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The present disclosure relates to anti-IL-27 antibodies, and antigen-binding portions thereof. The
disclosure also relates to methods for treating or ameliorating one or more symptoms of a disease, such as
cancer, by administering the antibodies or antigen-binding portion thereof. The disclosure also relates to
methods for detecting IL-27 in, for example, a subject or a sample.
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The present disclosure relates to anti-IL-27 antibodies, and antigen-binding portions
thereof. The disclosure also relates to methods for treating or ameliorating one or more
symptoms of a disease, such as cancer, by administering the antibodies or antigen-binding
portion thereof. The disclosure also relates to methods for detecting IL.-27 in, for example, a

subject or a sample.
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[0001)] A m EREE EAGRANFAGIL-27TEREE
LM E A EHRBING AR TEGRBENREE £
IL-27H G IL-27E 5 E 2 R E FEEHEBRY (Fla - 51
fe o~ iR R EHEBEOY) -

[ o AT 5 ig ]

[0002] T E2K > MK ZBERHERE LG R E
BERKk#REZERERE BERETFLEANERE
FEEEM I RATARNFEEREERBE T REBE AL
FEoHb REAE FEOTHR EWMEKE AR
{5 40 B - AT B W B OE R UE M L A R T R 2
A RER - BERS RN RECEBMERR DR TS E % EA
HE &8k Bl S R Br & M BE B (Chen & Mellman,(2013)/mmunity
39(1):1-10) - BEFHLBRETEE B EKE - B EMER
MEECHSE R R A g mE > HEM
= OEH B OB Z % & Kk % B (Motz & Coukos,(2013)
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Immunity39(1):61-730) « & F » BE ZHEFEHGFMH
EEREHEGERG RANFIEBERERIE  RMEHXERE
W e % ok BR % 5 &% {8 (Hanahan and Weinberg(2011)Cell
144(5):646-674)

[0003] IL-27 B 2 " RMAE /> F » H i W (# oo B
fir (EBI3 B IL-27p28)4H hk o IL-274F 45 #E [ BIIL-12 & IL-6 41
T EZEXRIEHEMEB - IL-2748 & 2 01 IL-27Ra(WSX1) K&
gpl30gEpl v 2B _E R RBHEHZZEXRKNEERKE
B vl EEEBSTATI K STATI R M EEHREE - &
S RIL-27TR B K el EAmE sz > H&L&FEHIL-12
T [A 42 F H 2K L & CDA+THH AT 3 JE - T#H By (Th) 140 A 7o (G
FIFN-yE 4 - BB s R H - IL-27TH A & 5 £ % 3 & 2
fe  MEBAYVERBERMERNERE Y » 98 20(E X N8
RAIERM - IL-277 e BB 8) AN AR P AEREFHEG 2 F
CRBE CEZFEogFHURELERBANIFERERIE 2RI £ &L
(Fabbi% A ,(2017)Mediators Inflamm 3958069. 201742 A 1
M 4 b & i doi:10.1155/2017/3958069 » R Hth 1 & ~ £ #
SCRR) -

[0004])] B ELBEEREFERERE T EHNGEG 7 HKRE
B HENAFTERNNEEKEHEREE ZHEVA NE L -

[#HAE]

[0005] A i@ EREEEH 2> HENR

IL2THREME 2Bl TR XD ERERER Z I
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FREZ © (DHE K SEQ ID NO © 2(IL-27p28).” iz 7 ik 3
256 (IHHFEF SEQ ID NO : 2(IL-27p28) FFE F 142 %
164 > (iR ZF - f£F—SBEEF - IR ETE
e o EMNE S 28 S SEQ ID NO: 2(IL-27p28) X
GIn37 ~ Leu38 ~ Glu42 -~ Glud46 ~ Val49 ~ Ser50 ~ Leu53 -
Lys56 ~ Leuld42 ~ Aspl43 ~ Argld45 ~ Aspld6 ~ Leuld7 -
Argl49 ~ Hisl150 ~ Argl52 ~ Phel53 ~ Leul56 ~ Alal57 -
Gly159 ~ Phel60 ~ Asnl61 ~ Leul62 ~ Prol63s Glul64r ~
— B E R B TR R E & e

[0006] f£f —sEfEixd  ABLREZLHEBHREGFREG
Sy E BE Mg S E B A& SEQ ID NO: 2(IL-27p28) .~
Aspld6 ~ Argld9 K /2¢ Phel53 2 fi [R 1A E £ - £ — HRE K
o R REE R E — 2 8 & SEQ ID NO: 2(IL-27p28)
His150 k& /¢ Leul56 « ff — S K F » JLE A E A #E —F
&2 SEQ ID NO: 2(IL-27p28). GIn37 ~ Leu38 - Glu42 -~
Leuld2 ¢ /8¢ Glul64 - £ — s G of - i JRRE A& —F
42 SEQ ID NO: 2(IL-27p28) Glud6 ~ Vald9 ~ Ser50 f% /5
Leul62 o ff — BB J > R A E & & —F & & SEQ 1D
NO: 2(IL-27p28) 2 Leu53 -~ Lys56 ~ Aspl43 -~ Argl4s -
Leul47 ~ Argl52 -~ Alal57 ~ Glyl59 ~ Phel60 -~ Asnlé61 &
Prol63 2 — 54 % {lf Bz A B -

[0007]) £ — & RE&EF » A REZIRENEG RS
EEH R EME S 2 M SEQ ID NO: 2(IL-27p28)~2 GIn37 »
Leu38 -~ Glu42 -~ Glud46 -~ Vald9 -~ Ser50 -~ Leul4d2
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Aspl46 -~ Argld9 ~ Hisl50 ~ Phel53 ~ Leul56 ~ Leul62 &
Glul642H p s B A E i H el Z LR A E & -

[0008]) £ — &K F » A REZI NG HEE
EW R EMYME S 2 A SEQ ID NO: 2(IL-27p28) 2 GIn37 -
Leu38 ~ Glu42 ~ Glud46 -~ Vald9 -~ Ser50 ~ Leu53 ~ Lys56 -
Leul42 ~ Aspl43 ~ Argld5 ~ Aspl46 ~ Leuld7 ~ Argl49 -
His150 ~ Argl52 ~ Phel53 -~ Leul56 -~ Alal57 ~ Glyl59 -
Phel60 ~ Asnl61 ~ Leul62 ~ Prol63 K Glul644f gk 2 & A |
i sH B 2 B R R E &

[0009]) A H fL &R » R E M4 & £ 8 & SEQ ID
NO: 2(IL-27p28) 2 GIn37 -~ Leu38 - Glu42 -~ Glu46
Val49 ~ Ser50 ~ Leu53 ~ Lys56 ~ Leuld42 -~ Aspl43
Argld5 ~ Aspld6 ~ Leuld7 -~ Argld9 ~ Hisl50 -~ Argl52 -
Phel53 ~ Leul56 ~ Alal57 ~ Glyl59 -~ Phel60 -~ Asnl6l -
Leul62 ~ Prol63 K Glulodr ~» — 8 % ([ g E B 2 i [ £ E
EfERENEE s oA B8RO THKZELZ
=R B H CDR ¢ (i)5 B LLSEQ ID NO : 9~ 10 11 i ~ &
## CDR1 ~ CDR2 K CDR3fF 45 » K43 sl LASEQ ID NO @ 17 -
18K 19 #ft 2 & $# CDR1 - CDR2 FE CDR3FE ¥l 5 (ii)45 B LA
SEQ ID NO : 32K 33 it » EE @ CDR1 ~ CDR2 K CDR3
P Al > ko3 Bl LLSEQ ID NO & 39 ~ 40 f 41 Bf #it 2 ¥ g8
CDR1 ~ CDR2 K CDR3F %I ; (iii)4r Al LLSEQ ID NO : 53 -
54 K 550 gt 2 %= $# CDR1 ~ CDR2 };, CDR3F %] » K 43 H EA
SEQ ID NO : 61 ~ 62K 63 #it ~ #& ## CDR1 ~ CDR2 Kz CDR3
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Fe 5 5 (iv)gr Bl A SEQ ID NO = 75 ~ 76 & 77 it 2 =
CDR1 ~ CDR2 K CDR3FF 4 » K73y A LA SEQ ID NO : 83 - 84
% 85 it 2 ¥ $# CDR1 -~ CDR2 B CDR3 5 %1 : (v) 4% Bl L
SEQ ID NO : 97 -~ 98 % 99 #t > &= $# CDR1 - CDR2 & CDR3
Fe %l > k3 Al BLSEQ ID NO & 105 ~ 106 K 107 [ it 2 % 5
CDR1 - CDR2 F; CDR3F¢ %] ; = (vi)4r Bl L SEQ ID NO :
119 ~ 120 % 121F# 4t > = $# CDR1 - CDR2 CDR3F % » &
4 B LLSEQ ID NO @ 127 ~ 128 & 129 #f > & $# CDR1 -~
CDR2F, CDR3F %] o

[o010])] fEHMBEEF HREMEEG 2 E & SEQ ID
NO: 2(IL-27p28) > Gln37 - Leu38 - Glu42 - Glu46
Val49 - Ser50 -~ Leu53 - Lys56 -~ Leuld42 - Aspl43
Argl45 -~ Aspl46 ~ Leuld7 - Argl49 -~ Hisl50 ~ Argl52 -
Phel53 ~ Leul56 - Alal57 ~ Glyl159 - Phel60 - Asnl61 -
Leul62 ~ Prol63 & Glulé6d4r » — =0 % (i Bz B BE 2 §i [/ Ok &
ENERENEE S s A28 M MU THEKZEZ
B B CDR (1) Al ZLSEQ ID NO & 12 ~ 13k 145 it 2
B § CDR1 ~ CDR2 X CDR3F %] » K 43 5] LL SEQ ID NO :

< 21 R 220 it > & $ CDR1 -~ CDR2 K CDR3F %] 5 (ii)%y
Bl LLSEQ ID NO : ~ 35K 36 it 2 & # CDR1 - CDR2 F
CDR3FF 4 » F o3 5l ASEQ ID NO v A3 R AATR AL 2 EE 5
CDR1 - CDR2J CDR3F % ;5 (iii)4y R LLSEQ ID NO : 56 -
57K 58 4t 2 & $# CDR1 ~ CDR2 & CDR3F %l » K& 4% B L
SEQ ID NO : ~ 65 66 it 2 & $# CDR1 - CDR2 K CDR3
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Fe Al 5 (iv)gr B BLSEQ ID NO & 78 ~ 79 K 80 #it 2 =
CDR1 ~ CDR2 K CDR3FF 4 » K73 Al LA SEQ ID NO : 86 ~ 87
Fe 88 P it ~ # g CDR1 ~ CDR2 Jt CDR3FF 41l 5 (v) 7 Kl LA
SEQ ID NO : 100 -~ 101 & 102 #ft > & $ CDR1 - CDR2 &
CDR3FE ] > K4 Bl LLSEQ ID NO : 108 ~ 109K 110 it
& p CDR1 -~ CDR2 & CDR3 F %l 5 = (vi)4r Bl L SEQ 1D
NO : 122 ~ 123 K 124 #t > &= $ CDR1 - CDR2 K CDR3 ¥
I > J o5 Al BLSEQ ID NO : 130 ~ 131 ¢ 132 #it 2 B g
CDR1 - CDR2F CDR3FE % -

[0011]) fE—&EF iR HNFESE s » 2 H
% CDR1 X {1 N-GFTF[S/A/R][S/R][T/Y][G/S]-C(SEQ 1ID
NO: 144)4H gk H /3¢ & $ CDR2 R [ N-ISSS[S/G][S/A]YI-
C(SEQ ID NO: 146)8H pk » fF — LR F - fife = H i JR 4
& 8 4y 2 B $ CDRI1F I N-FTF[S/A/R][S/R][T/Y][G/S]MN-
C(SEQ ID NO: 148)%H 5k H /5¢ &= # CDR2K H N-
[G/S]ISSS[S/G][S/A]YI[L/Y]YADSVKG-C(SEQ ID NO: 149)
H A -

[oo12) fFHMEEYF  HEMUME S EH8 &SEQ ID
NO: 2(IL-27p28) > GIn37 - Leu38 - Glu42 -~ Glu46
Val49 ~ Ser50 ~ Leu53 ~ Lys56 ~ Leuld42 -~ Aspl43
Argld5 ~ Aspld6 ~ Leuld7 -~ Argld9 ~ Hisl50 -~ Argl52 -
Phel53 ~ Leul56 ~ Alal57 ~ Glyl159 -~ Phel60 ~ Asnlé61 -
Leul62 ~ Prol63 K Glul6dd > — K L (HA R ER Z H R 1 E
ENEERHENIEEaT 2 A8 S ¢ ()HAN-GFTFXXXX-
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C(SEQ ID NO: 145)4H gk 2 = # CDR1 - [ N-ISSSXXYI-
C(SEQ ID NO: 147)#H 5k ~ E # CDR2 ) LA SEQ ID NO : 121
P it -~ = # CDR3F %] 5 K4 BILLSEQ ID NO : 127 ~ 128}
129 f# #ft > # $% CDR1 - CDR2 K CDR3 5 %l ; =% (ii) i1 N-
FTFXXXXMN-C(SEQ ID NO: 150)4H pk > &= $# CDR1 ~ 1 N-
XISSSXXYIXYADSVKG-C(SEQ ID NO: 151)4H gk 2 =
CDR2K LLSEQ ID NO : 124 it > &E $# CDR3IF 5 :+ & 4 7l
PLSEQ ID NO : 130~ 131 132p# #ft 2 #& $ CDR1 ~ CDR2 K
CDR3F %1 -

[0013]) fF—HEEF  HEMUE S EHEESEQ ID
NO: 2(IL-27p28) > GIn37 - Leu38 - Glu42 -~ Glu46
Val49 ~ Ser50 ~ Leu53 ~ Lys56 ~ Leuld42 -~ Aspl43
Argld5 ~ Aspld6 ~ Leuld7 -~ Argld9 ~ Hisl50 -~ Argl52 -
Phel53 ~ Leul56 ~ Alal57 ~ Glyl159 -~ Phel60 ~ Asnlé61 -
Leul62 ~ Prol63 F Glul6d r — 8 % {# it B B > 1 R B & &
M ERNERESE WSS BEE © B N-GFTFXXXX-
C(SEQ ID NO: 145)%H gl =~ &= # CDR1 ~ ] N-IXXXXXXX-
C(SEQ ID NO: 152)4H % 2 & $ CDR2 K I N-AR[X]n-6.15sDX-
C(SEQ ID NO: 153)4H plt 2 = # CDR3 7 51 5 K v Hll i1 N-
QS[X]u=1-38S[X]n-0.4Y-C(SEQ ID NO: 154) 4 gk 2 & p
CDR1 ~ fiN-XXS-C(SEQ ID NO: 155)4H 5k 2 & $ CDR2 &
M N-QQXXXXP[X]u=0-1T-C(SEQ ID NO: 156)4H pk ~ #& g
CDR3F %1 -

[0014)] A REBRL TITHEEF 22D —F

SE‘L

% &
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M ERERG a8 7 0 (DLALS aMECE /N 2 7 #7 B
B (Kp)&E G 2 ABIL-27 5 (iDMH BT IL-278 & £ 1L-27%2
B8 (iii) 10 3R /D 4 B F 2 STATI X /3K STAT3 8% #% (&
(iv) a1 2R D IL-27 /0 B Z 4 g 7 2 CD161% 3/ 2 Il &l
(v) i ) B¢ g /> IL-27 9 H 2 @i fg 7 Z PD-L1 K /= TIM-3 3%
W R(vi)ih B 58 PD-14 H 2 5 4 i o — 20 % 1E 4 A
& Z o3 e

[0015] fe —&fEEF > THARRKENEEsH 2
LTS nMEG B /N 2 1 fhr 2 B B0 (Ko)& & 2 AFIL-27 -

[o0016] fe HfhfREtkF > D HM AN EE s o
f00 1 SCRC /D A B 2 STATI1 R /B¢ STAT3 8 B2 (b - /& — 2B A8
e o o HEDTAR BCH B R &S &l oy /D T A RE Bk A A
2 STAT1 f2 /8¢ STAT 3 8% % L -

[0017] fe —E& KT > TEHARKENEE s 2
0 B D A 2 CD161 R 2 & - £ — g e+
TR LT FEE B oAl s R D e A 2
CD161% 3 2l ] -

[0018] fe HfhfREtx & > s EiMi AN EE s o
) 2R D @il B 2 PD-L1 R /B TIM-3 3% 3 - — & f& £
oo gy B P RS B0 BT R & & 3D o # A B R 2D o i A AR B
AL B Z PD-L1 R /B TIM-33R 3R - f& — S A & - 77l i1
Az BCH PR & & 8 oy A0 &) B D B 2 PD-L13R 3R -

[0019] fe —&fEEF > THARRKENEE s 2
i BECHEMPDIMTHEHARE T — RN EAR TR Z D

|
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Mhoo AL — e RERE R 0 — B0 % M 4H AT /> F K IFNg(IFNy) ~ IL-
17 ~ TNFa(TNFa)E(IL-6 « ff — b BE A d - #7188 20 H 41 7 45
eaE o BEE MM THK R 1gGl > 1gG2 ~ 1gG3 ~ 1gG4 »
[gM ~ IgAl ~ IgA2 ~ IgD R IgEfi e - fE H MM F > Hi i
B H PR & & 8 0 B IgGlLi 88 5 1gG4hi B8 « &£ — & RE %
bR HENNFRE e rBeaA R —MEE
oo AN fg R B EEH Y o H A S P f A o B bR B K
MRGEEM oy E—F  REEZFLUHEZZHE - N8
THERBE THABRNEMNREE SN o 2 K - = # 5K
REHEWMEBEZRERFINOEE AXBREBaZREZ
RBER o E-TEBTIARRERBEY HE -

[o020) A REANBEANEERFRENGE S NHE
L2727 B HRFE G o % HEREHARBK
HEEHY CHERFECAFRERNBREREE ST 72
BT - E—EEEF HFEE-TEFEESNBXEN
S

[ 0021] 74 5248 7~ 401 0 20 R /D 4 fg 2 STATI & /5
STAT3Bife b 2 7% » HEFHHMBEMBRNERESE S
B oy PEAE 0 H o H RS B H B R 45 & 80 oy 400 i) 2 R /D 4 A
7 STAT1 R /5 STAT3 5% i (£ -

[0022] # — 48 /s # &l B¢ R /D 4 A = 2 CD1613% 3
AN A HEEEEER g RS a8 o
flg > Hofohr e BCH R &5 & &0 o A B D # R 2
CD1613% 3 =~ I il -
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[0023] 755 7 #1112 ek /> 4 B 7 2 PD-L1 K /=5 TIM-
3RWEHF A HEEFEAEERAEXNERES & 7 #
il - H P PUAS BCH LR & & b o & A AE B 2 PD-L 1 K /2
TIM-33 37 o

[0024] 755 7~ o H 203 58 B 40 AE o — =20 % 7 40 g 7
RN A S HEBEFEHERAERENRG &8 0
ol HP R ENEE e o FEIERPD-11 8 2
B f — 2B R ZTW0 -

[0025] E— TR/ rRBMEE L RERIEN X > H
BEEHEEREAUNEZME N THEARRARE SR K
TR EENRY -

[0026] E— TR rmiaEME LI EBIEL A > HEHE
REEEAFNEZMB R BB NIIESE G R BREAT
B EAKY -

[0027] A 3C#5 o R B E fe < %% K e 206 5 # 38 Z
BEZHA - HARRERMEREANE ZT 8 o8k
A HMRGEE s rfa B gEHKY > P -
TR &5 & B oy 2 RS 28 Gl B H A B D R o 2 STATL R/
B¢ STAT 3 B& (L - i1 b ) 8 o0 /% S ME BB I I -

[0028] # — 2 3% /n Wl B W 38 2 & & [ fE 206 7 (H i
ZIEEZLZ A - FABERMEREREANE ZHT SN o6k
MBENEAFRGE e rmBE B a8dEky > HPiE -
HPU R & & 80 o 2058 2% & pi P #I 1) 2 s b Al i 7 2 CD161
R B HH) o F e R R R R R e s R E -
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[0029] # — 2 3% /n Wl B W 58 2 & & K fE 206 7 (H i
ZIEEZLZ A - FABERMEREREANE ZHT SN o6k
MBENEAFRGE e rmBE B a8dEky > HPiE -
H U R & & 86 oy 3RS g2 dH P A B/ AR R 2 PD-L1
ke /ECTIM-32 30 [ b o1 OB R 9% 2 i =006 R iE -

[0030] & — 2 3% /n Wl B W 58 2 & & K fE 206 5 (F i
ZIEEZLZ A - FABERMEREREANE ZHT SN o6k
MBENEAFRGE e rmBE B a8dEky > HPiE -
HPFR&G G o B #EE N Y ek ENEPD-141 H 2 5 I
B — BB A M R 2 b o IR R OB R R RME B e

[0031] f£ —£EREtk & > W& H A BEZREESEH
iR (Bl > JE/NAHRE At ke ) ~ AR - LR - U E R - BR
B - ABIW =R AR - BERE - HEEMW O -
KBS E ) S EHBE  BWXE - TENEE - gidl i
B Wk AR FE - EE - KEBMW A
DL-BCL) ~ g Mm% (Hl40 > AML)EC T #& (B 41 > B 4 g % -
flan - B A I QA )

[0032] A R 58 PLPD-151 /8 &£ — B % /5 1%
(Bl 40 - 58 PD-1/0 8 Z WA T &2 7+ 58 L PD-191 &
Z TNFagy b S5 i PD-17 B 2 H % N HPD-151 i &
AR 2 IL-651 b ) 2 J5 7K = 575 B & B 41 PD-14 28 [F K ¢
K FHRERERNAE BN ERERGEEH T > Mk
W oR PLPDIPL S & — B0 % S 1
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[0033]) &~ B/ B HEEAKY > HE & HPD-11
E

BFBTABREARE ST A RE RS LT BT 28
i -

[0034] R nELM » HEE&HNER MK FEAZ
MPD-1ife ki "l I EE& & 7 > kK EFE MR
E[H o

[0035]) A7 R B & K HE 2006 IR % iE < P8 =
HZEbE—%F Hb B rnomii s HIlFE&E & 80 o B
— BB GRERBNERFHEHEHRE - F KK NIERF
MEMLLTNHER B BB EE - BRIEEL - AW E
) WA EMEE - ERNREZEELE  MENE - FMER
s ERER > LRy 2 EAARE - WIE o 2 E A
EHEHm e EREELE KHEEs T —-EEEF > —HNE
fEZH S B Bl & PD-145 Hu Kl ~ PD-L 1A & ~ TIM-34I
B~ LAG-33 %1% « TIGITH &) % - CD112RH & % - TAM
L0 K - STINGARE %Al - 4-1BBA{E & Kl ~ B Fe B % B # )
P~ B BR OEF Eh > B (B 40 CD39%E fi Al - CD7345 i B %X
A2AR - A2BRE % 5 A2AR/A2BR#E i %) ~ CCR8¥E #i 7l -
CTLA4HE HL Al ~ VEG-FHI &) &l ¢ L & - /& Hfth & £ & -
— BB INEREE BPD- 1A - /£ —ELrEEF - PD-1
oL Bl 2 8 i LT 4 Bk 2 B 0 PDROOL ~ 49 2 B i
(nivolumab) ~ M4 # B #i (pembrolizumab) ~ UCT F| Bk B i
(pidilizumab) + MEDI0680 ~ REGN2810 - TSR-042 - PF-
06801591 &z AMP-224 - ff — b E £ o1 » PD-L 14l &1 7] 3% &5

