T EGE T (HR BT, AR RRE (iR )

CNTXT, WPABS, WPABSC, ENTXT, ENTXTC, DWPT, VEN, CIFD, CNK1, PUBMED, ELSVIER, 5, AESEAER,  Genbank, PEEH]

EMFEFEERSE B, bE, Srdl, RESHE B, 20141A1, IL-4Ra, TL-4R, monoclonal antibody,
wAb, tumor, eancer, buffer, surfactant, stabilizer, %}SEQ ID NOs: 1-14ff]BF#®

c.  MxRXH

e SIS, MEMN, JRHEHAEREE LEE TS
PX WO 2021170020 Al (CHTA TAI TIANQING PHARMACEUTICAL GROUP CO LTD) 20214E9H2 1-15
H (2021 - 09 - 02)
A E e 1-20
X CN 108409860 A (L= dEdmRERAE) 201848 H17H (2018 - 08 - 17) 1, 6-13, 15
2 AREKS, 10, FHAEEFE 004515
¥ CN 108409860 A (Eizif EHERERAF) 2018587170 (2018 -08 - 1T 5
2 ALRERY, 10, HAEIH 004515
X CN 101600456 A (FRIGZAF]) 2009412 H9H (2009 - 12 - 09} 1, 615
HIARESRLS, 16, 21, REIBETATER. S6HE IR, ETTARE
Y CN 101600456 A (FIRZAF) 20094£12 H9H (2009 - 12 - 09} 5
#IARERL, 16, 21, RAPEIRSEE. B6HEIR. FTTHRE
¥ CN 111961651 A (EREEMARMTHATR AT 202056117200 {2020 - 11 - 5
200
2 IARRERS, FFFEHSEQ ID NO:16
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%Aﬁﬂs@ﬁﬁ%ﬂm eI R 2 rers
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EiFteg Lhrsm i B il ot ot e iR S o )
20224E11 H14H 20224E11 H30H
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