892569-1 12 B > 3 230 H (IR E)
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DL 8k Z BF ¢ FAZOS53 ~ ] 5 Bk B §ii (Atezolizumab) »
o] 4 & BE §1 (Avelumab) ~ & {& & B §1 (Durvalumab) Jz BMS-
936559 - fE H MRt > Hd — s X AN G RAEEE M
BT 4 BE 2 BE 0 4FJC T (Sunitinib)(SUTENT®) « + {6 &
J& (Cabozantinib ; CABOMETYX®) ~ [f p§ & & (Axitinib ;
INLYTA®) ~ f& % % J& (Lenvatinib ; LENVIMA®) - & 4 &
g (Everolimus ; AFINITOR®) - H {X B 1 (Bevacizumab ;
AVASTIN®) -~ 7 & It 5] fil (epacadostat) ~ NKTR-214(CD-
122 [ M (@ 3B ) ~ Bk 2 J& (Tivozanib ; FOTIVDA®) -
Y H & fit (abexinostat) ~ ff UT X B 1 (Ipilimumab ;
YERVOY®) ~ ff ] K B #{ (tremelimumab) ~ 4 " fH &
(Pazopanib ; VOTRIENT®) - % I JE J& (Sorafenib ;
NEXAVAR®) - iH z¢ & 5] (Temsirolimus ; TORISEL®) - &
B E B ¥ (Ramucirumab ; CYRAMZA®) - & $I fH f©
(niraparib) -~ FE Kk F] & & (savolitinib) ~ £ & B B A
(vorolanib ; X-82) ~ ¥y f% JE JB (Regorafenib ; STIVARGO®)

% @ JE JE (Donafenib : 2% B % B #1 &) &) ~ oK 2R B 1
(Camrelizumab ; SHR-1210) - pexastimogene devacirepvec
(JX-594) - & 5 & E $i{ (Cyramza®) ~ [ 4 & J& (apatinib ;

YN968D1) - H 5 % 2 [ E (encapsulated doxorubicin ;
=

i

A

THERMODOX®) -
PEG 20 - [b JE & JE (binimetinib) ~ H &5 F& f 0 & Jc
(apatinib mesylate) - & #Z J© ffi (nintedanib) -~ 17 & B Ij

(lirilumab) ~ 44 & B #i{ (Nivolumab ; OPDIVO®) -~ 1H #} B #1

% J& (Tivantinib ; ARQ197) - ADI-

892569-1 13 B > 3 230 H (IR E)
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(Pembrolizumab ; KEYTRUDA®) -~ [o % ¥ B
(Atezolizumab ; TECENTRIQ®) - [ 4 & B % (Avelumab ;
BAVENCIO®) - fE {f & B #1 (Durvalumab ; IMFIMZI®) -
R & Fl B i (Cemiplimab)-rwle(LIBTAYO®) ~ & & | 2k B
fi (tislelizamab) & Ht & % Ef B §ji (spartalizumab) o ff — £&
R T — R Z I B ER L TIM-341 & & - F % K
1 TIM-3 4] %) 7] B MGB4535, TSR-022 - {f — g & » —
B % TE B0 AN 0 B B LAG-34 &1 & - 1% W H F LAG-34
HIE Y L T4 B 2 B - LAGS525 » BMS-986016 K TSR-
033 « ff — LB R iR > — B30 18 B 40 08 Bl & TIGITH] & &l
c LT HMBEEF o — X MBI EE B COII2RAN &) & -
fr— g — =% I s K B & TAM(AxI, Mer,
Tyro)#l &l B o /& — L BEF & - H o — 50 % & 41 5 )6 % Al
Fs4-1BBle 5 Al - fE L&+ » —HZEHINEREE K
Wi P W B G A OB (TKT) - /£ — P - TKIZEHHE R
JE (imatinib) ~ # ¥b % J& (dasatinib) ~ FL{& {tf JE (nilotinib) -
@ €7 % J© (bosutinib) 2¢ ¥ 44 % J& (ponatinib) - ff — & A& £%
Fo —HEEAINE KRR T K o £ —EREEF
B B CFF Bh I BE 5 CD39HE LAl - CD73# i Bl - A2ARYE
HUl - A2BR¥E Hi Kl 5 % = A2AR/A2BRE i A&l - £ — L 58
e — NG EAE L CD3E Hi Kl - CD394E Hi Al
B ] A $E £ US2019/0284295(Surface Oncology, Inc.)
Ml 2 % - HPISIH AR - fEF—SLEEF > —
A AN EHEAE K CDT3FEH A - CDI3EH Al 2 & §l &

892569-1 5514 B > 3 230 H (IR E)
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& /Ny 7 CD734 & Bl 58 40 AB421(Arcus) » & & £ CD73 2
CD73#i 8 2i H #1 [ 45 & & 73 38 W0 MEDI9447(Medimmune)
» BMS-986179(Bristol Meyers Squibb) » B¢ 2 W0 fF
US2018/0009899(Corvus)H Fr #f #it > H DL £ X 5] A K =
AR« fF -S> —Z AN G EB B A2ARKE
LAl - A2BREE $iu B B¢ B 2 A2AR/A2BRIE HL A - A2AR -~
A2BR k. # & A2AR/A2BRE #i Bl 2 & 0 & & fn {8 /M R
(Preladenant)/SCH420814 (Merck/Schering » CASEF it 5%
377727-87-2) > H 4 HodgsonZ A ,(2009)J Pharmacol Exp
Ther 330(1):294-303 1 #7it H DL & 3250 A 5 2 HF A K 38
ST-4206(Leadiant Biosciences) » H ff E B & ] 9,133,197F
g B LL e X5l A A AR 0 KW-6356(Kyowa Hakko
Kogyo) » F 2 44 T (Tozadenant)/SYN-115(Acorda) -  Hf
%5 hw (Istradefylline)/ KW-6002(Kyowa Hakko Kogyo » CAS
2 %8 ¢ 155270-99-8) - K ff LeWitt & A ,(2008)Ann
Neurol 63(3):295-302r ff it H DA & 3251 F J7 = HF A AR 3
75 W (CASEE i 98 : 58-55-9) » NIR178(Novartis) ; AB928
(Arcus Biosciences) » GBV-2034(Globavir) » 4 2 /&
(Vipadenant ; Redox/Juno) > AZD4635/HTL-1071
(AstraZeneca/Heptares) » H £ WO0O2011/095625 tfh # #it H LA
N5 H ARG AN 5 CPI-444/V81444(Corvus/
Genentech) » H £ W02009/156737 # i H L& Y 2 A K
= fgF A A 5 PBF509(Palobiofarma/Novartis) » H ff

US 8,796,284 K WO 2017/025918F #i#t H L& x5/ H H R

892569-1 515 B > 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0
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AR 0 A2ARFE HL A » H AF US8114845 ~ US9029393 -~
US201700157588 US20160129108 = #f #t » =2 L DL £ 3 5]
HH = A A 7 K ATL-444 -~ MSX-3 -~ SCH-58261 -
SCH-412,348 ~ SCH-442,416 ~ VER-6623 -~ VER-6947
VER-7835 - CGS-159438( ZM-241,385 - ff —gEF+H » —
BB G B B CCREFHLA - /£ — LR F - CCRS
BURES /Ny T RVIE - £ —SREP > — %N
BB R CTLAAE LAl - fF — SR - CTLA4K fy B 2
B PL N Z B 0 Yervoy®(FFIEER B i s H1 42 10D1 - K
FEPCTA B ZZE WO 01/14424 5 1 i) - dfy MK B #i (LA AT 2 &
Z¥ K BB #i{ (ticilimumab) > CP-675,206) » ££ {F o] bL T 2\ B &
gl 2 BB AR B CTLA-451 88 ¢+ WO 98/42752 ; WO 00/
37504 ; E B B M 5 6,207,1565% ; HurwitzZ A (1998)Pro.
Natl. Acad. Sci. USA 95(17): 10067-10071; CamachoZ A
(2004)J. Clin. Oncology 22(145): antibodies tract No.
2505(antibody CP-675206); &z MokyrZ A (1998)Cancer Res.
58:5301-5304 - J8 B8] ff FH A£ WO02013/173223 1 5§ /r Z £ fA]
FLCTLA-4%1 88 - ft — &K > — B EEHEINBHEE R
VEG-FHl & & - ff — SR P - VEG-FHI R B #EH £ B &
fe~mme - AERER - FeBFe  MuEEkE > miE
fe ~ ZIEe ~mI e - EWEE > FEFE - NEM
fE (vandetanib) ~ B B & B Hi sk H (K E 1 -

[0036] A R AT 8 n fi 8 20 H JU R & & &0 7o BCAT
o~ B AR A B Y B R B Re e R KOME B Y UB R i AR

7
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ZEERRHZ  HELA RS EHRIINEERBNEFES
EA -

[0037] E—F R/ rEH HESHBRHAEREDR
FEacW o neE BERY - kR MEREZ %R RE
ECOBFEERE ZEENE S > HENXE A E— B0
ShERE N RFHEH SR EMHSEBN -

[0038] g mnEMH  HEamE @RS
cmo REMAKEME & &5 ZIL-2789F FH 0 - #
BEREAEMNMER ZIL-27THBETENERSRE -

E &

[0039] FRIESSAHNAE E > & QAL HH 55 F A & B K&l B
= M 2 iy 5 a0 LUT BRI 2K E & e

[0040] “Ass > PRIEE T X HINHERE - & 740
ASHERBEBNHEENGE PR ZEZPRX T —
(a/an) ; K ' Z(the) , BIEEBE2HY) -

(0041) AOACERM » "4, MHEEKE L HER M E
HEHE—EREERELEHRN ZBRAKEL  BHHEUH
fE AT sE < B AVIE M T > & 4 2 ILTH & flr & F B (S o

mZfEM Al T8, EEPEREEZIESRALI% -

[0042) O AC(ER - frsh " RACH L, A48 88 7 2058
ElRE - FE - ENMR/BELEAXERZRAZSK ZE
(/R i DI S s i S o 1 I S Qs i Rl W S SV G (R S A
R E RAZK HRNEBZREREERFIE R
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B2 o AE— SRR T o DB E M S A8 2 B AL (e SUE F

fE N2 ElR e fF— S Ed » fEREEWATRAET - FTE M
Ew@a £ EEILEERHEEHEEBEN GRS 2D
5%~ 2/0810% - 2/0&15% ~ 2/D0420% - 2 /D&Y
25% ~ B2 E30% - 2D E35% - 2L EHA40% - £ LY
45% ~ BV E50% ~ 2D E5S5% - 2L EH60% -~ £ DY
65% ~ £2/L&T0% -~ 2L ET5% - £2DLEH80% -~ £ LY
85% ~ /L 4I90% ~ E /L AI95%E E /D EI100% o A XN IE

TrEMNBEERANAEREZ HENREB Z 7% - i
% S EBEEAESRKEGE &R T8 0085 e g ® Nk E
(ELISA) ~ FORTE BIO® % 4 & I 4% % ¥& f& £ (RIA) © It 5
e E R E 2 A B & S FT R E 2 R (B > 52 88 SR RS ) HY
ey HRHE REXBREE - WNsEhE R ZEES
RE 77 o (e KN Z Th IR ] D) RE de E KN E 0 5 A0 e
BlIELEREZIN RN - BHMS > EERE T
& Ik B R AR M TR BB RN B KA
Z— B TEAEY EMEE T E AL - &R 2 TR
M HECsoE (FELS50%ERRENTFEZELRE)IKE & -
ECsofE B » e Bl 2 WA R BB (b RAEY K IERT %
7R E R

[0043] WA{ER » flosE " WHBERHE, GERR
MEREFAMBEEAH NG EEON LN 2B E M4
(BIsm > &5 &M )2 BRE AT - 5% &g 4 e H W k&
WEMAR T 2B A WRE > BERTENKERENRTE
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VREER SR IR EE M E (B - &5 M) H #A
PP AR D IREE & o AW B B AU 2 K B 2 B 4 A0 5 B Y i
flir AE BB TH 55l A 2 A EY -

[0044] fsdh " E L GERERFARRBRMGIWO - EE)Z
GBRETHEMEFEARER  SEHEN - REEENERE
LB~ gEERH G E -

(0045) AOACER - ich " B AB L BIERAFE
ek  HGRELBONRRAFLEZEERZH
ANEFRZEERBEUY L EBRBERY - RAFLEZE

ERAEAEAEEFHEHB INEFRER  UEARKEEEH 2
WE AR B0 ERERE  v-REE R KO- B &
Bl HMERBOVGEEAARAGFLEZIRERMEEZ
EAEEEREl  oddREcER ~ &E - BHEKREEH)W

ey flm > SR - B8 - BB -
Wi e HAE 8 - BEHOY A S EEMREE (B - IEH

Bz )EC &€ 2 6 Ik & 28 > B2 IR 7 B R 28 17 f£ 2 e B L M
AREALCEER BRERERYGEEFEEER Z —
REE2ERAE CEBEHUBRRAFLE I ER MO S
AEFRHZEELEEY -

[0046] EBRAEALFTHUEBE SN Z
5t S LLIUPAC-IUBA VL2 i 2 Z B GATHEE 2 B
B K - FAk > MEBRIUEERE AL ZEF
e K e

(0047) aOACERM - " BAEBAEUN &5 R TE ki
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ENREEBRFPIGEBZ R ZEERRFY)HT £ /0 —#H R F
BEBBAMNSE _HAEY T E®R KERBEEERER

" REEARE A BRIER 2D — 8 H A B A B O A £ TH 5k #
ER AR S - @8 S AEE D — (E=m 6 AR E
EHRE AR AmuaETERAR "IREA L > BlaEy =
FHAMREETEN M - + [0 1\ g & BEEE
fEA - W EXXATEr s & A Z - EEEATRKRA
FHERIERAGFLE - " HERKE ) GRiE/HFED — AR
EMEEEHALEENHERFIER -

(0048 sa0AL(EM » fich " 84 20 " KE, DRE

EERHAEBEYEWO  RK&#Y DT~ BB
mRNA ~ LV ZHE - BREREE - 84 KA #HY =N
TTWaEYHE - g TE, - TKE, RTRE ) H
FAoBERAEEEARELEYELTPZAENE - TS
ZOKHEE T2 KA HRIEEHEREOKE REAE
A B E (B 20 > B E ) Z — 2 A #e 2 B R AR Sh B D
HENELDNZYEZHE - RENRSEHEIN - £ - 558
o BEnT ZWE MWD E2Y)ZKETE HEMEAR
HEGELRTIVEZE VEZEEMNMOS% > 10% -
15% ~ 20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55% -~
60% ~ 65% ~ 70% ~ 75% ~ 80% ~ 85% ~ 90% ~ 95% ~ 96% -~
97% ~ 98% ~ 99%E 100% - 40 F& 1 f£ I TH £ iy o &2 A HY i
fliy (B 40 - HPLC)ZK AT E - " AR 2 K% | (& 45MH ¥ 510 s8 40
KEHREHRRBEORE WA - EE)Z — = E @R 2 H
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RECNEH IR ERN 2B PO EY) ZHE - BE X
SERD - - R T o KRR AR P ] E 28
BEREXNEE fLZ—EBHEFT BT 2B WO -
Y KERRGEHERABEELRT ZVEZE ¥
B22E2RV&5% - 10% >~ 15% ~ 20% ~ 25% ~ 30% ~ 35% -~
40% ~ 45% ~ 50% ~ 55% ~ 60% ~ 65% ~ 70% ~ 75% ~ 80% -~
85% ~ 90% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99% = 100% - %0 #&
AT AL JE IH 5240 5 B ATEY BT (B2 > HPLC)Z AN %E -
[0049] E# K EH » mRNASIRERY) - 58 W0 A AT
2 B H - mRNAKERLL YK » flrsE " R\ ZKE ) K
CRBEKE  BETOBRERNEBEEGRELEYELT ZE
H  mRNAKBEZ 2 HHNE - £ —EREEF - EH
mRNAE R 5L ¥ 2 o] {2 0 & =0 0] 5 ] /K %8 B2 5 0 B - 3 40
AR B 2 R ER A gEEHEE - T R|E, BEAGEE
REAANZEMBEUBLRFELOEFERARS Z&H
(Flam > EAELZY > FHWPD-LHAERE - RIL > @A X
FTH > TRE, THERE#R TR  EBERSHNE
H M R/ KB (B @ 2R EEREH) - &
Wt o X ER  EEBFZEZMNI TR L/ K E
BB > 2R EFREEAITR B IEHRGE HERE
i Gm LR B RS OB AUBY B BT AR R 2 B ek W) BROAK [ BR 2 W e
Vo BERNRZRZEZFRM I (I - EHEBKE) -
THERBR AR BEEER N EmRNAZ Z R EF R AR
MR 2 KA AR > H I8 & & ek gl RNAE R 8 5% 5

£ X%
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% Bk Ey AW (P40 - 5% RNA K & B 88 RNA) - T R T+
g PREKET G KT KETE ) BREHEYENHKE
% RN ZWE 2RI ECK R D > # Rk

i

H

BEBERREHEE A - BE)ZL — =2 EE RN E S
- —EEBET  HEoPZYEMWO  EHELY

A PD-LH REASHGEHEHERERBEELSFT Z2YE Z

S W B W IAIS5% > 10% ~ 15% ~ 20% ~ 25% ~ 30% -
35% ~ 40% ~ 45% ~ 50% ~ 55% ~ 60% ~ 65% ~ 70% ~ 75% -
80% ~ 85% -~ 90% -~ 95% -~ 96% -~ 97% - 98% -~ 99%
100% - 0 %5 1 4% IE 75 £¢ flg o7 & R AV £ flg (B 20 » FACS)%K
ME - TREREMK,, ~ "THREKERME ) 50" KEREK
GEHEHENERE FEREF2YVEWOESELY) L RE
WD K R o B IR EE W OR B B R R EOR E (B3 0 e
E) —HZEMEEBANMER - £ - EF B
KRE LR FREE BB EF  ERdTZ2WE (Y
W BRI REREGEEAERHEEL T 2P
BB > WEZERDVY5% 10% > 15% ~ 20% ~ 25% -
30% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55% ~ 60% ~ 65% ~ 70% -
75% ~ 80% ~ 85% ~ 90% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99%%{
100% - 0 %5 1 4% IE 75 £¢ flg o7 & R AV £ flg (B 20 » FACS)%K
A E -

[0050) WA{ER » flosE "MWE £, X" HrimE
B, GEBUEHELICFELMEZRRENME 2 B &
(Varner% A ,(1999)4ngiogen. 3:53-60; Mousa A ,(2000)

892569-1 5522 B > 3 230 H (SR E)
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Angiogen. Stim. Inhib. 35:42-44; KimZ A ,(2000)Amer. J.
Path. 156:1345-1362; KimZ A ,(2000)J. Biol. Chem. 275:
33920-33928; KumarZ A (2000)4Angiogenesis: From
Molecular to Integrative Pharm. 169-180) - Z E N4 E N
TR EGEHRNBARMERMIERRGE -  KEHEFLAZLE
K B fEE N KB MR 2N &4 M (Takahashi & A
,(1995)Nat. Med. 5:434-438; Isner & A ,(1999)J. Clin.
Invest. 103:1231-1236)2 F FE{LUMFEER - HE - H ok
REAEREZSER Pl mME - FEOEREET H4E 2
FEldk M EIR - IR ESFEHREXEEY ZFRH B
mEEMEBERESZ LD E LKA T 0 BERF R B @
B - B TS E R mE £ AHRR -

[0051) a0 ASCER - flosh " HUiAE L GEEED T
ZHH B A AEARLF BEfrsE "B, AEER - 04
R irEE T EEUE L BB E B8 & FH B - 00 B0
MAXERZRAGZRK ZEMELENEM T F - &#EE N
gL HAEFEERMERESRRERE  RAZK - IKNE
HZRESBEARFPIERE - £ —EZREF > DK E K
T ABRBRNAEEEFELE T 2 H - - SmEEd
fEREE BV R T > PR ECRI(E 5t (B 40 » A9 7E MO E

fErHEHREREN ZEHRBEEDY% - 20H10% - 208
15% ~ 2 /D0 &20% - 2D &25% -~ £ /D &30% -~ £ /D
35% ~ B/ E40% ~ B/ A% - BHEG5S0% - 2D Y
55% ~ £ /D E&60% ~ E/DE65% ~ EHET0% ~ E DY
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75% ~ 2V E80% - BV E85% -~ EHEI0% - EHEIIS%
HEDNI00% c KRB RENBEBEHANABREZN
EHERBEZ A W BEHEEBFEAEANRNGEG SR
E 56 A0 B WE R U Bff AR E (ELISA) ~ ForteBio® % &t ~ Ui
% %5 #% & (RIA) ~ Meso Scale Discovery g & (il 41 » Meso
Scale Discovery & {b 8 2% 5t (MSD-ECL) & & 1 Bk hr Z
Luminex®fg & - WE R EMNEB N BME S EZ LK
(Bl > ZRNEEB)ZE N HERLE RBHEMNS - £/
2 FH B 2 Bk 2 JE MEAY R T o BB 2 B R R o] i T AR kg
TERCHIE - 38 A0 BB S % PR S Bl 2 T RE BV BE T -
BOME VR ENESEZNBEBEEERE D T # B
HEWNEE®RSZKMEME L — 0% 4E YIS/ T E 0 &
b o HHUEl 2 %08 W HICsoE (I 1 50%(2 2% K 1 Fir
REERE)RESR - ICsoa @& > HHB 2N AKAN
M RKREYRIERTEZEZRE &AM -

[0052) AR SCfERM » R " HH ABIL-272 188
KHEMFEESE >, GisHE ABHIL-272 £/ —f 1t 1H
gl o BROE M (B 0 TL-274 W) 0E M R /B3 B IL-27(5 5R #
HEHMIL27TM B M EZ T HERE)ZHE - #
WMo BLE 5% 10% ~ 20% ~ 30% -~ 40% ~ 50% ~ 60% -
70% ~ 80% ~ 90% 3K B Kk 2 ANFEIL-277& M B D (B [EAK)FH
B o TL-274 ¥ 0& M K /26 M1 IL-27 (8 5% & & =5 H i IL-27 1
HBIEMN B THERBREZEINE WAL T X HE LR F 5
PR 55 b EF 4 o -

B
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[0053) AR SCER » fifsE " FULIL-27H L M8 |
(W] B # st i B " HUIL-278H088 L )G R R ME G £ 1L-27
&0 TL-27 4 ) 0 M K /26 i1 TL-27 (5 5% (8 & 50 H fth 1L-27
NEEMN EZ T HACWHE - PUIL-274 5 M b 88
WA PHEr - - B &) B0 AR IL-27 £ ) 0E M (f
meERES - BEFEME)ZHE > BFEMIL-27TE5HRER
KM B THERE  sEOZRBE S R/HG - ENIL-
2TEHRH A WA IE - f£F—EBEF - HABRER
HmIL-27TE R EEeE NBEIL-27THTED - MHE 5
ME NBEIL27& a2 HERINEE 2800 > IL-27%2
Ag )l — B2 % B 2 fe ul B fr (B 40 > gpl130 K& /B [L-27Ra(JR
K WSXI1/TCCR)) « & — S BB &R - HLIL-2745 i 1 #it 88
TEBG ~ FH B S0 &1 AN B IL-274 & % gpl30 - ff — B &
o FIL-27Hi M BB THED - BHET S &) A B IL-2745 &
FIL-27Ra » £ — L REEEF » FLIL-27H i FEH PG - FH
B S H0 I IL-27BE 88 2 AL - £ — B F o HIL-2740
AR EME S LEBBERE - £ —SLEBEF - HIL-274H
ot M 4E O EIL-27p28EE BE o A — S EF B 4 > HLIL-27
MBEREYEEGEC 2B P8 EMEREAEE » HER
44 ZEBISEE « £ — LB F - HLIL-274H0 88 #ll & ¢ K
/DU B F 2 STAT1 R /S STAT3B Bk - fF — S8 E o > I
IL-27 40 #8 01 & S 0 4 Bz o 2 CD1613% B > Il & (1 40 >
E B B IL-27 0 R4 A R 2 CD161R B 2 I ) - 1E
— S BR AR o HUIL-27 851 88 I & 2K > 48 BE 2 PD-L1 R/
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BZHARET - Z2EARNTRZ WM - E—EEKT
FOIL-27H M i ie &6 & 2 AN B IL-27 H R 8 203 58 41 e 8
[ g - f£— S Re iR g > 51 IL-274 51 1M br AS LA 15SnMEC & /)
ZHERME s E NBEIL-27 - £ —BEREKET - JLIL-27# 7
MG e 2 ABIL-27THE e £ A EZE K [gGlH #
ErEEXEFEHNRERIgCIEBE T EE - A e it
IL-27H it il < g 0 -

[0054) WAL(EM - flick " Iife  HiEE & W (H K
KR W EESR e BHR - S BB EAEANER
A2 E A > BLiEIgM ~ 1gG -~ IgA ~ IgD R IgEfi g - flo &6 ' it
e Be e EAE etk aen®s - AR
fehie - EBRELIE - Lakiikasz NERE -
MBEESBEYEFE—BFTELENERS 40 WA
Vi NEH c FEANBERBESGY IO - EIE - H IR
BE) K/ P & FE o WLE R R KE
LE - BE > KRB KRDE - iR AMERELEATRE - O
AER > s "ThBERE, > "THEEGER B, RED
et rErREE 2R EREMBI O > IL-27).2 5 77 H I H
EEMAR Z BT RER K - WHRE KBGO HEEH
Az - B FvR B (scFv) ~ Fd/ Bx ~ Fabf B ~ Fab’ / g 5¢
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\

G RRACHE®m 2 A& - 253 > fl 4 > Todorovska &
A ,(2001)J. Immunol. Methods 248(1):47-66; Hudson K
Kortt,(1999)J. Immunol. Methods 231(1):177-189; Poljak,
(1994)Structure 2(12):1121-1123; Rondon &z Marasco, (1997)

Annu. Rev. Microbiol. 51:257-283 » H#E TN A& B4
50 77 K OF AR SC -

[0055) SO ACfER » ot "o R E L "B &6
B O L ENE - 25 - #l4 - Muyldermans
% A ,(2001)7rends Biochem. Sci. 26:230-235; Nuttall &
A ,(2000)Curr. Pharm. Biotech. 1:253-263; Reichmann %
A L(1999)J. Immunol. Meth. 231:25-38 ; PCTH 3% AN £ &
WO 94/04678 %5 K % WO 94/25591 % : & % B = f| &
6,005,0795% » H 2 & U4 X5 H 7 A AR « £
B ABREREENNE  HBE2WHEAEAREH
VHI DB BB I B -

[0056] 7t —®@EEF  NEE&CREEBAE#HS K
JHBEEEEZKZATEE - £ —ELREEF - KR
MEREEREBEEEHE LK K H#E %L 2 CDR -

[0057]) flosE "R 2 EAAE , = " APC, B{EHE
B FERPEMHCHE & 2 KB R AT 40 B - T4 A 55 A T4
B B (TCRK AL S - APCZEH BHEHATRENRB
A AT - ZE SR 48 B (DC) ~ K M i R B % 4 Ag (PBMC) ~ B
% BK (5% 20 THP-1) - Btk B2 & 4f Ff £ 4f B (3% 20 C1IR.A2 ~
1518 B-LCL) J B % Bk 17 4 5 28 iR 4H B2 (DC) - — & APC#&

892569-1 5527 B > 3 230 H (IR E)
114105158 FERLE A0101 1142007326-0
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MEmERNZBNEZREERKERREALL -

[0058]) ilich "HIHR 2 , BRI APCELIMIENF A
{15 H 6 %9 A1 40 1F 5 MHC-1 R /2 MHC-1145 & %) =~ 4H 77
# T4H AE 2% 7l 69 28 12 -

[0059) MMACHER - fich "4HHAEAT , HBiELE S 4H
fEAEYBWOABE PR EHEUHHABIETHBERE - B
MEEAC s sERAREEMLELER > FEHTEELEAMm 2
BZINWEFARPEEL BEELL  AEEBHEKSE -
e 5 B DNAGE & K B ¢ K mRNAE & - & Hl & F 4 EHE T
CHBEBEETHR 2 EH A EZATEHRAENE B E S
EHBEBEREAV) - BEHREOVEATRANERHLE a2 E
B2 ANER/NEE B 2 Wi AR R 4k B R 2 BE T 2k ECRT B T4 RE
ARG ER S EAREECARE 2 RIAEE -

[0060] 0 ASCfER - flisE " BHHAE L (0#&E " BHKE
BB EMNRERGER > amRER - BYHEEH S IBLIE
M HEEERERGE 2 BREZHFREFEM - BHE IR
EBENEH W@ E o~ E MR EE R 2 ke
B RBEITHAE R B A& FHAE > BHAMEMEHMEMmE &
B B4H Mg 2 B8 (BCR) - BCRAFBAME G 2R ELE »
HEZ IR - HEEHee ke -

[0061]) MASCER » it " 45 & 2 B & IL-27, &
EABREZNBEC LV OTEMEBERE FRBEXH#ER
E RS Y 2 IL-2THAE T -

[0062) MIAC{ER - fiich " R EM, X" U4k

892569-1 5528 B > 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0
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e, REEAWMENREE/EHESEMNMES LSS E
CALMEETRE EREMREBUENZELSEIESE &
RS RS E(Fab’ R B2 @B - 2R A
Songsivilai & Lachmann,(1990)Clin. Exp. Immunol. 79:315-
321: KostelnyZ A (1992)J. Immunol. 148:1547-1553 -

[0063]) H & > R RMHAe £ EHE 4 AR W
TR EN E /Y 2 R B W (g
B O F [ ¥ E M (Milstein and Cuello.(1983)Nature
305:537-539) - EAMMEE R EMFiE-TLEAE & I &)
ik BHMEeEE R EREL R ENFY - HH# 08
EW B AERE  CH2ECH3IE 2 £/ — % 58 & &
KREDE#ERNEHME  BAREASREMNTLE Z w600
ERCHATEAZE -FTEHEE - 255 0 #ld 0 SureshZ
(1986 )Methods Enzymol. 121:210 ; PCT/ B 2 % WO 96/
27011 5% ; BrennanZ A ,(1985)Science 229:81; Shalaby =k
o, J. Exp. Med.(1992)175:217-225: KostelnyZE A_(1992)J.
Immunol. 148(5):1547-1553; Hollinger % A ,(1993)Proc.
Natl. Acad. Sci. USA 90:6444-6448: Gruber A .(1994).J.
Immunol. 152:5368. J%  Tutt & A (1991)J. Immunol.
147:60 - SR AN BT OE XN EE S IIE - B4
EVI LR AT E AN AR AT o B e A B A AE I
THA g o Ry BRI HY 0 HOEE[E BT % 38 B R il — R 18 n 7 3= B
H A E4,676,9805F 41 o

[0064])] JFEMK T N EMEHEHABEBEY RIS

892569-1 5529 B > 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0
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K

éj\
i

MEEREMERER RIS BRI =

c BHIME  FEHA
NHEEERFEMEDE - 25 0 18 > KostelnyZE A
(1992)] Immunol 148(5):1547-1553 « M E R & » o
K EHFoskJunfE 0 2 0 B AL oF I 2 7 2 W (E A F g 2
Fab’ Bl 7y - e & EIRE _ERERUPRKER -
HEHSLUE KR

am g — m

— Ak

=

BE o UL AR AR E A DL
& - H HollingerZ A (1993)Proc Natl Acad Sci

USA 90:6444-64484 4 2 " BETh e 88 , et & G
FEEBREZERAES REEesEERZTERZE

G g T 8 B (VL) - I BB g T B (VH) -

iz T NOR P
BUHY R BE B [A) — ok 8 LAY W R B ¥ e

REE > 86— A
e Z VHE VLI B 55 — (il / Bx 2 5 f VL & VHELEC # >
R EREEEE - AEdE 7 m —HhEHE#E

Fv(scFv) _ B @kl a8 R g R REZRE - 24
540 > GruberZ A (1994)J Immunol 152:5368 « = #& - i i&
o] B 0 B 40 £ ZapataZE A (1995)Protein Eng. 8(10):1057
loe2rp it « " MR, cBEZ  hEIREE —H
F I Fdl& Bz (VH-CHI-VH-CH1) - APk —HHMEAE T & -
G B R RS ER R MR -

[0065] & H A B WEZ IR

=R E M
iAE)YH H 404 Tutt®E A (1991)] Immunol 147:60 5 § it

[0066]) AR IIENBEBHIHEEIBLIEEREE
=

=% W £ WuZE A (2007)Nat Biotechnol 25(11): 1290-1297

it i FE ] % B % R G (DVD-1g) 4 T

- DVD-Ig
892569-1

5530 & - 4t 230 H(HHHRETE)
114105158 B A0L01

1142007326-0
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7r T R ET B R 1S 2K B W R R R A S RE 2 W (R R [R) RS g
AEH(VLEM EEDNAN M E # R EmEEZ T UEE
AHAEE BZLUEERES - SO H#EC S SR
4R P2 W (A A [F] B AT S (VH) > 2 DU 2 3 CHI
KeFelE o & W il B AP e B DVD-lgor + 2 7 & #
w7 B 40 PCT S B & 55 WO 08/024188 Fx WO 07/024715
e fE—EEKET > BREEMIE R S B Fab® & KK E
H> HPEAEF _RFEMZEH#EITEEMcESEBRIEZ
B A] B & o A PURR A AL 5 O 40 B B E R 5RO B R B
WO 2015/1030725% & o

[0067) AOACHERN » "THEERKE , " BEHE
rEOBBFEERE - (DEBMHERE A - (1)RHE BB
FREMERFRZAE  (RAEBREHEHBEIE 2GR - (VE
B EZiRiediE - (vi)E R FE R - (viDfE & R £
MEPUE - (vilDERBHBEERRE - (OEERRTZ8E - (x)
4 RN TR K (xi) B2 E M B 2 AE 1 H i 33 8 2 51 R G
AN A DR 7

[0068) a0 AC{ER » fich " BIER B R EKIE
GiEmERE  FEARNEBEEARZIGFEFEZ RENIE -
ERERERET  KESEEERRRTEEMKS IR ZEE -
fEREREEET > REGSRERT-AEZE L FRA K EH
LLEMENR - BENTERAENTRZZEREER - tX
KIEGME R R G A FH LIS 38 BB - 2 Al g 2=
ERRZAERRE HREBET  BERELRERE

892569-1 5531 B > 3 230 H (IR E)
114105158 FERLE A0101 1142007326-0
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A T4l g &= fE -

[0069]) figsE " & , R M E il A& HY H &5 b K=
NahE&S 2 EBELERE BT RASRE  BE RGE
FIEMR G E ~ 2LE - ALE - FIYIREE WO LARA
BREBZRBE  AXHK 2 RIL27THE T AR ERERE
MENEE SBEFENEBERBENETARERKF - B E
HEZEIEBRA > A N %R ENER Z S E R T
WEZH  ~OMTEEEEETES B FidliR > A B - HE
HoEBRWEZHBPRZE BT ESERAE > &
mHEE R ABESER B EE - " RE L REKRE
PRRES ZENL TEBAEP R TH ARG RE ZE -

[0070] a0 ASCHER » firsd " CDII2R, 245 H # X
ExmeExREEB KA BB NETHE Z 3L A1 &) 2
fz ° CDII2R R £ % i THH A f NK&ll jg 3= 31 2 40 &0 11 =2 22
HEHEEZ B CD226% F+ CD112%45 & - CDI112ELICDI112R 2
MEFHEBECD226 2 HEFRERAESHEMT - Bl
AR ECD226 0 B Z A JE(E - FHEF B CD1124#H & (F
A < T CDI12R3E i Bl IR & H # 42 CD112R T e 2 #ll #1 1% (5
St & - i [F K R 1 N CD226 81 CD1124H & fF A 2K fe &
FEREEMMBIELR  OALHER > flrsE " CDII2RHA
Bl o, R fE T - BHE & CDII2R 2 A& Y U 58 3¢ & M Y
Bl o

[0071)] W AR » figsd ' CDI37 5 (=ZF ' 4-
IBB, )RIEEBEIAN FT(IN)ZRBRBERK Z KA - 4-

892569-1 5532 B > 3 230 H (IR E)
114105158 FERLE A0101 1142007326-0
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IBBE TERANEL2THR 2L MR EmERE ST -
CDI37 2 AZ W 38 58 TAH BRI JE - IL-24y b ~ 77 0% K 40 A 34
fig JEME - WA - flrsE " 4-1BBE XAl L B % -
F B EC I M4-1BB 2 — B % Y g Y Bl - o B M 4-1BB1E
BOH By 55 LK B T (PF-05082566) - H B BU (Al 4-1BB DL {#
R TH A 5E 2 N EIgG2E I8 -

[0072]) WA » lgsE " CDI61, (N E WM &&EG
WA SEEEZEEZBIEREB » ) & I(KLRB1) 5 NKI1.1 - =
NKR-PIA)AFECH BEERZHEBRIE LKA - CDI61 & TH A
Y HCDI61 R B A TH M T E £5F % A [F & E H &
CHEEMBEFMERM - CDI61E — 3 fif 7t j* Fergusson %
A v (2014)Cell Reports 9(3):1075-1088 % » H L % 3 2| A
P Tz V5 AN NS

[0073) WA SCERA » figdd "1L-27, & " v B &
27 ) BRFEIL-2T4HRE /0 &  TL-27BL1L-6/1L- 1241 g 1 & X &
HE > BRR _FBAMENE > LB & L Epstein-Barr
HEFBERERIZFE — i B A (EBI3; JRTE A IL-2755 B {ir B
K IL-27B) % T Ry IL-27p28 2 5 — ui B fir (J8 7§ /% IL30 » IL-
2755 B fif a R IL-27A) - IL-27T X HE#E M JE L 2 R B & 4
BB FE BEZ BR - N 2 Al R R R 28 IR 4 BB AR & B (Jankowski
% A (2010)Arch Immunol. Ther. Exp. 58:417-425,
DiakowskiZ A (2013)Adv. Clin. Exp. Med.(2013)22(5): 683-
691) « BEARIL-270] B HERMENIE > BEE2FFHERT
IL-27F K % ¥& 0l &l &l ~ 282 % {F A (Shimizu % A (2006)].

892569-1 5533 B > 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0
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Immunol. 176:7317-7324, Hisada % A (2004)Cancer Res.
64:1152-1156, Diakowski(2013) F ifi) o 8 ZA1L-27 5 ¥) &% #
R e R B ThIK E 2 N+ - B2 % 2K %35 K i IR
Thlf JE ~ Il &) Th2 ke Th1 740 Mg 73 (b K 88 ¥ Trl fe H Al T M
VEAH RO BE BE < 3 B 2 fE = oKX T-4f B A & 2 B (Dietrich 5
A (2014)]. Immunol. 192:5382-5389) « [& 7 H {E & %@ /& 3
R ZfFHLA - TL-2778 38 #5818 4 Bk - 4L 1M BR 4 Bk
Fe BB A B A R ([F B -

[0074] IL-274% b 52 — % §8 12 4 i /> & <2 #8 (IL-27
Z RS ECIL-2TR)K BT EREE - 2B B W A WSX1Z

— o E A7 (N B 1L-27%Z2 4G ts E fr a ~ IL-27RA ~ T-4f ¥
AR 2B E A IN(TCCR) K 4 M /r & =2 88 £ 1(CRL1)) K
M Aepl302 " HUUUIHMENMTBE-EBHREBRRATF
(IL6ST) ~ /t & & -652 s ud B {ir B(IL-6RB) K #l & & M A& <7
BG ) o gpl307R B IL-6% Jk 4l B /i & < 52 85 ot B fir (Liu A
(2008)Scan. J. Immunol. 68:22-299, Diakowski(2013) F
) o &K IL-27R Z 1IL-27E 58 & E 5 £ & [ 8 9% & & &
% 5 £ FE JAK-STAT K p38MAPK & & «

[0075]) 7R B EBI3E A B p28aiIL-275R — T #5 i B
A e - Blan > EBI3JRBLp35HH 4 /F F DLJP Bl 22 = &
B 41 B ;- 2 IL-35(Yoshida® A (2015)Annu. Rev Immunol.
33 417-43))HE W SHEFEMM X @R BN b B TR
B i 4 75 p28 B¢ IL-27 2 45 fE B 1 (Larousserie % A (2005)
Am. J. Pathol. 166(4):1217-28) -

892569-1 5534 B > 3 230 H (IR E)
114105158 FERLE A0101 1142007326-0
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[0076]) 'R NBEBI3E O « A B IF 52 #1n
SEQ ID NO: 1(NCBI£ % E %] : NP _005746.2; N-MTPQLLL
ALVLWASCPPCSGRKGPPAALTLPRVQCRASRYPIAVDCSW
TLPPAPNSTSPVSFIATYRLGMAARGHSWPCLQQTPTSTSC
TITDVQLFSMAPYVLNVTAVHPWGSSSSFVPFITEHIIKPDP
PEGVRLSPLAERQLQVQWEPPGSWPFPEIFSLKYWIRYKRQ
GAARFHRVGPIEATSFILRAVRPRARYYVQVAAQDLTDYGE
LSDWSLPATATMSLGK-C)th - 55 @5l # A HE p28%E 9 2 It &
B% Fp 51 32 £ 72 SEQ 1D NO: 2(NCBI£ % F 41
NP 663634.2; N-MGQTAGDLGWRLSLLLLPLLLVQAGVWG
FPRPPGRPQLSLQELRREFTVSLHLARKLLSEVRGQAHRFA
ESHLPGVNLYLLPLGEQLPDVSLTFQAWRRLSDPERLCFIS
TTLQPFHALLGGLGTQGRWTNMERMQLWAMRLDLRDLQR
HLRFQVLAAGFNLPEEEEEEEEEEEEERKGLLPGALGSALQ
GPAQVSWPQLLSTYRLLHSLELVLSRAVRELLLLSKAGHSV
WPLGFPTLSPQP-C)F « kil NEWSX1EH 2 BERF
Hl 42 > SEQ ID NO: 3(NCBI£ Z K %] : NP _004834.1; N-
MRGGRGAPFWLWPLPKLALLPLLWVLFQRTRPQGSAGPLQ
CYGVGPLGDLNCSWEPLGDLGAPSELHLQSQKYRSNKTQT
VAVAAGRSWVAIPREQLTMSDKLLVWGTKAGQPLWPPVFV
NLETQMKPNAPRLGPDVDFSEDDPLEATVHWAPPTWPSHK
VLICQFHYRRCQEAAWTLLEPELKTIPLTPVEIQDLELATG
YKVYGRCRMEKEEDLWGEWSPILSFQTPPSAPKDVWVSG
NLCGTPGGEEPLLLWKAPGPCVQVSYKVWFWVGGRELSP

892569-1 5535 B » 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0
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EGITCCCSLIPSGAEWARVSAVNATSWEPLTNLSLVCLDSAS
APRSVAVSSIAGSTELLVTWQPGPGEPLEHVVDWARDGDP
LEKLNWVRLPPGNLSALLPGNFTVGVPYRITVTAVSASGL
ASASSVWGFREELAPLVGPTLWRLQDAPPGTPAIAWGEVP
RHQLRGHLTHYTLCAQSGTSPSVCMNVSGNTQSVTLPDLP
WGPCELWVTASTIAGQGPPGPILRLHLPDNTLRWKVLPGIL
FLWGLFLLGCGLSLATSGRCYHLRHKVLPRWVWEKVPDPA

NSSSGQPHMEQVPEAQPLGDLPILEVEEMEPPPVMESSQPA

QATAPLDSGYEKHFLPTPEELGLLGPPRPQVLA-C) 7 - 7R
Bt N #Hegpl30&E B & g & B Fr 51 #2 £t i° SEQ ID NO: 4
(NCBI2£E %] : NP _002175.2; N-MLTLQTWLVQALFIFLT
TESTGELLDPCGYISPESPVVQLHSNFTAVCVLKEKCMDYF
HVNANYIVWKTNHFTIPKEQYTIINRTASSVTFTDIASLNIQ
LTCNILTFGQLEQNVYGITIISGLPPEKPKNLSCIVNEGKKM
RCEWDGGRETHLETNFTLKSEWATHKFADCKAKRDTPTSC
TVDYSTVYFVNIEVWVEAENALGKVTSDHINFDPVYKVKP
NPPHNLSVINSEELSSILKLTWTNPSIKSVIILKYNIQYRTKD
ASTWSQIPPEDTASTRSSFTVQDLKPFTEYVFRIRCMKEDG
KGYWSDWSEEASGITYEDRPSKAPSFWYKIDPSHTQGYRT
VQLVWKTLPPFEANGKILDYEVTLTRWKSHLQNYTVNATK
LTVNLTNDRYLATLTVRNLVGKSDAAVLTIPACDFQATHPV
MDLKAFPKDNMLWVEWTTPRESVKKYILEWCVLSDKAPC
ITDWQQEDGTVHRTYLRGNLAESKCYLITVTPVYADGPGS
PESIKAYLKQAPPSKGPTVRTKKVGKNEAVLEWDQLPVDV

892569-1 5536 B » 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0
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QNGFIRNYTIFYRTIIGNETAVNVDSSHTEYTLSSLTSDTLY
MVRMAAYTDEGGKDGPEFTFTTPKFAQGEIEAIVVPVCLA
FLLTTLLGVLFCFNKRDLIKKHIWPNVPDPSKSHIAQWSPH
TPPRHNFNSKDQMYSDGNFTDVSVVEIEANDKKPFPEDLK
SLDLFKKEKINTEGHSSGIGGSSCMSSSRPSISSSDENESSQ
NTSSTVQYSTVVHSGYRHQVPSVQVFSRSESTQPLLDSEER
PEDLQLVDHVDGGDGILPRQQYFKQNCSQHESSPDISHFER
SKQVSSVNEEDFVRLKQQISDHISQSCGSGQMKMFQEVSA
ADAFGPGTEGQVERFETVGMEAATDEGMPKSYLPQTVRQ
GGYMPQ-C)H o

[0077) EEmFEE2HEMEAEEZNESE G
EHW@ - 2EXRED  DERHIES &R B)ZBEE
FHEAN  OAXHERZWE "HEPE L, AEOEHRE
(Pl - BmFUHEERE I XEHERE)NE ZHESE G
EQ s MHEFEN  Hb WA REEEO o - H
s LRI S (P KO REE)Z2FNESE & E B (P
W 2FR)FREMEEaE2EFERE@ O > 1L-27H R
) -

[0078] T 2kJFI™ , B E XN E O E 2 % KB &
B P Al 8 K 2 Ik < R - s o KRR E R AT & K
s EBFPINEANEARFI B ZFINEHE ALK R
—H - Hfzeloma/D102 208 &8 - @EE /D202
30 B A B ~ HEZE /D302 S50 B A BE4H Bk - B0 — I &
A =\ BUH Al 5 2Cak Al 5z 2 IR B e BB PR A R AR R -

892569-1 5537 B > 3 230 H (IR E)
114105158 FERLE A0101 1142007326-0
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SR B — Bk 2 % kAT BH — 5% A A R R Sk 5
% PINEHE - HERBEMARES %% @KL
P A SRR 2 2 — 3% (B A B U

[0079) ST B ek RAGL L HEBFN - 2%
% 5 T B 46 4 T ELH N BY 100% 51 — B i B¢ A
Bl - EEi AR o @R AN AR RS

%k B K B VI B 49 TS%E N R 100% 8 5 B FF 51 — B
M A UM o FE B 49 80% /N A 100% - B £ 49 85% % /1 it
100% ~ EAEL90% 2 /N 100%(H 0 91% ~ 92% ~ 93% -~
94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99%) K& H E L 9I5% £ /N A
100% » Bl{cs Bes s 72 BEGEN -

[0080) ¢ %468 B i + A 81 5 2 51 88 11 B 5 I
G - ABERERFEINTEAR TS ER - BFE B
o EREE EOBRARME S BEIA AREW
% F  DNAJE W HE - R B0 M B R 2 B E
PCR: B R iF St £ % -

[0081] — i 5§ &5 A - 75 b R 07 25 2 3@ & F 7 4 2 49
R HEZRBUEE LR AL R AR E SRR AR
MR A BT E AL B R R A B EE N - Bl
METRFRUE AR £ TENE, BERBER
BE AR T SF UM B (b - g% A BE R PR R 0 30 E B 5
% F PCRA 8 3% % % 3| A -

4.

i

N

[0082] ME AN AL/ N L F AL EEL—
s E R EREER > Pl 0T IE DT EREE

892569-1 5538 B > 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0
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b Z PRSFREEBE A - " RTHEEARIAR ) A HPTRER
RECAAMEMUME  HEREEERANER - BAMHEMN
i o mERBEERFOAELBERMN T EE > &F 6% A
o (40 B BE - R R B - dH B BE) - BR MR G (B 40 R X
B: ~ B R EE) - AW E MM P R KRR
B~ BlElr - B BE - SRR R - MR BR - P REREER) - JE
fn kg (P N R B - MHREEE - BRI RBE KB R
W B B2 - ERE B2 ) > B S EE (B A0
wR R ML - GERE R - 8RB RIT R A E (D) RS RE RE - SR
WhE ok diEik) R @ RPZ2ELE
B B REWER A KEE — A # xR 55— &R EE
BEft - EREEET BERBZEITHMBERKEKE ZX
FR/KERARNERE EHMN ZFER - H0F > £FKE
EHET  ®EBHGEEH N o EEFI > WFE M A
s BAEHSIA > HMGRERAIFALAFH ZEE LK
T HMEEE S EP L LA TR E T EE -
[0083) MWAEM » MsBHRE "X XEE ) HiEL
MAPCEZMHC I RIE s TR IINREB R 2 ES T
e -

hyt

[0084]) AN ALEM » ich ' I XKIE ) BEAER
ELNMBESEERKEAEAYEZIL-27T898E 7 - Pl > &
B ANBIL2TZ KGR ELABATAIE G5 — P ZIL-
T MALER  XIXNKEMEDESE R E AL
SPR~ ELISA)FEM B A M E L EMERIENREG 5 £ 4F

892569-1 5539 B > 3 230 H (SR E)

114105158 FEESE A0101 1142007326-0
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EE R BIL-27 4R 0 5 bl A R A b B
MR G E R - MR R YR R AR A Y
g 1 S S b e o 40 0 F6 6 P Biacore™2000 SPR
{% %2 (Biacore AB, Uppsala, Sweden) = Biacore ™% [ & 4% T
JE 3R (SPR) S #7 » B 3 2% 40 B 5 7l -

[0085) 40 SCf f » fii35 " 408 2 I Tok B Bk (CTL)
KM, pismamEnTHARSE S 53K IE - CTLR &
T CDS T4 A 2

[ 00861 #m A4 = B F3 » fif 38 " @i % R 40 fw , =
"DC, (4 ME B BB (BM)IT A B B B R A NE W
B2 R LR A bR 2B AN E A - DO H B B R
BEOBEREOTARBN > ETEARESHEEE DY
(MHC)% T 2 U 2 fk - DCE BB 69 - {408 B8 R 4 41
fEEDC: AP ADCEEHRURHE - HEHLEES X
ATHIR > HEDCEMAFFAELYHERE - B R
R~ BEUT R P T BE DR B TR B % S5 DCES R R LA
S 3 RS R Y R R B - 8 R OB E M G
WEWIRS DO 2% B T 7 51 B 2 M - 500 R (L T-6
B 1(Thi) ~ Th2 & Th174) {b o & fE A <

[0087) WAk rfER » iz T B ZER4ME L, i
i R B BB E R B ZE R A0 B ELOE (B 2 ZE ik 40 e
R BB 22 IR R E BT AR B AR E P
a8 4 ) 3 (5 9% 2 CD80J% CD86 > % B i 1 3% (b 1 3 ifii 12 L
ThEE e BB A ME B ZE K 40 B f4 % 7 CD40 « CD8O - CD86

892569-1 5540 B > 3 230 H (IR E)
114105158 FERLE A0101 1142007326-0
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HLA-TTE (20 - HLA-DR) Z R 3I|W B2 (5 M < 40 i o R 5l #
fef 22 5k & A =T B 40 & 5L 35 5 CD80 & CD86KH ik 2 BF Z 1%
o V)M & A R R Al AR AR - BN FEREE Y > R
B ZE R A 255 5 M e & 2R M o i gk B ZE IR 4 B 2
[ ME - Bl P 285K 4 BT 2 & gy i BN I T Rl & E R I A
T HO BRI ZMHIERLEY) k&M HERIE LT AR
B LT £ 0 & 2V EY
[0088) s ALHEM » flasE " ECsoy (R¥E i e s H it
REaclraZ @)W ETHERIEZRE  H
R 50% 2 | RIE > JFATIE R R R IEBLE & 2 i -
[0089) AWAL(EM » fich ' AAUKE , " HUEH

Gt  EERMRUEMRKEVDH TENRFTFUIEZE - i
| BRANMEE  EERERUECEHEBAERERZIERT
RN EDVEHSELELERAEFREZE - ARARIEA
R ERM AN EEGRNRELREEERBEEZEZEH S
TR L —RIRNEE -

(0090 WAL(EM » fiisE "IHERERE ), R "HIE
RER L BAEREREAXNIBRELES G ZE LAV
B fosE IR AEEEM RE&ENEBRHENES S
FEAHESEANR LGN NN REAEENBERE
B A o AR PR A E A E AL T A KRBT - LR A E

EramluEERACERES R Z =80 E L5 8y JE A B
B BB R - AL BERE BB P W Z LR R E B W AL 5 5
REMLEREGRY  MEMR=ZSITEBIP LK ZHEAEEE

892569-1 541 B > 3 230 H (IR E)
114105158 FERLE A0101 1142007326-0
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EAMHSMEER R BEFER - JiFEAEA B EREE R
HAREE 22 /03 4-~5~6~7~8-~9-~10~ 11~ 12 -
3~ V1A IS B A B - HI 2 Wb 2 41 R OA 2 A 1 45 E i Ae &
G 2 ECNET  BURR E R E U)AE IR B & 2R Y
BEMOREINR R R EINREE > EfRKREIL-272
BRI BB E HUIL-27 P10 88 & & FE M T DL
s o A E DR R E B Z ZE B R AL 2 U7 VA B AE G IE B il
B R AR SCHT M 2 B il o Bl 0 x BT 4R &S B R 24 X W
LR (& HA > A4 > Epitope Mapping Protocols in Methods
in Molecular Biology, 5 664 , G. E. Morris4g (1996)) -
[0091)] A RENMBEGEG S ZIL2TEZHE MR E
B  ZERAEEE S B AL 2R E§fE S H
Z % El BER oy PR R E B (A&7 0 AH [F] ERE B & B 2
& i Bt 5 & ) e
[0092]) A5 m F 8 & B1A S 2 188 45 & M [
MEAEEZVBR/BARALHL 2 iR FEEEAN
HIL-27TH9 ik - S HENEAEEXNBZFE G LR
AEHEERARER  ZERWMERAANORERE > X
Hrn—EiBEHBE S e EEREL&EE 28T
Al FHEaRE HPFUEEaRRBREFTHE  H&ZEE
TRHAGA 2R EREGNH#H 2 HEERILEHFEGEQIL-
DR EMEE  SFEFHUEBFUNEaRE BT A
B 40 & AH B R B RE BE ST RO f E (RIA) - [ fH B # =5
E P2 B 2 R E (EIA) » ROG W F e € (2 A Stahli & A,

892569-1 5542 B > 3 230 H (SR E)
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202521984

Methods in Enzymology 9:242(1983)) ; E i H # £ ¥ & -Hi
4 ¥ E E 5 EIA(2 R Kirkland 2 A, J. Immunol. 137:3614
(1986)) s B E#ELwE »r BHAEBEERZ K LKE (2
H Harlow } Lane, Antibodies: A Laboratory Manual, Cold
Spring Harbor Press(1988)) : {# A 1-125fF 5 2 & M H # 1%
L RIA(Z H Morel 2 A, Mol. Immunol. 25(1):7(1988)) ;
HEHEYME-BLEY E E O EIA(Cheung F A, Virology
176:546(1990)) ; & H # & % RIA - (Moldenhauer 2 A ,
Scand. J. Immunol. 32:77(1990)) - % > Z i EH K ({E A
MERREGE QAL E  NFAZERERD MR
EEREOAEELS2FTREREOTE—F A - W
Fe MR A A0 FE O E A O B e R B E B AL T B B R B¢
MimEa v B 22 KEN - BF  HMARENXREORE
FE-BE ERFUENBBEBEFEMLE  HEHENS 2560
BHELERR 2 BEEEESEE/D50-55% > 55-60% ~ 60-
65% ~ 65-70% ~ 70-75%E & & o

(00931 H i 4% flg £ #& B 40 40 JR 8 & B 2 i 7% > &8
N REENEAEEZEFETEARE IBRESEY 2
AR xR EIE bR E A )
HYE A & @ /m (H/D)sg i o H A U7 7k B A BT AS B2 I
FRREXMEZREMEBER &L HPHRREFIIA
CHEBRBEEMEKRK ZESHBELEE HH LS R E R
By o AN ERARREREEEM 25t EAE
BHE - ZEFEHEMRERHEBERERAOE > KEESE

it

892569-1 5543 B > 3 230 H (IR E)
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FEEHMKYCEZ2MRRZETT  ZEFERBEBEEHRE
AR A EHEREGER CERMH RN ILEREE Z A
ZL - HPRDEAEEEMN > NEHFOHETSEULRE A
HEBDDEAEEZSGHEHE L -

[0094]) WAXHER > flrzd " Feit BB I AE 4 B
"FeXIEDIRE ) BER THBEIZRERARBRUI ZIE
ZHEYEM - Bl BEEMERERIE ZNIED R GRER TS
EEEEONRELUINNEYENE - LR NIEDE ZF P
B Clqgf e kMR BEHEMKEEN > FczlRdEa 5
e (X RE M A B E 2 B &= M (ADCC) 5 H g fE A 0 4l B
THZEWOBHEMZE/)Z THE - REKEFcZiE 2 Mm /MR
< Efb#kZ 0 RBHREEL - SFEMIEY R BN Fc &
FFeyZhe - EF—SLBEFT  HEEMLELEEE R AUE
Dige - G40 > ADCCIEM: » /£ — B BB & J » K S FT 7t b &
nEEEIEe 208N EE HEENREHME X 2
& E AW e Y& (B8 n 2  ADCC X &
71) -

[0095]) sOASC(EM » figsg " Fez 8 ) BEEFAENR
ENEMAEERE F 2K HiiiES 2 Fc@Es - £ —
LRk d - Fexx e RFey2 e - FHE=ZTE FHE B Z Fey
B . JK B FcyRI(CD64) ~ FcyRII(CD32) & FycRIII(CD16) -
AT U fE [gG A 2 (IgG1 ~ 1gG2 ~ 1gG3 Kk 1gGh)&E & H & b
FcZ B2 FoyRI ~ FeyRIIA K FeyRIIIA » FeyRIIB & # & 1 52
fe > HR G a2 2R 2k A b kR AMMKIE -

892569-1 55 44 B > 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0
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FoyRIBGLULE B PEAEGa 211Gz a Bl M2k - M
FcyRITAK FeyRITAG E U X ERE 4 & 1gGH B A H M
HFEBRMODZEBEM N ZE - EE S E2Fcz/i@ K/ Clq
Fo i Feld BN 2 5201 78 A B R P ) o & & I AR Y fir
e lE N KL ZCH2E o N 2 A - ff — g
AR SCHG I 2 PLEE 2 e W B /B B S M B R B Fel& 3 B Fe
2R (P - FeyR)Z & & o fF — S RREF » RS 2 5L
BB R/ AEFEEEHRNFcEB4E S 2 FcZ 8 (0 -
FeyR) T & LA ¥ 58 -

[0096] AN A RER L FKEFcZEBRFI ZFEN
PAR 2R I3[ 40 -

[0097) soASCPT A - flisE "HEELERX, GEER
HEDE ERcscBREREDLEBER 2R KLE
ET2HEN - EREEERNCHERMREER LY E
ME > —f B A LRI ETIE 2 B ELEXEIEA
HEEARNGYYES 2 ZBELEXNEMEUE - 2IF I
RBeMBMELEA TR SBEAERMIEABFEEERGYY E
EXEE FEAMELE CBEELEAXERN EHD -

[0098) sOAC(EM » flgset " A E, B HEAF A
MAE AR EREORII ZAEREEE (B FT)HN I
fe - A REZLABEBITEEARABEE RAREXE
B A 4m e 2 B B B B A (B a0 - #5 i UE A8 Jh BE R G (i Bh
FREMESBFGNEMERSASHAMEZRI A ZEE (2
H @] 40 Lonberg % A ,(1994)Nature 368(6474): 856-859);

892569-1 55 45 B > 3 230 H (SR E)
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Lonberg,(1994)Handbook of Experimental Pharmacology
113:49-101; Lonberg & Huszar,(1995)Intern. Rev. Immunol.
13:65-93, J Harding & Lonberg,(1995)4nn. N.Y. Acad.
Sci. 764:536-546) - ZhTh > fiisE " NBHLAE L A B E K
RE—EmAESYYEEODNE ZEE R ZCDREAICEHE
HMEANBEBERIEZIE VA NFEARTUE) -

[0099]) WA FTH » flasE "REWNB ., GHANE4S
E—mEBcERNBEFEAFEEYB M ER - LilgsEGiEM
BERANBEERFIXEBEZEBFPIEREREEIEAE
B 2 R o B A H— ok B bR E R
HIEANBE®Y 2N ENTE -

[0100]) fls2h " HERERIE ) R "HE %2 ERIE
NEBRERABGRENRENFEENR 2 &% K E (A
% B B¢ e M) o W BA Y E5 B CDCECADCCHT i A 2 i &8
"FE GENRST T ERARE S ®EH -

[O0101]) AR » st " & E M4t T
(REWWRE "2 REREABAT  HGERELE -2 HE
EHREERSCHER C@HEET 7= HFEEKEERBHK
ZBEGMHEE T T B (DAMP) > (P10 > = wBERE
ATP)Z b Al R B & & > 2 20 M 8 40 B 2 % 0 R MR 3 i R
EREEBELREEREE AR T W@ ERHEEER) -
MAER - flosE " REREMBEETHEBER |, %5 HH
EFEHABEETEE BREECHANNLE - £ Y2 5
B H -

892569-1 5546 B > 3 230 H (SR E)
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(o0102) A ASCHEM > flusg " MH , ~ " EME ) K
CHET L (AT W R A BB (RN S IL-27 9 A A
Z STAT1 R /B¢ STAT3 2 ts B (B )] & % (£ A B 8 & & 77 & 52
2 H/H B W& o IL-27.Z2 300 0 /PH B (£ 42 72 A3 &) =k FH Br
BN T RHANEE ZIEE KERBENEDIFEMEIR S E -
1 1 Ko BH B 78 E 80 & 0 B IL-27-F B S IL-27 it A2 2 B A
LE - P RIL-27TI B &R > IL-272& &8 M Z &M
0B MY A A HNIL-27 2 & H EE D& 10%
15% ~ 20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55% -
60% > 65% ~ 70% ~ 75% ~ 80% ~ 85% ~ 90% ~ 95% ~ 96% -
97% ~ 98% ~ 99%3K 100% -

(0103) WASCMEM > firsf "MHMEEK , -~ " K
MbmE AR KT REEME LR GEE/RES T 2 EE
2K ERBEMEHRESE T 28E 22D 10%
15% ~ 20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55% -
60% ~ 65% ~ 70% ~ 75% ~ 80% ~ 85% ~ 90% ~ 95% ~ 99% =
FENEE  OAREERENHSHEEKTEE2E ZMHEKE -

(0104) WWASCHER > flusE "HWHER , (20> &
KA ERBFAREERZEMTEN KLY - A/
WA AL 4 B EE D4 10% > 20% ~ 30% ~ 40% ~ 50% -
60% ~ 70% ~ 80% ~ 90% ~ 99%5 100% -

[(0105) WOASCHEM > "EFEZHEN , ~ ' FEIBHE
HTAFEZ O HARBGERECEBHFEREEZ WO > £
ABHELTRELE  BLNELRES S E£IFAHH AL

892569-1 5547 B > 3 230 H (IR E)
114105158 FERLE A0101 1142007326-0
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MYHERLT BEE)ZHE  BEHMZENGEEEGE
WEAEEHIL-275 88 ZH Y 28 )Y (E 8 -
[o0106]) fiasE " ZEN, BRIEEESTAERE T R4 2B

[0107) AOACRT A » lich " Eo@Zhile ., GiEE
BErAaHEAAEARSZEZHMHRER IR
FREMEE2  ABHIL2ITNE s B2 EEE LA ER R
MEGRIL-2TN ZE ) - i > HFREEGE E20
FAEREZoMEDRET EFHEKE A RYEZHMIL-27
EHNRRENE - AW EOARHEL 2 FELESE SR
EF o MBEEZEHEE AFEIL2IT2HFR2%GESE - B4
oz RBETEE EAS H M AEMT R /L E
Vo fE—BEET > BEAARIL27TRREZ T o EE
M aad N BHEREHKY F -

[0108) a0 ACRTA » lich ' €0 BB YT L A
ERBES o 2IL-2TZ BB ERE 2 (A > Va~ Voo
COR3I)Z B » BN GERRSZIIBNAEE 72 &% ERK
FAlA e miE&E G RIL-27 Z LR Z Hi /8 s Pt e &0 77 5y
HoA % H OB IR B o 1 0 i F H A R B AT R 2t 2
NEENHEDNASR 2 %8 - a0 - BEEERI2PEIL ZF
FIHY R A e s B a A SO 2 i IL-275 R E AR i Z
Ef (Ve) R E#E (VOB BN ZHBF -

(0109] W AR A - " EA& ) (i h=H# K E&EE
N &t JLfe MM (A 27 1gM B 1gGl) » £ — £ RRE F - &K

892569-1 5548 B > 3 230 H (SR E)
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oT

BREINBEERE RIgGIFER - £ —-EEBHET - XH
MEZANEEGEIRE BIgG2E M -« ff —HEBEF » AF K
ENBEEEE BIgGIER - £ —-mEHES > KB RE
CANBEHEBENE HIgGAFE R - WA G RHRERTEEMS
B> BB E R (B4 0 1gGl -~ 1gG2 -~ IgG3 ~ IgG4 ~ IgM -
IgAl IgA2 - 1gD K IgE) > # HI{F It T8 % fit = & & Ay B i#
EARBECHIE  AMFcEREBFIRKSFIZFI
tE B Ay & -

[0110) WASCHER » iz "FAAELK iR
BRI E B LI — g s Bl L IgH A 2 — &
A B & -

[0111]) s ARSCERM » iz " KD,y 2 " Kp, 415 51
BUNFE B ZEECRENTFEHBEEE® - KoZ B 5B

EMREREBHRGDBEIBHF o B RE B (ka) ZEE R F
Ko o KnZ EHEPIBEBUMR ZE B MDD ZHER - KoE
A iEBEHEARZEMN AR - BO D BE -7 T H

HEBZEcWREHRBEREMTEHBETE ZL(K)KE M
kK@E ZEBAPH® > FTHEFER 2 BEETIMGA
SR

[ot112) AR » sk "kd, 2 "Tkay (E0E Tk
fREEE L, N T ks, VEENBRAB/MEESY R BEED
REERREY kWwZEMEVITBREBE 2 ECY T FT
8 F £ o H Dlsec ! B B Air 2K & 4l -

[0113) WA » firsE "ka, 20 "kay (HHE "k

i
i

892569-1 5549 B > 3 230 H (SR E)
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e, N ks ) VEEVIBERNREZIGENG o EHRE
Beokal ERAEVBEAEZIZH(MBE RS FP P K
ZIHBMEEe cBENEFERTR » HUM'sec' B H
fir 2K F Al -

(O0114]) WASCER » fiasE " BMMEK , HIEH RKH
BRAFEEAIRAEER KK EEABREALY - 5
MEEFHEFTEE FHAESEZIESRME 25MmK - X8l
P28 K& © Z A MM (E TR - AL ER M e
MEER) R B 8 MmO ER (A BK R MREER) -

(O115) SO ASCEM » flrs " #HMEK, BiEF K EE
ZREVEEMIREABBELY - FENMEEZHYZ
MEEK - B-dll Bg & T-4H BE -

[O0116]) AN ASC{ER » flosE " &L, ~ " EBE
s TRl e y WE R - I s BB RE i e ] A
FREEEEESEEHT R/ WM E 2T M B0 77 308 E
AL —E - E2EEacla - EHEEYECBE )L FA
FE DL TH £ 90 & E RTHY -

(0117) WWASCHER > "HW&HE ) %" FEEZE
% 5 & (R L &8 M M B & & Re 4H B 9 BB K 2 L TE O EE
PEAH @k s i B Ay AR 25 » 40 - SH B W) o] RS x4 B0l A6
PP BB B R R A EHE A & A Y B 2 B KR
o M EERTHN T EEH KE 2% - HRYECH
BCH — BB E Ty > TR E T E AR i B

(0118]) WAL » " MHCH 7, AiEWEHEY

892569-1 5550 B > 3 230 H (SR E)
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- JREIMHC U R MHC 11JE - MHC T 7 7 & iR =
2y R YECD8+ THIAE HMHC IIH 77 TR 7 2 B £ %
RYECDA+ TAIM - MR E L ZAPCZHI R LT E &L #
U B MHC I 4 & - HEEZ T > WIRMEH & % 2 APCZ
MR EEEw H LI BEMHC & & -

(O119) M ASC{ER » fiasE " Bk ) REBETYH
RRHENMRAEEREZE SR ELE AN DHE - K
o flosE T ABHERDE, AEETE SR EMLAER
AREBANFEEARENREG R Z ]2 & K E N ER
ZJHEHEBBH PR - £ —EEED > ABERAEBHORSE
EE O ZBEEBEREERBEEANESY (A ENAN
WIE/NE)ERS ZBUE > BAREAELE AHEH#EEE
EANrREEBEANZBcEKELARZERA -

(0120) sOAC(ER - fich " BB ) 215 — A
Z B ER B ] o3 b Bk B W QRS K e € R 4 AR DL F B 3R Rk

R KE -
(0121) WAEM » s " B A& FABENK), &
fE—EEN AR EERER - HFWAEBE KR - EE R

MLk < JET ~ FEBMER > HixRFEEEEAKRHE L HR
WaE kXM AENHEER 2 RERET > DRI IR K
Ik A ST B BE s M (ADCCO)P st E EAEA -

(0122) AOAL(EM - WEARE R ZlE " RAF
£, BRIESRAFLERNERAT ZEH - BlWE > F1E
REAHBEBRAKE >N EYR (B ERHZ)T HARE AR

892569-1 551 B > 3 230 H (SR E)
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EFEBETAREEBEMH IR ERTREI B RXRAFLE
iy e

WK

[0123]) a0 ASCfER » figsE "R @R EA ) RiEMAEHR
ERFE RSB EANEHE 2 F B & IEE R E R
ZCHEARMBE B EHEZ VDIAR T BH# 2% —CH
ER - AHERESHELESRNFEGEE Y ER o FH5E
HMEmEm P REEERF 220 —HE®F I & E
4H = (R0 2 A o R AR B AN B R a5 B0 N R o B A K
T [ 2 [F] R B 4H (SFH B sk )i 3 A o B UIE g R 1K
Mo THEONHEERNBR/LCREES > TH4EH
ERACIEAE - ¥

[0124] WASCER » ot "M, BiELEZMEZ
HBAZEZTRERAEZEEENEHFPA ZEESY - RIE
FrEMMLARSG » TRIZMERE A RARETE 2 C A
HOHml HEAFHE2FEERMEHU2E SR A UE
PN RKRAFHELEZERBRN T ARH - BRIESIET - & A
REZBFIARE M HE LK RFEM 22 2B
Wmo EHEB FRARORGE/#FI > UEKHAESE T ZF
Al - MESZ  BHEBFINARITIENELEODTFINKE
B EZEFRid L EmEEEH)EBEFZE =1
B &R G B /A AL E R E I A (Batzer®E A, Nucleic
Acid Res. 19:5081, 1991; Ohtsuka & A , Biol. Chem.
260:2605-2608, 1985: J Cassol® A . 1992: Rossolini% A,
Mol. Cell. Probes 8:91-98, 1994) - ¥ N fE & B8 & B3 & BE >

892569-1 5552 B » 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0
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F A Z BN A R R SFRY o T AR B AT AN -
cDNAK i1 Z N 4Rt < mRNAG & -

(0125] AXERZZZERAIMEMNZEZERET
Bz 802 B L Az M H B B > H A & R (2 8 RNABUDNA
HEE RNASKDNA - s > REBRITOLTSEEA
P BHiE R BEDNA Y REEERBEEER ZESYH
DNA - Hff R B ERNAKR B HEHR B EE 2R oW Y
RNA- A R EHENE R FEENEFEFERASEEERE ZEaY
HE & DNABERNAZ MG T T « B REFRAIBES
RNAB(DNAB(RNAK DNAW & Z Z # @& E K - 2% H ]’
ZINEII= = = R o Rl = I - il = = N A WS
4 & i 2 DNASKRNAF 22 - T LB~ | £ & B 40
—HREHELBERAERBE > PIAOHLEH - 9] #H RNAK
DNAfH ZEEe - Nim " TEE, &FELEE - Bie X
(VN i 7= v

[0126] &% B 55 — & 7 ¥ = % — Uj fE B (& B >
H P& fEEmp, - fl0 G FERTFZER
Sl > AIH W R(EH ERE EREBFY - AR ERFEF
Bl - ATERAE M B BN ZDNAFFI AR - HA L
BHEEWFEEA B ER BB ZEOHERESEET - #
REmEY > R EERTIZEFIERNEHBERE
H -

(0127) @ ASCRT A - T JE &L B5 % ¥ (parenteral

administration) ; ~ [ JE & 5 ¥ B (administered

892569-1 5553 B > 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0
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parenterally) ;, R HMFEAZF WA EEHRE kR @ K HA
ISz s iE = - EE R B ES - HEEimARREFIK
AN~ EWN RN ALRW - ZlRA - A - B EAN
W KW IBERN&ERE - KT~ RKT - BEEA
BT - BREBET - FMHEAN  BEFES - KA A 5B
Ak P9 R B B N Ok B R i OE e

(0128 AOAL(EM » fich " &, BREHEZTEN N
AR ER I NE R EMEABYMEE -

[0129) WWASCEM » flisg " PD-1HE L Kl L & 15 Il &
PD-1(5 5% F & & 1§ = DL E Al U7 =030 &l 4 ig (61 20 % 7%= 4 )
T ZPD- 1IN EMEEMREY 7T - £ —EREKEF >
PD-145 i % [H B PD-L 145 & 2 PD-1 X /8. PD-L24% & £ PD-
1o ff—metxd - PD-15E LA r E & 5 PD-1 - f£ — &
B > PD-14E P Al fF 2 M 45 & PD-L1 -

[0130] 1£ Wi & = W9 {6 DL B #Z B 5k % Bk 51 2 1/ P
foooflosE T —HMEHOE) REEHRERHIEMLETE
Gl il 2 S S I < = I N N 1/ Ay & | ool R A (L
BLASTP Kz BLASTNE( # H M IH & it & 0] i £ K fth ' &
E)P 2 — AR HMATE N - W[ R BL B R AT B
TRAAEAEE O o 2 E & B B &R E - HUR
RHER > "8 ast, TFEERFEERZFIZ — @
i B B4 —(EygeiE b B A > F AR AR
ZWEFIN 22 EEE - BRAFIIEE - #AH > —(F
AR ERANARFIENTERZZ2FFY - EFEMHFILE

892569-1 5554 B > 3 230 H (SR E)
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WEEER  BARFIER2BEFIEMAERT - 5F
o AIRETFRFRIEE ERFINEREEEAZ2E -
% FILEBEREEZGENKENEASHFTENR F
FIEH N 2R FEI 2 FI —2HEE o -

[0131]) & v b 2 7 9 & & 18 b ¥ 5] B 40 45
Smith & Waterman, Adv. Appl. Math. 2:482(1981) /& & [
JE M E B A - #%5 fh Needleman & Wunsch, J. Mol. Biol.
48:443(1970) ~ [A JH M tb # H & & - # B Pearson &
Lipman, Proc. Nat’l. Acad. Sci. USA 85:2444(1988) & &
MECM 5 &~ o i F E B VK (Wisconsin Genetics
Software Package, Genetics Computer Group, 575 Science

Dr., Madison, Wis.$ 2 GAP - BestFit ~ FASTA & TFASTA)
ZEM(LER - SCEM B MR 2 R AusubelE A, T X)
KAEAT -

[0132]) @M E P Al — 2t R e UM UM H o tE 2
HE AN — 0 /BLASTHE H A » H i 7 it Altschul A,
J. Mol. Biol. 215:403-410(1990)5 - F 5 #1 {7 BLAST 4> 7
ZWRORS W] &L i B R AR W) G & SR L (National Center for
Biotechnology Information)#4d ik 2\ Bl & & o

[0133) A hEEMLH > "BESE FT#HZ A
EHEcHEBZ2HAB  HBENEANREABRGY ZHE
mER/RBREBImM AT ENE - M BERREXH
R E O RE BoHESE/BRBILAERNEELS
Vo~ MR HECY R /BRI A -

EF

892569-1 5555 B » 3t 230 H (SR E)
114105158 FERLE A0101 1142007326-0
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[0134) soA P A » "TEBE#E EoHE2 2 &P, &%
EFHEEEAHEEZ FAIHEZEREMAER - 7T E
BR -HAEERNEER ZF2ERRWEERREUY -
HEY R EEEESE E Rz 28 fla o B0 Rk B R
Rk B8 (2 & - #la > BergeZ A (1977)J Pharm Sci66:1-
19) «

[0135) sOASC{ER - figsg "
HE EAX T g®mER - &
T HeEEMAN — =M R AR
o ANTEEERYNNBEERESY  URRXAFELZZE
ERBEVRIERAFHEZIBEEREEY -

[0136]) soASC{EM - figsd " FHBT o A& M & 7 s AR &
B - GRERBEENRY MR AR ZHEHKY ZEE - %
HALY) FEAR(E B 2 B2 RN ZEARRE R - 5L B H 3 -

[0137]) W AR - 408 M KA SCH I E &3
(iR Ech Bz flgsE "4ifb ) 3" v @k, BELOTZK
Z M RHEQO L EREY T 2 RAMFEEZ 2K 24
gl EHSRHEMRAFEZEYRAE T T) 0 P
W HMMED  BERKRZESU o ECHdEL - BFE > &2

Ko~ "KL, R TE
18 LREZEEGY - %
REBMHERARAGFLZEE

fﬁﬂt 4“1
?

Bt ZHERELAFT Z2HETZEL0BID > £
65~ 70~ 75~ 80~ 85~90~ 9295+ 975 99)%H - % it 4
“ifbay -

[0138) MMACER » flusE " s EM ML T EH
1,5 "PD-1, GiEstEMHABEILTCEBGIZK - BN
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CD28FX Jr z el M2 B ABEF ZPDCDIER
Kémtg - PD-1 2 F R LW [EZLFHBHFE - PDCD1 ~ PDI -
CD279 &t SLEB2 - PD-1 £ B f+ JF & /2 Je Al & (b 2 THH
- Bdifa R B RERRAMA FRH > HES 2 WHERKE >
PD-L1 K PD-L2 - S0 AR 2 gz " PD-1, B & A PD-
1(hPD-1) > hPD-1x B EE - A E MY RV EREFEY -
FEWD-1TEFE2V—-FHEERERIAEEZEHUY - 2%
hPD-15 5 8 F # GenBank % §% %5 AAC51773 F -«

[0139) WASCEMN » flosk " EMILTERE-1, 5
"PD-L1, %S E E£PD-11& » TR T-HMEE(L K 4G
NESTHZWMERNRPD- 1A ETEHBEARE T2 —F&
(55 — % R/ PD-L2) - PD-L1 2 B R &AW Kk FE&EFEFE:
PDCDILI + PDLI1 ~ B7H1 ~ B7-4 ~ CD274 &, B7-H » %1 A& X
ff || >~ #fi2E " PD-L1, 4 A J8PD-L1(hPD-L1) > hPD-LI1
CEER FEYEAYRYERIEY > KEWPD-LIEHF 2
D —EEFERIRERAEE ZEMDY - 52 BhPD-L1F 5] A &R
GenBankZ $% % QINZQ7 F -

[0140] PD-14%% 78 & & M it 38 # TCR{E 5% < & & Il &
M: % [ (Ishida, Y. % A (1992)EMBO J. 11:3887-3895;
Blank, C. % A (Epub 2006 Dec. 29)Immunol. Immunother.
56(5):739-745) « PD-1HPD-L1 2 [ 2 M G {E F 0 % & % &
fe &R HuaEHT-WAEZENE K ER D (DongZE A
(2003)J. Mol. Med. 81:281-7; Blank % A (2005)Cancer
Immunol. Immunother. 54:307-314; Konishi% A (2004)Clin.
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Cancer Res. 10:5094-100) - 5 %% ] & =] 5 f #Il & PD-1 B4
PD-L1E(PD-L2 2 f& &l MH & fF H 2K % 4 ; & J5 [H B PD-1 8
PD-L2 2 8 & fF B - & W E B R 08 (Iwai & A
(2002)Proc. Nat’l. Acad. Sci. USA 99:12293-7; Brown% A
(2003)J. Immunol. 170:1257-66) o

[0141) N ZEREE  BEEFERMEREDER N
B oG ERBEGMAKER -  HWFEGTEREIEIE 2%
AHhee o PlW > RAMRERE R IERERZE RS
PD-L1E¢PD-L2#5 1 fE &8 M AL 2 F= 31 0] T 38 & & il 3R 1%
RO R E M B E £ k& o JC H O & T4
e - PD-L1 [ & & AN #H B E & E #h & ¥ (Dong &
A ,(2002)Nat Med 8:787-789) < PD-L1.> 7 % > PD-1 - £ 3
e E R (PN EE 2 TH) R HBEE S K NHERER
MEEEEHBM M > CHFEOWMFTHRE - A > & F
WP THAM E2PD-1ZR8Ea2BREHAM L2 FJHPD-LI
Bo 86 B - BT 45 69 T4H A ] 34 45 pl 3 B e B 2 %% K IE 2
B0 - HBE R R O VRO & B /D B T M R 2 R ik
) -

[O0142]) fEFMUNE ~F - & EHIE - BRIE - HFiEE X
BEHE B ARESLEAS > CHEHPD-LIKHEE A REEME
HHEKRERFE AW EEEBFEWNM (2R H W > Dong
% A ,(2002)Nat Med 8(8):793-800; Yang® A ,(2008)Invest
Ophthalmol Vis Sci 49(6):2518-2525; Ghebeh® A ,(2006)

Neoplasia 8:190-198; HamanishiZ A ,(2007)Proc Nat Acad
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Sci USA 104:3360-3365; Thompson % A ,(2006)Clin
Genitourin Cancer 5:206-211; Nomi% A ,(2005)Clin Cancer
Res 11:2947-2953; Inman A ,(2007)Cancer 109:1499-1505;
Shimauchi® A ,(2007)Int J Cancer 121:2585-2590; Gao%
A ,(2009)Clin  Cancer Res 15:971-979; Nakanishi %
A ,(2007)Cancer Immunol Immunother 56:1173-1182; Hino
5 A ,(2010)Cancer 116(7):1757-1766) - %@ UL # > 1F £ &
(Kitano % A ,(2017)ESMO Open 2(2):¢000150) & B & 5
(KleffelSE A ,(2015)Cell 162(6):1242-1256)F » &% B ff 55 bk
EE EZPD-IRBIELAEEZETHNE - ©H #FPD-1#5 41
B o %40 % 2 PD-1/PD-L1/PD-L2{5 S5 ol > o) g H /=
B PD-181PD-L1 K& /S PD-L2 2 [ 2 M & F F Y 4% i & >
HERFTLMME Rz @E-BEREAMEMEL FRRKERB
Ay S 7R B Bl 2 B e R A -

[0143) MASCMERM - flish " EHE L G5 FH 5 a0 K
RENEOEARE ZHE > HP Ao &AL TR Ve
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Ve Bk B o A ROE R W] #E i B AR JE A DNALR # K 8 5 &
e EREGEAED -HEHEEB/ N ERBERME T
o

[0144]) WASTAH M @ flishk " H4HB LHMAT L (B
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e (oOEBHEH HEeEABEIBEBXETE ZHE © K(d)
e HM FERE - R EEN IR ZF
FEARBEANEEEKXKEODERFI G # 2 H it DNAF
Fl- WEEHEEABEHBEESNHAOAEEAERGS 2 FE
ANBFEEAREXREORFINATELEER - HE28HEH
WAE R A E EENEREEFRES - W01 I IHF g
B &I (% B > 747 > Lonberg(2005)Nature Biotech. 23(9):
1117-1125) » AfB @& ANEEaH > HEHEHE&EHUP
WENAKTEEAREE 2BV SEERGENE - R T
BN sBEAELDSEE - KHERZBL(EE LR
AN MY 2 B Eh A 28 )k — B 1 B DL E B 0 U AS B A 2K
ReWHMD  -HEHEEGgEHEEZE— 3 K EF SN
- [Fl g ) o RE > 2R HE 2 G0 R & R
EREOZNR2ECEFRABHREE KB FIIAEA
HEERE Y F 2R —85 M B2 EE FMHE
MU E > HEHZED80%—E ) -
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mAb , Ao EMAN "2 FHEESEL ) hEEE 2
IL27E 2R EMEAEEEANEIIE B A — 5 % 1E
AR EBZHEZBEGNINERERESE R E - HP %
GBRER2FNER NI EAERE AIL-27 EZMHE LR
AEEREZE G WAXERH > R rE/EFEEHAR
A B T 0 B8 0 A Pl 2 R B B ke E (B 0 W FE M
SERE)T ZPIL-275 » HomE#EHRKR#FH - &5l
NHBEEECEMEHENEAERE L —NZEAEIE
[0147]) sOAC(ER - flost "HEMEE G, ~ | EE
MEs,, ~ TEEERMES KT HEEMES ) BER
BREcrHEAEENNE LZ2FERrAERE - #F > EFEH
BEHANABEIL2TE R oMY AESERHBEFLEKEEN
BIACORE 20004% @5 & #5 h = | & 4% + 4L #ik (SPR) L i M &
LB KRG /NR10° M K& /NR107 M~ 1078
< 1077 ME10°1 MB( & & & K 2 5 AR i E BU(Ko) &S
c HEZHEEMREE & 2 M 7 H B FR e fH E 5t R =5
“UIMHB < LR ZIERF R M LFE(FI40 > BSA -~ IlRE &)
GEaZHMOREVPHE  FREBEST > EEHEHAN
BIL-271F By oy A ) H £ A #1088 1F 5 Bic #2 7 BIACORE 2000
Eas P REMTEESE FLIRESPRT M HER » fife ML K
&) /NFA 100 nM(1077 M) ~ i 1F M K& /N 50 nM(5 x 10°°
M)~ 3R KL RS aM(1.5 x 1078 M) ~ 11 5 5k 49 /8
FS10 nM(10° M) ~ #1550 K 49 /h 75 nM(5 x 107 M) ~ # 1#%
ARG /NPT aM(1077 M) ~ HF R KL /N0 T nM(107'°

™
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B D> <
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M) ~ A5 E N RE/NFR0.01 nM(1071 M) 2 3 iy %2 B % B (Kp)
e HPRHEENRES CBENNDELBEGZEE LR
UMM R 2R ZMEHURE (B4 > BSA -~ B &
A)EacHEM T RELDHG - REE T HAE 2R
R THPMEEAREM 2B ) AT HETE "R R
MEsemnFE2mee, TakEM -

[0148) WA » fiishk " STATIBE B b L R (E
FEE ks SN T I(STATD)Z K > JRBI R ANE 2
STATI EE R4S 2 # et N+ 2 i b - STATy +# 12 &
MHE MM ARBERL  EREMPRECEA@RZUERTE
e N F 2R E _ERBMEL KR % - STATIH] 2 &
NEMRETRBAEBIL-2TZ EHEE M E(LORED > R
B) o & M\ IL-27R >~ IL-27(Z 5% {# 2 3 ¢ STAT1 2 # B (
(pSTAT1) « STATI{E W} K MM EFEE - £F 1 20H KB E
CHERNEZHR P AARBHEMR - W EhRIL-27E 5% # & m
W STATI8E Be (L 2 77 & B #E B R R 7% AR 2 M0 Bk
Bz (L STAT1 Z #7188 K £ 50 < 4 g = 7 =0 4 i 73 A (2 3 01
41 > Tochizawa® A ,(2006)J Immunol Methods 313(1-2):29-

T

37) e

[0149) W ARC(EM » floshk " STAT3BEEE L | (R 45 (B
g i EH R gk E (BN 7 3(STAT3)Z IR » JRED I A 1 2
STAT3IE: R &G 2 st R+ Z B B (L - STAT3/r 5 & JE X
MALR s EEERCRE > HROLAEFZHEBEE W
WHREAR KA AT T FEMEMER - A RNIL-27(F
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SiEEM AR STATIH B L W ZBFEEHA RS
Me 3 B Bk B (L STAT3 Z 4 A8 2K #E 50 < 4l B s 4l i 2 L) 2
M (2 A& Il -0 > Fursov % A ,(2011)Assay Drug Dev
Technol 9(4):420-429) -

[0150) MMACER - fich "HBFI , REAHEH
MEH K EDNAFY - TEBRER FF 0 BEuE R
@i RN EREAEAS AR EERBE R S (
A7 ). "THEBZE ) BEHENSREZEEZEBEEK
BREBRKEEE ZHEALL > v eF) RBRAHEFTEER
SEMANTFRMEME  UEKERFIEE R TEHER

Ao TE A -
(o151 AR A » sk " E A8, B EMAHEKN
JEANEEY - Pl KT A REKRY A HRERE

BREIRIEZ([EE - fisE "EANBESY, BFEMA & K
Vo AT A BV RIEWABY  HUOEANFERIY
ME B/ BF B WESY - RITEYF -

[0152]) BB > fiosE " EEMER L 50 W& &
N HFEERFIE REMEEH REERE - £ 8 E LN
itk ZIFERT 0 REDVG80% LT B
90% % 95% ~ HE FEH# £ /D 298% L 99.5% 2 ¥ H ¥
BHY - B AU - E B B L B R R SR T B %
i #EFE SR > FAAEERIK -
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8 ox 100) - H A& 58 5 2z i W ® P 31 Z f fE b T R =
SIANZZRZHBERESZEZRZEE - FAZHEEEWEF
Pl o By — M & o bb < H 2 o] B8 H B & K58 i
0 LA T JE PR i) M ' ] -

[0154]) W@ F8FY 2B — 2 MG ok
GCGH#X %2 &+ F #Y GAP#E =0 (| 1L http://www.gcg.com iz J&
=) ff HNWSgapdna. CMP4E & ~ DL 540~ 50 ~ 60 ~ 705K
80 ZEPRMEE F1-~2-3-4-5K6 REMELKHAE - W
HZ R EER T 2B — 2y o thr o 8 e §f
A ALIGN#E & (2.0fk )F > E. Meyers & W. Miller(CABIOS,
4:11-17(1989) 2 HE A ~ (E I PAMI20E BB I B % ~ 122
ZERES o RAZEZRET o KA E - 5o W E kA B
FH 2B —HMEE T ERNEH AGCCREBENHF &
GAP#HE  (H] £ http://www.gcg.com iz J& 1§ ) 1 #Y Needleman
K Wunsch(J. Mol. Biol (48):444-453(1970))E & £ -~ i
Blossum 62%E [# 5 PAM250FE [ ~ DL K 16 ~ 14 ~ 12 ~ 10 »
8~ 6B4 ZEIHMEEKI 234567 K EHEKRHA
ZHE o

[0155)] A RFE LB ANEOEFI I E—F HFE
"TEBFY L LBMTHE AR ERE MR - DU G0
M BE P P o B R W A Altschul % A (1990)J. Mol
Biol. 215:403-102 NBLAST }% XBLAST#2 = (2. 0FR ¥ 1T ©
BLASTH# T Bz 8 R 7] fll| ANBLASTIE X ~ st 3= 100 - £ &
= 12K f7T >  LEBHAZH KB THRIENZERF
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F - BLASTE 08 ## & 7 ] § XBLASTH X - 30 7= 50 -
FR=E=3KMT LEGHAZFH CEQDE »FFHA K
ERBFI - T ESHANLEE BN 2 KA E - o Ff A
40 Altschul 2 A ,(1997)Nucleic Acids Res. 25(17):3389-3402
B Z2 R L BLAST - & Fl I BLAST & Z [ {L BLAST#¢
B o of fif BB A fE FE X (A4 > XBLASTR NBLAST)” 78 &%
S8 - % H http://www.ncbi.nlm.nih.gov o

[0156] % Bt =T DA SC %2 4H BT - 4H AT & @& 9 =86 oy 41k
NEEHE FdbzRAFEL  EFXRHEERG(EERBE
/SDSpa # -~ CsCIEf E 8 .0 (CsCl banding) -~ E £ &1 7% -
B AE M SE BB BB Uk f b TH RCOflT o 2D 2 Ef R T ) B OEC i 4
B 4H o3 20 H fth )5 22 W) (A1 7 Ho At A AR % B 20 & 3 B ) 4k
> s " ome ) R TBEEE A, o 24 F
AusubelZ A 45 Current Protocols in Molecular Biology,
Greene Publishing and Wiley Interscience, New York
(1987) -

[0157) A TEZKBEHEKY BEAKLE ERAFT
(B &% & & < PR 1 fiz 86 R H 8 0L f B 2 4h) - {3 0] 1R 4% 1% %
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Pl - HREHEFY - WEEEURBEFELRERER
Pl - BREME  MmEBEBRKIHBERAV-D T EE -
gk MM EEFYEE FEFERHZEF Y T4 ZDNA
FPAl(HFR TT4E ) BB —Fy — B H T
f& &fi ) -
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[ 0158 ) W A Sz M - 758 " STING , (= &
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[0159] flosE " THHAE . ETHRNEHRETE L F
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B E(CD4" T #MfE) R ai® > & $E Tul ~ Tu2 ~ Tu3 ~ Tul7 -
TudR TrudH AT - AR ZEMHTHR N E BT - CD8™ TH
B - A EMTHRER - TR FHE - & FTHAM) - DET
A R as B - BHE R RGETH R (Tend i) - HIERLRET
AR (Tem K Temra 88 B ) R BE B4 50 18 T4H B (Tl M) - 58 #2
T4 B (I8 7 By Tre 40 A S04 & T4 AR ) K 5E B - & 5 CD4”
FOXP3" T, 4l Al ~ CD4"FOXP3" T.e &M A ~ Trl14H A2 -~ Th3
AR R T 17T4H AT - B A% F 40 BT T4 A (7F % & NKT 48
HE ) ~ B B AH BR F 2 TH AR (MAILT) K fn 35 15 B 55t B (vo T
AAT) - BLFE Vy9/VE2 THH AT o A At EK 1R R THH AT 2 (£ A
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[0160) AN - fitst " THR TEXIE , Khis
MTHME T E 2R K E - BFEE SR ETHRE (A7
&7 - CD8 A B ) & il B TAH Rt (A7 47 - CDA 4l R ) - THH B /i
O ME RS G0 T A 40 AT &5 M RO JE -
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AREE  MANEHR2EUMEEANESIERMTEYE
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MIL-2TH B EMEEER BEIZE -

[0162] sOASC{ER - gz " TAMZE | B 5 TAM~Z
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BEMEN R EEERE G R ERE - HI[E RSN E
A HRE L EE R E - TAMAZ 88 2 # — B fif 4 4% 37
% Paolino % Penninger(2016)Cancers 8(97): doi:10.3390/
cancers8100097)F - M A EHH - flisE " TAMAZ 88 #ll &
Bl B T TAMMI &R, %+ A& - fH B 0 E (R TAMSZ 88 ~
Tiy & B¢ 0E ME By &
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B AR EFEZERLLGRE ZER - B0 F E S A
E LR Z % e 2 (B B &5 R JE 1S 5% W E £ (i BE it B
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FEHLBHMIL EREG ZHPFEERN -
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MEBK) - E5EE 7 T KA I EE I TME - & H
REEMBERFUHEBAEREHEEER - BB TEMDRE
AT RE AME SR 2K &2 B IR 5T > (1o (e & MR e M B A4 Bl H &
BANEREmN 2 MMBRE S 2R EAETEEER A
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H P> FUOREEB(AOEEGRE L EsRE - B
e kRMERREE) HIEHFRDE -

[0168] FRIESINEE > & AIASCRT A Z AT A K ilt &
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<~ GIn37 ~ Leu38 -~ Glu42 -~ Glud46 ~ Vald9 -~ Ser50
Leul42 ~ Aspl46 ~ Argl49 -~ Hisl150 ~ Phel53 ~ Leul56 -
Leul62 &z Glul64 » — B¢ 2% {8 & A Bk < Bl R & & & 89 $i IL-
27 2R M T E R AR - FH A E A {E H ForteBio K&
Meso Scale Discovery Jj JE S 77

[E2A1 A SO fE R WHEARAMAERTEN > it
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B = o [B2Bl A4 WMATE & > W h i 48l = 8
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W B b By B = -

(B 315~ ABRE 2 HIL-278H 8 (7 i IL-27
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(B 6A]E # 4& 40 &5 h Jft =0 48 g flg W & - A BT IL-274
AR N E MG IL-271 2 2 PD-LIKH Ay E F -
(B 6B] & i g a0 #5 hom N4 M ol Wl € > A #LIL-2750 88 0&
WABEEZERMHIL-270 8 2 TIMIERHAYE F - [B 6C]
Py tg 0 # i om N4l B g B E - R HUIL-27%0 B8 V8 9K AF I-
NETHRE AR IL-27 1 F 2 PD-L1% B 8y B %= -

[B7AI B g0t s WHHE B E /NE 7
Z W2 45 E M E - KB A HUIL27H0 88 (BT 1L-27 Abl) ~ [E &Y
HEPIAE - oWSX-14i 8 804 & aPD-1 5 aCTLA-447 B8 /&
Z W HBI6F10/E & 2 /)N BB 2 3% M Al B16F 108 1% M 45 & (Fif
WS BE ZEE - [B7BIIE 4 & 0 £ Y 5ok
R oyt B E - A BUIL-2750 88 (BT IL-27 Ab1) = [F A4 ¥ i
MEeEE 2B Z2EYEEBI6-LuclEBE 2 A EE T E
WE xR - [B7C-7FUR W4~ » H A Bt IL27410 &8 (4 IL-
27 Ab1)(E 7D) ~ [F B H K R (B 7C) ~ aWSX-1#1 & ([E
TE)EX 4H & oPD-1 & aCTLA-4% B (B 7F )6 % 2 % A B16F10
MBI NE s RS ABERFAL4FEZEE - U R M4

892569-1 71 5 > 3 230 H (IR E)
114105158 FERLE A0101 1142007326-0



202521984

B —ZVel o (BIGIEMEUmE R WEHE&RD
freche e - B A JUIL27Hi A2 (BT 1L-27 Abl) ~ [A A #f 0 41
B2~ aWSX-14i 8 208 & oPD-1 R aCTLAAFI R EHR ZF H
BloFIOfE R 2 /NE M Z G AR K P ALXEC ZBEE ~ U
FAidH & BloFI0 AN E R A EHGE RGO 7tE 2 @&
B R AV RS B o B R IL-27RA(WSX-1) 7 & 2 §i 5 TH Br 2
K PUPD-1+ i CTLA-4GH G W A& > B R ZI R H 2 &
H Kk 42 fE e | R < 8O RE & -

[E 8AJ#E i 48 5 A IL-270 R B H L & B 8 R B IL-
272 /B EEZ R AT B A>1.0 log B HE L 2 RIAE
B CGRESEYE RN Z b 5 &R ey & - x#f s B RN &R
W Zlog2 8 B BAE(IL-27W MG HEMHIE R HE) - y#ll &
HEERZBEHEEL BN tebEpE - (B 8BIE H# 48
WMATfE N > WESAT ZHMET 2 EBERERGERN L
HOK &RV E R - [B8C-8F)r th AFHIL-27 2 B fir R FAEE
RANFEEMNTAR E2AHMEZREREGERRAMED
fr) H BTIL-27 AbLAE & 8 W IL-27 6 38 )6 & 2 (& [F (& T4H AT
B2 M2 S R - | /N 8 e ME MR Balb/c/N B R B ZE &K
A2 (B ) B hIL-27 i 38 (B 8C & 8D) -~ # A & 5K - UL %
PBMC & (& 8E k& 8F) &% & &l Az H. i 4 A #+ & 10 #& 1 R =0 40
Bl 2k o i » P dE /m Z AR R0 ¥ 2 RIMAL CDA+ THI A (B 8C
K 8E) ) CD8+ T4l Al (B 8D K 8F) £ 73 # - 20 #1 £ A Flowlo
RS BT o [ 8GIyn tH 71 IL-27 Ab1H &l & & Mo 4% o 2 1 3R
T4 NHEIL-27 2 {5 M -

892569-1 572 B > 3 230 H (IR E)
114105158 FERLE A0101 1142007326-0
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[ 9] % 4 A 9 T & # #K #8 Phaser(McCoy % A ,(2007)J.
Appl. Cyrst. 40: 658-74)F Molrep(Vagin® A ,(1997)J. Appl.
Cyrst. 30: 1022-25)1 7 2 IL-27-$11L-27 Ab1#E & ¥ 2 & &
WK AERE o E G - B - p28REBIS3DHIUE® - L&
KER&*kEZEGO - BIRHHLIL-27 AbI& & £ 1L-27 2 p28
vale nl

[B 10A-10B] S m M M EHEHE - LIREN - 1£
FAL OR IR B G)ECR F AL CRIR B 4 )HIL-27 AbIEF » A ¥
IL-275 " T 88 51 WSX-1(1E 10A) & gp130(HE 10B) 2 & & #
77 Y B %= e

[B 11] % p28 2w ik B & - m i H F HIL-27 AbIE &
p28 FEE o LC= ${IL-27 Abl 2 & i ; HC = ${IL-27 Abl
<~ H i

[ 1215 IL-27/37 IL-27 Abl FabHiIL-23/IL-23R(PDB
ID: SMZV) 5 & 2 IR E g - (FHp28RplIZESE
Y 2 N AE 34k 22 i A o

[ 13] % IL-27/4{I1L-27 Abl FabBlIL-6/IL-6Ra/gpl130
ZEEHE ZWIRE B - EHp28RIL-6 Z 8 &%) Z B
T 34 725 ] o B % -

[ 14A-14B] 5 p28 REBI3 &5 & I 2w INE & - H
1B 14B7R Hi B 14A 2 K DA 8 B9 p28 B EBI3 2 fi] #Y HE 1%
MEERRSER/IGRKEEEERZMUTE -

(B 15A-15B] 5 16 % (8 &) V) ) 8 2 8] 7Y p28 (B 15A) &
EBI3(E 1SB) FFAItE#H 2 &2 & - WA fE = > & #EE = IR

892569-1 5573 B > 3 230 H (IR E)
114105158 FERLE A0101 1142007326-0
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ST RS P M A B R PR ST K MR B B o

[B 16A] R~ IL-2782 B S BLIL-6/IL-6Ra ” 45 i ¥
EEIREE - [B16B-16C| & IL-27H IL-6/IL-6Ra” 7 %
Eb ¥ o Hi 52 45 15 b ST B AR B M A B R O ST BT K M RE BRI o
[ 16D] & 7= H ¥ j2 IL-6Raif 5 fr <7 #Y %5 + p28BLEBI3 Z ff
g ¢ M #Y 7% IR B # e

[ 17] 5% 2 3 A IL-27 K gpl130 ~ WSX-1 K i p2841 #2
ZEGHRMNDEMNBE -

[ 18A] % /NEE e N p28Re A M 5 < 7 5l EE ¥ o
(B 18B] & & F A 162(FE N FFF FELeu - HIE/NE
FP 5 i Ry Cys) B Y 7 IR B A% -

[B 19A R H AFBHIL-272 FFERHE &z - [B19B]R
ANBIL272 FEFFH] > miiaA > aB >~ oC ~ oD fE © K &
HE Glufp ¥ Z K {ff 73 CDE -

[B 20A] 5 R~ HAERCCHEB (DR IEE BHK QT X
EBI3 ~ IL-27p28 R IL-27TRA # R ZHWWEF 7 - [H
20B-20D] & % % EBI3( [ 20B) ~ IL-27p28([E 20C) & IL-
27RA(HE 20D) 2 5 (1) E & (2)F ]/ 2K 43 4 2 RCC & & ~
Kaplan-Meierfff ¢ (L R B B fr < MIE T FEH o EE) - W
AP At - E A TCGAKR EEAER (2 A > #l4 - LiF A,
Cancer Research. 2017;77(21):e108-¢110; Li% A, Genome
Biology 2016;17(1):174) «

[ 21A-21B]7R /£ /E{L A B CDA'TH B 7 2 IL-2735%
&N & W ED A (signature) - [ 21A B ¥ 5° Wl M 2 55 %

892569-1 5574 B > 3 230 H (IR E)
114105158 FERLE A0101 1142007326-0
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B WHERABFERHEBMEL > IL-27-78% 2 CD4' T4 it 2 (&
WELAME - B21BR $ CD4"THH A F 2 IL-27E1 50 F &
HE3IEER - 3IEERF 2 +AME(HEREL) - &
SRR - A TCGAKE £ E K -

[ 22A-22B] % /£ RCC ([ 22A) & BRCA([E 22B) & & 1§
o BIIL-27E0 s AR 2 R WM < & B W4 B kb %
LB ERR - EHTCGAKREAEFM -

(B 23A] R a0 HEBI3R R 4 e ¥ & W - 40 B i 5§
HREmE Rk EZENE 2 mME(GHEEB)MEL > RCCE
H o 2 EBI3MBEKE ZE P RTR - [BE23BIR M # M E R
IR 40 2 BB RCCHE & BE4H  Z EBI3/K % - [[H 23C]
T~ EREMEEBI3/KEK 3R 2 RCCEEF 2 HBEREA
[E 23D ]/r i %= 95 7 5 o

[E 24A-24B] & H1IL-27 Ab1¥f 7 J& fir (orthotopic)Renca
ERP EBEAREMER 2 WENE K R - B24AK
24Bo~ H ¥ B8 K HiiIL-27 Ab1JA 5 Renca/N B 2 05 R %
EEEE(BF)RMEBEEHE - (*P<0.05: KRicHth k)

[[B 25A-25B| R i /£ [/ fir Hepal-6-luchE & & 4 (B 25A)
Foo W BIE A BREEL > fF R E — B ZHUIL-27 Ab1 ¥ b [
Z 05 [ Ay 7 89 [ iz Hepal -6 & 18 & <« X JE (B 25B) - i& &=
iR ERE -

[[B 26A-26F] 7R i {F 22 & % Bl §ii IL-27 Abl 2 & » JF fir
Hepal-6# & 4 & < Bl & {48 M # & (B 26A) - B 26B R Hf
BN &G T B K HIL-27 AbI(5 mg/kg ~ 25 mg/kg K& 50

892569-1 5575 B > 3 230 H (IR E)
114105158 FERLE A0101 1142007326-0



202521984

mg/kg) > fEHH A®&S ~ 8~ 13k 16K Z FHAEY Xk &
("BLI, » +/%) - B26C-26F/R i 1£ ¥ 12 (B 26C) K #i
IL-27 Abl 5 mg/kg([B 26D) > 25 mg/kg (B 26E) > F 50 mg/kg
H(BE26F)F > R BT HEARS 8~ 13K16K Z
BLI(YE +/#b) -

(B 27A-27C1/R H A& BL L IL-27 Abl1 2 1% » Hepal-6HF
Mg oo BRI R 2 P (B 27AR27B) © [B27CK #& 1 & Bl
PLIL-27 AbIARFEE 2 B RN 2 K WE - LN R I1TA-11BHE f#
B 27BER R F# K THAERZERE -

(B 28A-28E] 5 i~ 4 /£ & B HL IL-27 Abl 2 1% » & fdHIL-
274f 4y £ A (B 28A) : CD274 » TIGIT » LAG3 » HAVCR2 &
PDCDI([E 28B) : TGFA & TGFBI1([§ 28C) : AFP([g 28D) :
K. TNFRSF10B - TNFRSF1A & PDGFA([H 28E) > % 1
&R -

[E 29A-29B] 5 {£ #& B L IL-27 Abl 1% - BE & IR 5
(TME)H ~ & 1 B g A ;e NKEE g W) iR s B R 2 3 % 3
0y & 2 &R o e

[ 30] % 1 #& B T IL-27 AbIE [6 & ¥ I8 2 & » NKA§
A ie L REAEE ERR -

[ 31]/R tf 40 B4 IgG[E 2 % B8 A5 tb - 1& #& B $1 1L-27
Ablz g > B ETEELY < HE RHE - BT
Lk K M H N PTPRCKERK EHEMESELERE - K
| M R~ By HLIL-27 AbIEE R BIIgGEE R 2 B Z & &£ -

[B 32A-32D] 5 /= 4 4E 7 /£ B¢ A 7 /£ [L-27(100 ng/mL)

892569-1 5576 B > 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0



202521984

B > f£ A PL CD3(0.25 pg/mL) I3 K Z &€ 5 & PBMCH >
IL17A(E 32A) - IFNg(IFNy)([B 32B) -+ TNFa(TNFa)([E 32C)
K IL-10(E32D) 2 R BB % E -

[B 33A-33D] 5 7~ it £E 7 1£ B¢ K 77 4£ $iL [L-27 AbI(1
wg/mL) K > F£ A #1 CD3(0.25 pg/mL) # B 4K 2 & I8 &
PBMC & > IL17A( B 33A) - IFNg(IFNy)( B 33B)
TNFa(TNFo)(BE33C)& IL-10(E 33D) &R 09 & i & -

(B 34] 5 R PLEBAMAL > fEIL-2746 2 & 2 AR E
Bl 2 loga & B AL (x Bl )M B 7t B BEAH EE > A HUIL-27 Abl
R BEREFEHEL ZEZENEE)EHI X WE -

[B 351 % /~ th f£ BT IL-27 Abl= [ & % B (1gG)F 5 &
Z & > £ 7E{EPBMCH 2 TNFSF153% 3 09 8¢ i [& -

[ 36A-36B] % o~ i £& Wi (& &~ [F #t X 2 HLIL-27 Abl(]
wg/mL) G [E B H B EE T HEEZ SR (E36A) R L (H
36B)PBMCH > TNFSFISEH G FE -

(37|~ @WmEr £ & B HEEp - B E
B EMELEE - FAHUIL-27 AbLE T IL-274 # 2 7% » TNFSFI15
Y o BBEBELNREREE -

(B 381 % ~ th 0 AT 48 /x » A #L IL-27 Abl ~ 1 CD394
B8 R W HE fi CDII2REL BB B 2 & - TNFSFISE#E 1) 2 (&
BRENRPE -

(B 39A-39B] 5 & H £ 5E (L PBMCH > F $1IL-27 Abl
FH BFIL-277 % » TNFSF158 5% % (B 39A) & 4 3 TNFSFI15
ECN(BE3IBWRIPE - HbhEFEES HE -

892569-1 577 B > 3 230 H (IR E)
114105158 FERLE A0101 1142007326-0
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[ =550 ]
[0170] EHHEFS-WEBMEFHABRXRNFINRLZ

51 H

EASCHEXREEZLE T HABEAFFE - ERX
EO | A N RN @ fr el » REE
HE ) ZWE L2357 20eF A AR S -

HEHESEZIXRESZR

[0171] APCTHI 3 & £ E2019F 9H25H IR X Z =
BE B FH 35 2 55 62/906,008%F 2020 9H 22H R 2 &
63/081,70558 2 B et 75 » H & BH L2351 H 6 A
A o

[0172] KB REEDE » R AL HM T K £
M&Ee2 NEIL-27Tp28 E 2 FF B MR L E E 88 7
F oo WANERZMsE " IL-27, Kk TIL27 , W] H i fE
MW ~EmEEEAR R _FERBAR N EIL-27 ZF
o0 B Az i W9 N [F B R 4R % Epstein-Barrii 3 55 & A K
3(EBI3) jt IL-27p28 » IL-27F B A AR R RF R ME » ¥
P& K R & 4l B B A R E AL RE -

[0173) Witk - fE —RFEF - A ERBERFEZMNLSE
e HERMABIL2ZIZ vl BRHERREE S 7 - H
FTHEXRENEE G 2 HERE S 2R /R ZHE R
EEHBHUTHESF 22D -FHLF

892569-1 5578 B > 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0



202521984

(1) DA1S aMBCE /NZ PR s B (Kn)éd & 2 A8
1L-27 :

(ii) PHEFIL-274 & E1L-272 58 :

(iii) #0012 8 /0 40 B & 2 STAT1 K /2¢ STAT 385 5 1k

(iv) #l &l = Rk  IL-27 /0 B 2 g & 2 CD1613k 3
1

(v) = e b IL-27 0 B 2 4 g o 2 PD-L1 R /2
TIM-33 3

(vi) HHE W EPD-1/ 8 2 5 MM — =24 A
R Z oW K

(vi()-(vi) 2 #H & -

[0174])] AEH X HHIRBECERBEILE T F 2 KK
g o RBEEE BIHABEEREGEIES A R
fHEGBET F I REESY - FRNEREN S T RKE
HEY) - KX\ RZPUIL-27TH s Tl H R G®E ~ I
Ko /8 w2 B M BCE MR E > Bl 0 B R KK R BB (P
W g o Bl MER - Blam o AML) - B (B o
JE/NAH R AR ) - BRE - LB =M AE) BE
B FNE - WHE - BESEEREW O BIRESEE) - B
o AR E (HCC) - &G HEEE -~ WEE - KE M a -
MM EBESABBIRETEW O > FHEE - Ol
B A A E) -

PIL2THiBkEER&E SR B

892569-1 5579 B > 3 230 H (IR E)
114105158 FERLE A0101 1142007326-0
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[0175) KiIE mEIRBEFTF EME & £ 1L-27p28 [ # #1L
IL-27 > TH ANBFIL2TH IR K K E&E & & o -

[0176] KB R EGENRE L ABEIL-272 77 B 5t i
NEMEREGaHy  HPEBEEREREEGE Gl i 21 E
EEEEU TP B HEER CHERERE © (DY E
A SEQ ID NO @ 2(IL-27p28) >~ B B B 37 % 56 » (ii) % JE i
SEQ ID NO : 2(IL-27p28) Br B e 142% 164 » = (ii)(I) &
() _#F - HF—HLEBEF > HHABIL2IZABREZ D
MR LN FE& T o EMN 4G & £ 8 & SEQ ID NO:
2(IL-27p28) 2 GIn37 ~ Leu38 -~ Glu42 -~ Glu46 ~ Val49 -
Ser50 -~ Leu53 -~ Lys56 ~ Leuld42 ~ Aspl43 ~ Arglds
Aspld46 ~ Leuld7 ~ Argld9 -~ Hisl50 ~ Argl52 -~ Phel53 -
Leul56 ~ Alal57 ~ Glyl59 ~ Phel60 ~ Asnl61 ~ Leul62 -
Prol163s Glul64” — B0 % ([ g A Bk Z DLIR R & & -

[0177) ff —®REEd > ABLREZHEBHREGIREGE
e o EMN4ES S £ B8 2 SEQ ID NO: 2(IL-27p28) X
Aspld6 ~ Argld9 K /= PhelS3 2 §i Jf R E & - £ — & B &
o ARABTREZNIERENFEE&E SN TR ENEGEaE2E S
SEQ ID NO: 2(IL-27p28) 2 Aspl46 ~ Argld9 & Phel53 7 I
BRERE  f£—-BRBEF > JLERAEEHEESEQ ID NO:
2(IL-27p28) 2 Aspl46 ~ Argl49 ~ Hisl50 K Phel53 o ff — &b
BERE D BB R T % SEQ ID NO: 2(IL-27p28) >
Aspl46 ~ Argl49 ~ Phel53 K Leul56 « ff —8EFd » H [H

HE 4 SEQ ID NO: 2(IL-27p28). Aspl46 ~ Argl4d9 ~
892569-1 5580 B > 3 230 H (SR E)

114105158 FEESE A0101 1142007326-0
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His150 -~ Phel53 K Leul56 o

[0178]) f£f —S®Eixd  ABLREZLHEBHRHEGREG
e R EMNEG E E B SESEQ ID NO: 2(1L-27p28) X
Leuld42 ~ Aspl46 ~ Argld49 -~ Hisl150 -~ Phel53 ~ Leul56 &
GluldZ iR A ELE - ff —ERREF - MELAEEHS
SEQ ID NO: 2(IL-27p28) 2 GIn37 -~ Leu38 -~ Glu42
Aspl46 ~ Argld49 ~ His150 ~ Phel53 Fz Leul56 - ff — 46 FE {%
T AR REZBAENTEE S o RENE e ERE
SEQ ID NO: 2(IL-27p28) 2 GIn37 -~ Leu38 -~ Glu42
Leuld42 ~ Aspl46 ~ Argld49 -~ Hisl150 -~ Phel53 ~ Leul56 &
Gluléed  fi J/ A & & -

[0179]) f£f —&Eixd A LREZLHEBHREGIREG
e EMMgG8 & 28 & SEQ ID NO: 2(IL-27p28)
Leul42 ~ Aspl46 ~ Argld49 -~ His150 ~ Phel53 ~ Leul56 -
Leul62f Glul6d4Z PR A E R - f£f —HREET > AHRE
LB HEE M i E2MN4gG & £ 8 & SEQ ID NO:
2(IL-27p28)~ Glu46 ~ Vald49 -~ Ser50 ~ Leul4d42 -~ Aspl46 -
Argl49 -~ Hisl150 ~ Phel53 ~ Leul56 X Glul64 7 7 [§ = E
Bof—mREEd  ABTEZHBERESSH 7R
B M4 & 28 4E& SEQ ID NO: 2(IL-27p28) 2 GIn37 -
Leu38 -~ Glu42 -~ Glud46 -~ Vald9 -~ Ser50 -~ Leul4d2
Aspl46 -~ Argld9 ~ Hisl50 ~ Phel53 ~ Leul56 ~ Leul62 &
Gluléed  fi J/ A & & -

[0180] f£f —&EfRExd A TREZLHEHEGIREE

892569-1 5581 B » 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0



202521984

EEH R EME S 2 M SEQ ID NO: 2(IL-27p28)~2 GIn37 »
Leu38 -~ Glu42 -~ Glud46 -~ Vald9 -~ Ser50 -~ Leul4d2
Aspl46 -~ Argld9 ~ Hisl50 ~ Phel53 ~ Leul56 ~ Leul62 &
Glul64gH pl B¢ B A By H&H ple 2§ 7 7R E & -

[0181] f£f —sEixd  ABLREZLHEBHRHEGIRE
Sy E BE Mg S E B A& SEQ ID NO: 2(IL-27p28) .~
GIn37 ~ Leu38 ~ Glu42 ~ Glud46 ~ Vald9 ~ Ser50 ~ Leuld42 -
Aspl46 -~ Argld9 ~ Hisl50 ~ Phel53 ~ Leul56 ~ Leul62 &
Gluled 2/ —HEEH ML THK ZH ZBEN T FEAE
Z ¢ SEQ ID NO: 2(IL-27p28)~ Leu53 ~ Lys56 ~ Aspl43 -~
Leul47 ~ Argl52 ~ Alal57 ~ Glyl59 ~ Phel60E;Asnl61 -

[0182] ff —&Eixd A LRELHBHRHEGIREE
Sy E BE Mg S E B A& SEQ ID NO: 2(IL-27p28) .~
GIn37 ~ Leu38 ~ Glu42 ~ Glud46 ~ Vald9 ~ Ser50 ~ Leuld42 -
Aspl46 -~ Argld9 ~ Hisl50 ~ Phel53 ~ Leul56 ~ Leul62 &
Glul6d 2/ —HEEH ML FTHK Z B Z B ENILERAE
Z ¢ SEQ ID NO: 2(IL-27p28)~ Leu53 ~ Lys56 ~ Aspl43 -~
Argld5 ~ Leuld7 ~ Argl52 ~ Alal57 ~ Glyl159 -~ Phel60 -
Asnl618(Prol63 -

[0183] ff —&Eixd A LREZLHBHRHEGIREE
EEH R EME S 2 M SEQ ID NO: 2(IL-27p28)~2 GIn37 »
Leu38 ~ Glu42 ~ Glud46 -~ Vald9 -~ Ser50 ~ Leu53 ~ Lys56 -
Leuld42 ~ Aspl43 ~ Aspld46 ~ Leuld7 ~ Argld9 ~ Hisl50 -
Argl52 ~ Phel53 ~ Leul56 ~ Alal57 ~ Glyl59 -~ Phel60 -

892569-1 5582 B > 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0
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Asnl61 ~ Leul62k Glul644H gl B¢ B A B i1 H &1 sl 2 Pt R 7R
E B e

[0184] f£f —sEixd  ABLREZLHEBHRHEGIREE
EEH R EME S 2 M SEQ ID NO: 2(IL-27p28)~2 GIn37 »
Leu38 ~ Glu42 ~ Glud46 -~ Vald9 -~ Ser50 ~ Leu53 ~ Lys56 -
Leul42 ~ Aspl43 ~ Argld5 ~ Aspl46 ~ Leuld7 ~ Argl49 -
His150 ~ Argl52 ~ Phel53 -~ Leul56 ~ Alal57 ~ Glyl59 -

Phel60 ~ Asnl161 ~ Leul62 ~ Prol63 k Glul 6448 Bl 50 & A F
M HEH B 2 FL R A E & -

[0185] fe —&fEEFT > A TEREFEMLEEGE E
f & SEQ ID NO: 2(IL-27p28) 2~ GIn37 ~ Leu38 ~ Glu42 -
Glu46 -~ Vald9 -~ Ser50 ~ Leu53 -~ Lys56 -~ Leuld4?2
Aspl43 ~ Arglds5S ~ Aspld6 ~ Leuld7 ~ Argld9 ~ Hisl50 -
Argl52 ~ Phel53 ~ Leul56 ~ Alal57 ~ Glyl59 -~ Phel60 -
Asnl61 ~ Leul62 ~ Prol63 K Glul64 » — B¢ 2% ([# iz & B 2 1
FRRrEEBERMABEIL2TZ sl EFEE ST
o HP RN ENESESEHrEBBAUTHEE R 2270 —
FHEHEE (DLL1S nMECE /N2 P B R (K& & 2
NFIL-27 ; ()[HETIL-2745 & £ 1L-27%2 88 © (i11) ] & 2¢ K
@i g 2 STATL Rz /8 STAT3 g B B ¢ (iv) #I1 fl 2¢ Bk /b 4
B 2 CD161ZR 3 2 Ml &0+ (v) Il &) = s /b 4l fg o 2 PD-L1
K /B TIM-3% 3 ¢ (vi)ah HE W 58 PD-17r B 2 H diiE & —
AR LW R(viD()-(vi)ZHE -

[0186]) £ — &tk d » sl ERHLTNESE & 7

892569-1 5583 B > 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0
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PL1S nMEC B /N 2 1 i R B F B (Kp)&E & £ SEQ ID NO:
2( A ¥ IL-27p28) 2 GIn37 -~ Leu38 -~ Glu42 - Glu46
Val49 - Ser50 -~ Leu53 - Lys56 -~ Leuld42 - Aspl43
Argl45 -~ Aspl46 ~ Leuld7 - Argl49 -~ Hisl50 ~ Argl52 -
Phel53 - Leul56 - Alal57 - Glyl159 ~ Phel60 - Asnl6l -
Leul62 ~ Prol63 K Glulé64r — K L M ER 2RI E
7:_%; o

[0187) i — & EF > pEHMNIENENESE S o
sk & B AMEIL-27p28sk BRI IL-27p28 -

[0188) fE — &R FEdF  pHMNIENENESE S o
I &l 3% Rk /D 41 B F 2 STAT1 K /8¢ STAT3 0% fig (b o {F — b B8
B AR BEREMEME - £ — SRR AR EHAE -

[0189) fE — &R EF » THMNIENENESE S o
1001 1 2¢O /D 4 Bl R 2 CD1613% B 2 11 il (B 0 2h 2 B0 R B 4
Bgr 2 CD161R B 2 fIf) - £ — L d - M & % &4l
A -

[0190) fE — & EF > pEHMIENENESE S o
i 0 B D 4 B 2 PD-L1 R /B TIM-3%R 3]« {F — & 7R £%
F > PD-LIFRHEHG LGB FEME - /£ —EEEF » TIM-3
REB UG EEM - £ — 2B+ > PD-L1FR B K TIM-
3RBEHELUEMK - £ —EBEF > @SR EHEN - 1T
—HREd e SEEHE -

[0191)] fE— & EF > sEHMIENENESE S o
o H W EPD- 1 E B FT N BEBHEENE D

892569-1 5584 B > 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0



202521984

Whoo fE— R R — B EMME N E B TNFa - 7 — 1k
T — AN ERIL-6 - ff—HEEF » — 5
ZEMAL r FE H TNFa R IL-6 - ff — 8K F - Hf K % &
4 A

[0192] fi —&EF > pHABHNERFEE SN o
BEEH MM THER ZE  [gGl > 1gG2 ~ 1gG3 ~ 1gG4 ~ I1gM -
IgAl ~ IgA2 ~ IgD R IgEJLAR « fF — B HEF > JLig K l1gGl
AR 1gG4di e - A —HEBHES fiBEaHEMIGlIE
HINEE - f—HEEF B EaFENIGIEH KT E
@ - ff—dEEd MBEaeaAE L —(HEE ZFc -

RERIGGIE@HR EE - £ — L&
T iR a G4EWEEE - £ —HLEBHE
oo e B R IgGAE R E & B & R B EUSE 5 A AL
S228P -~ L235E ~ L235AH{F — E s HH & -

[0193] ff —sfEEF » AFTREREIHERENH
ME&EGE > > HBEMBAMEBE FFE—H i8S Hi
RéEGEeMnEer2IL-27 L2 E8H FHERREREE -

[0194] ff —sEfEEF > AF TRERETHRITENH
ME&E G 7 HEGE2MBRMLBEFE—THZ H R K
HFR&EEH 74 &85 E M SEQ ID NO: 2(IL-27p28)~

GIn37 ~ Leu38 ~ Glud42 -~ Glu46 ~ Vald9 -~ Ser50 ~ Leus53 -~

m>
ﬂnﬁ
B

Lys56 ~ Leuld42 ~ Aspl43 ~ Argld45 ~ Aspld6 ~ Leuld7 -
Argl49 ~ Hisl150 ~ Argl52 ~ Phel53 ~ Leul56 ~ Alal57 -

Gly159 ~ Phel60 ~ Asnl61 ~ Leul62 ~ Prol63 K Glul644H pi

892569-1 5585 B » 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0



202521984

ZHZEEREATZE2D—F -

[0195]) f£f —sfixd » ABHrERMEsEIENH
MRS 7 HomZzieERRE&EEH &5 20
J7 & E & (SEQ ID NO: 2(IL-27p28) 2 GIn37 -~ Leu38 -
Glu42 ~ Glud46 ~ Val49 ~ Ser50 ~ Leu53 ~ Lys56 ~ Leul42 -
Aspl43 ~ Arglds5S ~ Aspld6 ~ Leuld7 ~ Argld9 ~ Hisl50 -
Argl52 ~ Phel53 ~ Leul56 ~ Alal57 ~ Glyl59 -~ Phel60 -
Asnl61 ~ Leul62 ~ Prol63 Fx Glulé64d) ~ z€ & ] & - [F (K =k
HETHA Zm B KR EE s AREBEmWARE 7 £ —H
ZUVBEHEIERGaH TWBZLE & -

[0196] ff —®E kg iR HMEEEH sE G
E ## CDR1 -~ = §# CDR2 ~ = ## CDR3 - ¥ g CDRI1 ~ &
CDR2 K B §## CDR3 » H  # g CDR1 | N-XXXXXXLFSSNX
KXYXX-C&#H Bl - f£f — & d > ik Kt & & &8 o
B & H # CDR1 ~ # g CDR2 -~ = # CDR3 - ¥ §# CDRI1 - #
7 CDR2 J # g CDR3 » H 1 & # CDR3 I N-XXXASAXXX-
CeHp - fE —ERREF IR HENFEE & 76 a H
CDR1 -~ EE# CDR2 - E @ CDR3 ~ & §#H# CDR1 -~ # g CDR2 X
S 8 CDR3 » H 8 g CDR2 ] N-XXSSSXSYXYXXXXXX
X-CAH - ff —EEBET iR ENFEEacisEaHE
# CDR1 -~ 2§ CDR2 ~ EE g CDR3 ~ EK § CDR1 -~ # ## CDR2
N B g CDR3 » H 1 & # CDR3HI N-XXXXGRTSYTATXHNX
XXX-CeH gl > oo XORy (T o] Bz & B -

[0197)] ff —®E kx4 iR HMEEEH s Ea

892569-1 5586 B » 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0
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H # CDRI1 - = # CDR2 - = # CDR3 - & 3 CDR1 ~ &
CDR2 F #& $# CDR3 » H & $# CDR1 [ N-XXXXXXLFSSNX
KXYXX-C4H Bk H # ## CDR3H N-XXXASAXXX-C4 sk - 1T
—EEEF IR XNHEESE S » & HE# CDRI - H
# CDR2 -~ = ## CDR3 - & #f CDR1 -~ & ## CDR2 K &
CDR3 > H 1 & $ CDR2 ] N-XXSSSXSYXYXXXXXXX-C4H

B H % $ CDR3 M N-XXXXGRTSYTATXHNXXXX-C4H i

o X5 ] B B BE -

[0198]) ff —®EEixd iR HMEEEH v EE
E ## CDR1 -~ = §# CDR2 ~ = ## CDR3 - ¥ g CDRI1 ~ &
CDR2 K B §## CDR3 » H  # g CDR1 | N-XXXXXXLFSSNX
KXYXX-C4H pk > # g CDR3 ] N-XXXASAXXX-C4H plc » =
# CDR2 ] N-XXSSSXSYXYXXXXXXX-C4H g » H = #
CDR3 M N-XXXXGRTSYTATXHNXXXX-C4H gk -~ H 1 X &
£ o] B A B -

[0199]) ff —®ERexd A TRERERFENEE R
&2 SEQ ID NO: 2(IL-27p28). GIn37 ~ Leu38 - Glu42 -~
Glu46 -~ Vald9 -~ Ser50 ~ Leu53 -~ Lys56 -~ Leuld4?2
Aspl43 ~ Arglds5S ~ Aspld6 ~ Leuld7 ~ Argld9 ~ Hisl50 -
Argl52 ~ Phel53 ~ Leul56 ~ Alal57 ~ Glyl59 -~ Phel60 -
Asnl61 ~ Leul62 ~ Prol63 f Glul64 » — 5 % ([ i & B ~ 1
ERrREE TEHAGBNNENESESE 7 > K H i
RE&EamorfaaBEBE M THN 2B 2 E KE#CDR

(i) 4y 3 LLSEQ ID NO : 9 - 10 & 11 [ it >~ & 44

892569-1 5587 B > 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0



202521984

CDR1 ~ CDR2 K CDR3FF 4 » K7y A LASEQ ID NO : 17 ~ 18
% 19 #ft > & 4% CDR1 - CDR2 K CDR3F %l

(ii) 47 Bl L SEQ ID NO v 32 K 33 Mt 2 EE i
CDR1 ~ CDR2 K CDR3FF 4 » K73 A LA SEQ ID NO : 39 ~ 40
% A41[f it > & 4 CDR1 ~ CDR2F CDR3F %l

(iii) 47 A BL SEQ ID NO : 53 ~ 54 F SSP #t 2 = i
CDR1 ~ CDR2 K CDR3FF 4 » K73 A LA SEQ ID NO : 61 ~ 62
% 63 it > & $% CDR1 - CDR2 K CDR3F %l

(iv) % B] L SEQ ID NO : 75 ~ 76 K 77 B #t > = #
CDR1 ~ CDR2 K CDR3FF 4 » K73y A LA SEQ ID NO : 83 - 84
T 85 it 2 & 4% CDR1 ~ CDR2 K, CDR3F %l

(v) o5 Bl ELSEQ ID NO @ 97 ~ 98 k 99 [ it & =
CDR1 - CDR2 K CDR3F 4 » K 43 Bl LA SEQ ID NO : 105 -
106 107 it 2 # $ CDR1 - CDR2 K CDR3F %] 5 =

(vi) 43 BILLSEQ ID NO : 119 ~ 120 & 121[f it >~ = ##
CDR1 - CDR2K CDR3fF 4 » K4 AILLSEQ ID NO : 127 »
128 % 129 #it . # $ CDR1 - CDR2 K CDR3F %1 -

[0200] /£ —&EREEFT A TIEREFEUEEE R
A & 5 SEQ ID NO: 2(IL-27p28) .~ GIn37 - Leu38 -
Glu42 ~ Glu46 ~ Val4d9 - Ser50 -~ Leuld2 - Aspl46
Argl49 ~ His150 ~ Phel53 ~ Leul56 ~ Leul62 % Glul644H %
ZUVRERAEEN T BRENEE G 7 - Hf il s
EnFE&aeor rfEaZE ML THRK 22 E KK H
CDR :

892569-1 5588 B » 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0



202521984

(i) 75 Bl 2L SEQ ID NO @ 9 ~ 10 k& 11 [ 7t ~ =
CDR1 ~ CDR2 K CDR3FF 4 » K7y A LASEQ ID NO : 17 ~ 18
% 19 #ft > & 4% CDR1 - CDR2 K CDR3F %l

(ii) 47 Bl L SEQ ID NO v 32 K 33 Mt 2 EE i
CDR1 ~ CDR2 K CDR3FF 4 » K73 A LA SEQ ID NO : 39 ~ 40
% A41[f it > & 4 CDR1 ~ CDR2F CDR3F %l

(ii1) 43 B LA SEQ ID NO : 53 -~ 54 F 55FH #t 2 = #
CDR1 ~ CDR2 K CDR3FF 4 » K73 A LA SEQ ID NO : 61 ~ 62
% 63 it > & $% CDR1 - CDR2 K CDR3F %l

(iv) % B] L SEQ ID NO : 75 ~ 76 K 77 B #t > = #
CDR1 ~ CDR2 K CDR3FF 4 » K73y A LA SEQ ID NO : 83 - 84
T 85 it 2 & 4% CDR1 ~ CDR2 K, CDR3F %l

(v) %y Bl LLSEQ ID NO : 97 ~ 98 F 99§ i ~ = #
CDR1 -~ CDR2 K CDR3F 4 » K 53 5l LLSEQ ID NO : 105 -
106 107 it 2 # $ CDR1 - CDR2 K CDR3F %] 5 =

(vi) 43 BILLSEQ ID NO : 119 ~ 120 & 121[f it >~ = ##
CDR1 -~ CDR2 K CDR3F 4 » K 53 5l LLSEQ ID NO : 127 -
128 % 129 #it . # $ CDR1 - CDR2 K CDR3F %1 -

[0201] /£ —&EREEFT - A/ TIEREFEUEEE R

% 8 i SEQ ID NO: 2(IL-27p28) .~ GIn37 - Leu38 -
Glu42 ~ Glu46 - Val49 - Ser50 ~ Leu53 ~ Lys56 -~ Leul42 -
Aspl43 -~ Argld5 ~ Aspl46 ~ Leuld7 - Argld9 - Hisl50 -
Argl52 ~ Phel53 - Leul56 -~ Alal57 ~ Glyl59 - Phel60 -

Asnl61 ~ Leul62 ~ Prol63 K Glul644H 5% > 1 B it & BBy 4

892569-1 5589 B » 3 230 H (SIHRHEE)
114105158 FERLE A0101 1142007326-0



202521984

M HENFEE Gy Hf B HREE&H o+
BEEEHMMLTHNK 2 ZHEKKH#HCDR:

(i) 4y Bl L SEQ ID NO : 9 - 10 & 11 it >~ = 4
CDR1 ~ CDR2 K CDR3FF 4 » K7y A LASEQ ID NO : 17 ~ 18
% 19 #ft > & 4% CDR1 - CDR2 K CDR3F %l

(ii) 47 Bl L SEQ ID NO v 32 K 33 Mt 2 EE i
CDR1 ~ CDR2 K CDR3FF 4 » K73 A LA SEQ ID NO : 39 ~ 40
% A41[f it > & 4 CDR1 ~ CDR2F CDR3F %l

(iii) %> HI DL SEQ ID NO : 53 ~ 54 % 55 #t 2 =
CDR1 ~ CDR2 K CDR3FF 4 » K73 A LA SEQ ID NO : 61 ~ 62
% 63 it > & $% CDR1 - CDR2 K CDR3F %l

(iv) % B] L SEQ ID NO : 75 ~ 76 K 77 B #t > = #
CDR1 ~ CDR2 K CDR3FF 4 » K73y A LA SEQ ID NO : 83 - 84
T 85 it 2 & 4% CDR1 ~ CDR2 K, CDR3F %l

(v) o5 Bl ELSEQ ID NO @ 97 ~ 98 k 99 [ it & =
CDR1 -~ CDR2 K CDR3F 4 » K 53 5l LLSEQ ID NO : 105 -
106 107 it 2 # $ CDR1 - CDR2 K CDR3F %] 5 =

(vi) 43 BILLSEQ ID NO : 119 ~ 120 & 121[f it >~ = ##
CDR1 -~ CDR2 K CDR3F 4 » K 53 5l LLSEQ ID NO : 127 -
128 % 129 #it . # $ CDR1 - CDR2 K CDR3F %1 -

[0202)] fE—EREEFT - A/ TIEREFEUEEE R
A 4 SEQ ID NO: 2(IL-27p28).2 GIn37 ~ Leu38 -~ Glu42 -
Glu46 - Val49 - Ser50 -~ Leu53 - Lys56 - Leul42
Aspl43 -~ Argld5 ~ Aspl46 ~ Leuld7 - Argld9 - Hisl50 -

892569-1 5590 B > 3 230 H (IR E)
114105158 FERLE A0101 1142007326-0



202521984

Argl52 ~ Phel53 ~ Leul56 - Alal57 -~ Glyl59 - Phel60 -
Asnl6l ~ Leul62 ~ Prol63 f Glul64 r — =% % (@ b & s 2 1
FAEEN T HABREREE Sy > Hf @ H i
R o rTBaBE MM THK 2 ZE KEH#ECDR:

(i) 5 Bl LA SEQ ID NO : 12 ~ 13 R 14§ #t 2 & ##
CDR1 ~ CDR2 K CDR3FF 4 » K73 Al LASEQ ID NO : 20 ~ 21
Fo 2208 it > % 4% CDR1 ~ CDR2 . CDR3F %1 ;

(ii) 73 A A SEQ ID NO : v 35 Fe 36 Wt 2 B g
CDR1 ~ CDR2 K CDR3FF 4 » K73 A LA SEQ ID NO : 42 - 43
F 44F# it >~ % 4 CDR1 ~ CDR2 . CDR3F %1 ;

(iii) %> HI DL SEQ ID NO : 56 ~ 57 &% 58§ #ft 2 = #i
CDR1 ~ CDR2 K CDR3FF 4 » K73 Al LSEQ ID NO : 64 ~ 65
F 66 it > % 4% CDR1 ~ CDR2 . CDR3F %1 ;

(iv) 73 51 LLSEQ ID NO @ 78 ~ 79 Kk 80 [ #it 2 =
CDR1 ~ CDR2 K CDR3FF 4 » K73 A LA SEQ ID NO : 86 - 88
F 89 it > ¥ 4% CDR1 ~ CDR2 . CDR3F %1 ;

(v) 43 BILLSEQ ID NO : 100 ~ 101 & 102F# #it .~ =
CDR1 ~ CDR2 K CDR3FF %] » K 53 Bl LA SEQ ID NO : 108 »
109 % 110 #ft . & % CDR1 - CDR2 K CDR3F %l ;

(vi) 43 BILLSEQ ID NO : 122 ~ 123 K 124 it >~ = ##
CDR1 ~ CDR2 K CDR3FF %] » K53 Bl LA SEQ ID NO : 130 »
131 F 1328 #ft 2 & $ CDR1 ~ CDR2 & CDR3E %] -

[0203)] fE—E&iEF » A TERBEBENEE 2

4 o f SEQ ID NO: 2(IL-27p28) .2 GIn37 -~ Leu3$8 -

892569-1 591 B > 3 230 H (IR E)
114105158 FERLE A0101 1142007326-0



202521984

Glu42 -~ Glu46 -~ Val49 - Ser50 - Leuld2 - Aspl46
Argl49 ~ His150 ~ Phel53 ~ Leul56 - Leul62 f Glul644H %
ZHEREEN BB RERES G 2 0 H P HE K
HmFR&E&ad s T2 HmML THERK B2 H KKH#E
CDR :

(i) 5 Bl LA SEQ ID NO : 12 ~ 13 R 14§ #t 2 & ##
CDR1 ~ CDR2 K CDR3FF 4 » K73 Al LASEQ ID NO : 20 ~ 21
Fo 2208 it > % 4% CDR1 ~ CDR2 . CDR3F %1 ;

(ii) 43 A1 L SEQ ID NO : 34 ~ 35k 36 [ #t ~ = §#f
CDR1 ~ CDR2 K CDR3FF 4 » K73 A LA SEQ ID NO : 42 - 43
F 44F# it >~ % 4 CDR1 ~ CDR2 . CDR3F %1 ;

(iii) %> HI DL SEQ ID NO : 56 ~ 57 &% 58§ #ft 2 = #i
CDR1 ~ CDR2 K CDR3FF 4 » K73 Al LSEQ ID NO : 64 ~ 65
F 66 it > % 4% CDR1 ~ CDR2 . CDR3F %1 ;

(iv) 73 51 LLSEQ ID NO @ 78 ~ 79 Kk 80 [ #it 2 =
CDR1 ~ CDR2 K CDR3FF 4 » K73 A LA SEQ ID NO : 86 - 88
F 89 it > ¥ 4% CDR1 ~ CDR2 . CDR3F %1 ;

(v) 43 BILLSEQ ID NO : 100 ~ 101 & 102F# #it .~ =
CDR1 ~ CDR2 K CDR3FF %] » K 53 Bl LA SEQ ID NO : 108 »
109 % 110 #ft .~ & % CDR1 - CDR2 K CDR3F %l ;

(vi) 43 BILLSEQ ID NO : 122 ~ 123 K 124 it >~ = ##
CDR1 ~ CDR2 K CDR3FF %] » K53 Bl LA SEQ ID NO : 130 »
131 F 1328 #ft 2 & $ CDR1 ~ CDR2 & CDR3E %] -

[0204)] fE— ST » A TERBEBENLEE 2

892569-1 5592 B > 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0



202521984

A & 5 SEQ ID NO: 2(IL-27p28) .~ GIn37 - Leu38 -
Glu42 ~ Glu46 - Val49 - Ser50 ~ Leu53 ~ Lys56 -~ Leul42 -
Aspl43 -~ Argld5 ~ Aspl46 ~ Leuld7 - Argld9 - Hisl50 -
Argl52 ~ Phel53 - Leul56 -~ Alal57 ~ Glyl59 - Phel60 -
Asnl61 ~ Leul62 ~ Prol63 K Glul644H 5% 7 #i [F £ & £ 7y 4
M HENFEE Gy Hf B HREE&H o+
BEEEHMMLTHNK 2 ZHEKKH#HCDR:

(1) 53 Al L SEQ ID NO © 12 ~ 13 k 14 [ 4t 2 = §##f
CDR1 ~ CDR2 K CDR3FF 4 » K73 Al LASEQ ID NO : 20 ~ 21
T 220 it > & 4% CDR1 ~ CDR2 K CDR3F %l

(i1) 47 Bl LLSEQ ID NO : 34 ~ 35 K 36 R #t 2 = ##
CDR1 ~ CDR2 K CDR3FF 4 » K73 A LA SEQ ID NO : 42 - 43
% A4 it > & 4 CDR1 - CDR2F CDR3F %l

(iii) %> HI DL SEQ ID NO : 56 ~ 57 &% 58§ #ft 2 = #i
CDR1 ~ CDR2 K CDR3FF 4 » K73 Al LSEQ ID NO : 64 ~ 65
% 66 it > & $ CDR1 - CDR2F CDR3F %l

(iv) 5 Bl LA SEQ ID NO : 78 ~ 79 k 80 [ it ~ = ##
CDR1 ~ CDR2 K CDR3FF 4 » K73 A LA SEQ ID NO : 86 - 88
T 89 it 2 & $% CDR1 - CDR2 K CDR3F %l

(v) 43 BILLSEQ ID NO : 100 ~ 101 & 102F# #it .~ =
CDR1 -~ CDR2 K CDR3F 4 » K 53 5l LLSEQ ID NO : 108 -
109 110 #ft 2 ¥ $ CDR1 ~ CDR2 % CDR3F %l ; =

(vi) 43 BILLSEQ ID NO : 122 ~ 123 K 124 it >~ = ##
CDR1 -~ CDR2 K CDR3F 4 » K 53 5l LLSEQ ID NO : 130 -

892569-1 5593 B > 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0



202521984

131 % 132 #ft 2 #& 8 CDR1 -~ CDR2 X CDR3F %I o

[0205] ff —&EfEixd A TRERERENEE R
&2 SEQ ID NO: 2(IL-27p28). GIn37 ~ Leu38 - Glu42 -~
Glu46 -~ Vald9 -~ Ser50 ~ Leu53 -~ Lys56 -~ Leuld4?2
Aspl43 ~ Arglds5S ~ Aspld6 ~ Leuld7 ~ Argld9 ~ Hisl50 -
Argl52 ~ Phel53 ~ Leul56 ~ Alal57 ~ Glyl59 -~ Phel60 -
Asnl61 ~ Leul62 ~ Prol63 f Glul64 » — 5 % ([ i & B ~ 1
ERrREE TEHAGBNNENESESE 7 > K H i
R & & 8 7y B & # # CDRI1 ~ = # CDR2 ~ H # CDR3 ~
# CDR1 ~ ¥ ## CDR2 k %€ # CDR3 » H H o 5= # CDR1-f [
N-GFTF[S/A/R][S/R][T/Y][G/S]-C(SEQ ID NO: 144)4H gk H
/8¢ B ## CDR2A i N-ISSS[S/G][S/A]YI-C(SEQ ID NO: 146)
aH R e

[0206] ff —®EfExd  ABTRERERFENEE R
] & @ m SEQ ID NO: 2(IL-27p28) 2~ GIn37 -~ Leu38 -
Glu42 ~ Glud46 -~ Vald9 ~ Ser50 ~ Leuld2 -~ Aspldé6
Argl49 ~ His150 ~ Phel53 ~ Leul56 ~ Leul62 K Glul644H ik
ZUWERAEEN BB ERESE S o 0 HJ e
E#MFE & as o8 & = # CODR1 - = ## CDR2 -~ =H
CDR3 -~ ¥ # CDR1 - £ 3 CDR2 J ¥ ## CDR3 » H H o7 = ##
CDRI1 A~ Hf N-GFTF[S/A/R][S/R][T/Y][G/S]-C(SEQ ID NO:
144)4H B H /8¢ & ## CDR2 A~ 3 N-ISSS[S/G][S/A]YI-C(SEQ
ID NO: 146)4H fl¢ -

[0207) ff —EfEixd A TRERERENEE R

892569-1 5594 B > 3 230 H (IR E)
114105158 FERLE A0101 1142007326-0



202521984

] & @ m SEQ ID NO: 2(IL-27p28) 2~ GIn37 -~ Leu38 -
Glu42 ~ Glud46 ~ Val49 ~ Ser50 ~ Leu53 ~ Lys56 ~ Leul42 -
Aspl43 ~ Arglds5S ~ Aspld6 ~ Leuld7 ~ Argld9 ~ Hisl50 -
Argl52 ~ Phel53 ~ Leul56 ~ Alal57 ~ Glyl59 -~ Phel60 -
Asnl61 ~ Leul62 ~ Prol63 F Glul644H gk > #i [F 38 & B 89 &
MR HEREE ey Hp B HRFEE & v 8
& B §# CDRI1 - &= ## CDR2 ~ = # CDR3 - ¥ j# CDR1 - ¢ §#
CDR2 Kk # g CDR3 » H H o == g CDRI1 &~ fff N-GFTF
[S/A/R][S/R][T/Y][G/S]-C(SEQ ID NO: 144)4H pk H /=% & $#
CDR2A FHN-ISSS[S/G][S/A]YI-C(SEQ ID NO: 146)4H ik -
[0208] /£~ A TRERERENEE R
&2 SEQ ID NO: 2(IL-27p28). GIn37 ~ Leu38 - Glu42 -~
Glu46 -~ Vald9 -~ Ser50 ~ Leu53 -~ Lys56 -~ Leuld4?2
Aspl43 ~ Arglds5S ~ Aspld6 ~ Leuld7 ~ Argld9 ~ Hisl50 -
Argl52 ~ Phel53 ~ Leul56 ~ Alal57 ~ Glyl59 -~ Phel60 -
Asnl61 ~ Leul62 ~ Prol63 f Glul64 » — 5 % ([ i & B ~ 1
ERrREE TEHAGBNNENESESE 7 > K H i
R & & 8 7y B & # # CDRI1 ~ = # CDR2 ~ H # CDR3 ~
# CDR1 ~ ¥ ## CDR2 i #¢ ¢ CDR3 » H H o1 5 ¢ CDR1-A &
& N-FTF[S/A/R][S/R][T/Y][G/SIMN-C(SEQ ID NO: 148)H /
B, H # CDR2 X H & N-[G/S]ISSS[S/G][S/A]YI[L/Y]
YADSVKG-C(SEQ ID NO: 149) -
[0209)] ff —EfEixd A TRERERENEE R
4 8 i SEQ ID NO: 2(IL-27p28) .~ GIn37 -~ Leu38 -

892569-1 5595 B » 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0



202521984

Glu42 ~ Glud46 -~ Vald9 ~ Ser50 ~ Leuld2 -~ Aspldé6
Argl49 ~ His150 ~ Phel53 ~ Leul56 ~ Leul62 K Glul644H ik
ZUWERAEEN BB ERESE S o 0 HJ e
E#MFE & as o8 & = # CODR1 - = ## CDR2 -~ =H
CDR3 -~ ¥ # CDR1 - £ 3 CDR2 J ¥ ## CDR3 » H H o7 = ##
CDRI1“f~ & & N-FTF[S/A/R][S/R][T/Y][G/SIMN-C(SEQ ID
NO: 148) H /= &= # CDR2~ & & N-[G/S]ISSS[S/G][S/A]
YI[L/Y]YADSVKG-C(SEQ ID NO: 149) -

[o0210] ff —®EfEixd A TRERERFRENEE R
] & @ m SEQ ID NO: 2(IL-27p28) 2~ GIn37 -~ Leu38 -
Glu42 ~ Glud46 ~ Val49 ~ Ser50 ~ Leu53 ~ Lys56 ~ Leul42 -
Aspl43 ~ Arglds5S ~ Aspld6 ~ Leuld7 ~ Argld9 ~ Hisl50 -
Argl52 ~ Phel53 ~ Leul56 ~ Alal57 ~ Glyl59 -~ Phel60 -
Asnl61 ~ Leul62 ~ Prol63 & Glul644H gk =~ Hi J& 12 E & /Y 57
MR HEREE ey Hp B HRFEE & v 8
& B §# CDRI1 - &= ## CDR2 ~ = # CDR3 - ¥ j# CDR1 - ¢ §#
CDR2 K # §8 CDR3 - H H o =& # CDRI ;N & & N-FTF
[S/A/R][S/R][T/Y][G/SIMN-C(SEQ ID NO: 148)H /5 &
CDR2 “f H & N-[G/S]ISSS[S/G][S/A]YI[L/Y]YADSVKG-
C(SEQ ID NO: 149) -

[o0211]) fe —&EiEF »  ABERERHBEHFELEE 2
&2 SEQ ID NO: 2(IL-27p28). GIn37 ~ Leu38 - Glu42 -~
Glu46 -~ Vald9 -~ Ser50 ~ Leu53 -~ Lys56 -~ Leuld4?2
Aspl43 ~ Arglds5S ~ Aspld6 ~ Leuld7 ~ Argld9 ~ Hisl50 -

892569-1 5596 B » 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0



202521984

Argl52 ~ Phel53 ~ Leul56 ~ Alal57 ~ Glyl59 -~ Phel60 -
Asnl61 ~ Leul62 ~ Prol63 K Glul64 » — B¢ 2% ([# iz & B 2 1
FAEEN TEABREAFEE s 7> HP @ =ER
FREamorftaEs :

(1)l N-GFTFXXXX-C(SEQ ID NO: 145)%4H g ~ = #
CDR1 ~ [ N-ISSSXXYI-C(SEQ ID NO: 147)%H g ~ = 7
CDR2 K LASEQ ID NO : 121 it ~ & ## CDR3IF 5 ; K 47 Hl
PLSEQ ID NO @ 127 ~ 128 Fz 129 #it ~ & §# CDR1 - CDR2 &
CDR3F %l ; =

(1) N-FTFXXXXMN-C(SEQ ID NO: 150)4H gk -~ == ##
CDRI1 ~ HN-XISSSXXYIXYADSVKG-C(SEQ ID NO: 151)4H
B~ EE g CDR2 X LLSEQ ID NO @ 124 it 2 & # CDR3 F¢
15 Ko BT LLSEQ ID NO & 130 ~ 131 K 132 Ff 4t 2 K 3
CDR1 ~ CDR2 K CDR3F %I -

[0212] e~/ T > A EREFEMLEEE £
f & 3¢ i SEQ ID NO: 2(IL-27p28) .~ GIn37 -~ Leu38 -
Glu42 ~ Glud46 ~ Vald9 -~ Ser50 -~ Leuld42 ~ Aspl4db6
Argl49 ~ His150 ~ Phel53 ~ Leul56 ~ Leul62 kz Glul644H ¢
IR AEEN TEABRERESG a2 0 H P HRE N
HpiFR&aeW o FfEE -

(1) I N-GFTFXXXX-C(SEQ ID NO: 145)%H gk = = 7%
CDR1 ~ [ N-ISSSXXYI-C(SEQ ID NO: 147)%H g ~ = 7
CDR2 K LASEQ ID NO : 121 it ~ & ## CDR3IF 5 ; K 47 Hl
PLSEQ ID NO @ 127 ~ 128 Fz 129 #it ~ & §# CDR1 - CDR2 &

892569-1 5597 B > 3 230 H (IR E)
114105158 FERLE A0101 1142007326-0
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CDR3F %l ; =

(i1) HAN-FTFXXXXMN-C(SEQ ID NO: 150)4H plv =~ =
7 CDR1 ~ A N-XISSSXXYIXYADSVKG-C(SEQ ID NO: 151)
4H Bl < EH 9 CDR2 ) LASEQ ID NO : 124§ 4t 2 = #% CDR3FF
15 Koy A1 LLSEQ ID NO & 130 ~ 131 & 132 4t 2 %
CDR1 ~ CDR2 K CDR3F %I -

[0213] e~ T > A TEREFEMLEEE E
f & 3¢ i SEQ ID NO: 2(IL-27p28) .~ GIn37 -~ Leu38 -
Glu42 ~ Glud46 ~ Val49 ~ Ser50 ~ Leu53 ~ Lys56 ~ Leul42 -
Aspl43 ~ Arglds5S ~ Aspld6 ~ Leuld7 ~ Argld9 ~ Hisl50 -
Argl52 ~ Phel53 ~ Leul56 -~ Alal57 ~ Glyl59 -~ Phel60 -
Asnl61 ~ Leul62 ~ Prol63 Fz Glul644H Rk ~ PR A E BV 77
B RHEREE Sy Hf i ERE&EEE 74
(=

(1) I N-GFTFXXXX-C(SEQ ID NO: 145)%H gk = = 7%
CDR1 ~ [ N-ISSSXXYI-C(SEQ ID NO: 147)%H g ~ = 7
CDR2 K LASEQ ID NO : 121 it ~ & ## CDR3IF 5 ; K 47 Hl
PLSEQ ID NO @ 127 ~ 128 Fz 129 #it ~ & §# CDR1 - CDR2 &
CDR3F %l ; =

(i1) HAN-FTFXXXXMN-C(SEQ ID NO: 150)4H plv =~ =
7 CDR1 ~ A N-XISSSXXYIXYADSVKG-C(SEQ ID NO: 151)
4H Bl < EH 9 CDR2 ) LASEQ ID NO : 124§ 4t 2 = #% CDR3FF
15 Koy A1 LLSEQ ID NO & 130 ~ 131 & 132 4t 2 %
CDR1 ~ CDR2 K CDR3F %I -

892569-1 5598 B » 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0
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[0214] ff —EREixd A TRERERFRENEE R
&2 SEQ ID NO: 2(IL-27p28). GIn37 ~ Leu38 - Glu42 -~
Glu46 -~ Vald9 -~ Ser50 ~ Leu53 -~ Lys56 -~ Leuld4?2
Aspl43 ~ Arglds5S ~ Aspld6 ~ Leuld7 ~ Argld9 ~ Hisl50 -
Argl52 ~ Phel53 ~ Leul56 ~ Alal57 ~ Glyl59 -~ Phel60 -
Asnl61 ~ Leul62 ~ Prol63 f Glul64 » — 5 % ([ i & B ~ 1
ERrREE TEHAGBNNENESESE 7 > K H i
FE&EeaH 7 FEE  IN-GFTFXXXX-C(SEQ ID NO: 145)
¢H gt 2 B # CDR1 ~ [ N-IXXXXXXX-C(SEQ ID NO: 152)4H
Ak < B #8 CDR2 & A N-AR[X]n=6-15DX-C(SEQ ID NO: 153)4H
pk < B ## CDR3F 4] 5 K 73 Bl B N-QS[X]a=1-38S[X]n=0-4Y-
C(SEQ ID NO: 154)4H i ~ #& g CDR1 ~ A N-XXS-C(SEQ ID
NO: 155)4%H gk ~ & g CDR2 & 1 N-QQXXXXP[X]n=0.1T-
C(SEQ ID NO: 156)%H ik < ¥ ## CDR3FF 41 -

[0215)] ff —EEixd A TRERERENLEE R
B2 3 SEQ ID NO: 2(IL-27p28)2 GIn37 ~ Leu38 ~ Glu42

Glu46 -~ Val49 ~ Ser50 ~ Leuld42 ~ Aspld6 ~ Argld9 -
His150 ~ Phel53 ~ Leul56 ~ Leul62 ;& Glul644H (i 2 1 J& -
EETHEMAENRENRGSEH 7> Kol iR
EH A EE  AN-GFTFXXXX-C(SEQ ID NO: 145)4H Kk
Z E # CDR1 ~ AN-IXXXXXXX-C(SEQ ID NO: 152)4%H ¢ =~
E ## CDR2 K I N-AR[X]n=6-1sDX-C(SEQ ID NO: 153)4H ik 2
E # CDR3F F] © K 73 Bl HI N-QS[X]n=1-3585[X]n=0-4Y-C(SEQ
ID NO: 154)4H v ~ ¥ g CDR1 ~ i N-XXS-C(SEQ ID NO:

892569-1 5599 B » 3 230 H (SR E)
114105158 FERLE A0101 1142007326-0
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155)¢8H it ~ 8 g CDR2 & I N-QQXXXXP[X]n=0.1T-C(SEQ 1D
NO: 156)4H gl ~ ¥ §# CDR3FF 41 -
[0216] ff —®fREixd A TRERERFENEE R
4 8 i SEQ ID NO: 2(IL-27p28) .~ GIn37 -~ Leu38 -
Glu42 ~ Glud46 ~ Val49 ~ Ser50 ~ Leu53 ~ Lys56 ~ Leul42 -
Aspl43 ~ Arglds5S ~ Aspld6 ~ Leuld7 ~ Argld9 ~ Hisl50 -
Argl52 ~ Phel53 ~ Leul56 ~ Alal57 ~ Glyl59 -~ Phel60 -
Asnl61 ~ Leul62 ~ Prol63 F Glul644H gk > #i [F 38 & B 89 &
BERENEE Sy Hp Rl EnFEE & H o+
& ¢ A N-GFTFXXXX-C(SEQ ID NO: 145)2f pk ~ = ##
CDR1 ~ I N-IXXXXXXX-C(SEQ ID NO: 152)4H gk ~ = #
CDR2 K I N-AR[X]1=6.1sDX-C(SEQ ID NO: 153)4H gk ~ = #
CDR3FF %1 : K 77 Bl A N-QS[X]n=1-38S[X]n=0-4Y-C(SEQ ID
NO: 154)4H plt 2 # ## CDR1 ~ [ N-XXS-C(SEQ ID NO: 155)
4H Bt 2 B 8 CDR2 & I N-QQXXXXP[X]n=0-1T-C(SEQ ID NO:
156)4H (i Z ¥E 4 CDR3FF 41 -

[0217]) £ — SR d » AR FRMEEHIL-27TH
HEMSE S 28 2 SEQ ID NO: 2(IL-27p28) 2 GIn37 -~
Leu38 ~ Glu42 ~ Glud46 -~ Vald9 -~ Ser50 ~ Leu53 ~ Lys56 -
Leul42 ~ Aspl43 ~ Argld5 ~ Aspl46 ~ Leuld7 ~ Argl49 -
His150 ~ Argl52 ~ Phel53 -~ Leul56 -~ Alal57 ~ Glyl59 -
Phel60 ~ Asnl61 ~ Leul62 ~ Prol63 f Glul64 .~ — 5 % ([ f#
ERZMEAEEN BRI BRERESGSH 7 > Hd i
R HDREEa rE e E RK@#E ] E & » HrpE#S

892569-1 55100 B » 3t 230 H (FEH:RAE =)
114105158 FERLE A0101 1142007326-0
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EAEEEEMSEQ ID NO: 15~ 37~ 59~ 81~ 103K 125

Hc o BFEEERRFY  HEFKENEEAES 2 EHH
SEQID NO: 23~ 45~ 67~ 89~ 111 13340 Bk 2 B9 B B 18
7 Al e

[0218]) £ — SR » A FRMAEHIL-27TH
HEMSE S 28 2 SEQ ID NO: 2(IL-27p28) 2 GIn37 -~
Leu38 ~ Glu42 ~ Glud46 -~ Vald9 -~ Ser50 ~ Leu53 ~ Lys56 -
Leul42 ~ Aspl43 ~ Argld5 ~ Aspl46 ~ Leuld7 ~ Argl49 -
His150 ~ Argl52 ~ Phel53 -~ Leul56 -~ Alal57 ~ Glyl59 -
Phel60 ~ Asnl61 ~ Leul62 ~ Prol63 f Glul64 .~ — 5 % ([ f#

ERZMEAEEN BRI BRERESGSH 7 > Hd i
R HEMEE i s e E RE@E S & > Hod o] s
B R R EE A BEBEE M TR B AR

(i) 57 HISEQ ID NO: 15K 65 ;

(i1) 47 BISEQ ID NO: 37k 45 ;

(ii1) 57 B SEQ ID NO: 59 & 67 ;

(iv) 47 BISEQ ID NO: 81k 89 ;

(v) 4T HISEQ ID NO: 103K 111 ; X

(vi) 57 HISEQ ID NO: 125 133 »

[0219]) £ — S Refxd » A r FRMAEHIL-27TH
HEMSE S 28 2 SEQ ID NO: 2(IL-27p28) 2 GIn37 -~
Leu38 ~ Glu42 ~ Glud46 -~ Vald9 -~ Ser50 ~ Leu53 ~ Lys56 -
Leul42 ~ Aspl43 ~ Argld5 ~ Aspl46 ~ Leuld7 ~ Argl49 -

His150 ~ Argl52 ~ Phel53 -~ Leul56 -~ Alal57 ~ Glyl59 -

892569-1 55101 B » 3t 230 H (FEH:RAE =)

114105158 FEESE A0101 1142007326-0
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Phel60 ~ Asnl61 ~ Leul62 ~ Prol63 K Glul64 2 — B¢ % (& i%
ER MR RFEENTHEHIEBERRESEE 7> EF0

R HEEE el s e ERKETSE  HPEHEITSE
& AEESHEEH MR SEQ ID NO: 15+~ 37~ 59~ 81~ 103 %
12540 Bl ~ B B Be A B2 Fp 710 2 /0 90% — 20 Ay e & B 1 %1
HESPEHETTEENE S EEMHSEQ ID NO: 23 ~ 45 -
67 ~ 89 ~ 111 R 133 gkt < BE HY B & B 7 51 2 /0 90% — F /Y
e BB B A e

[0220] fe — &K T » K FEMBEENIL-27H
HEME S 28 S SEQ ID NO: 2(IL-27p28) 2 GIn37 -
Leu38 ~ Glu42 ~ Glud46 -~ Vald9 -~ Ser50 ~ Leu53 ~ Lys56 -
Leul42 ~ Aspl43 ~ Argld5 ~ Aspl46 ~ Leuld7 ~ Argl49 -
His150 ~ Argl52 ~ Phel53 -~ Leul56 -~ Alal57 ~ Glyl59 -
Phel60 ~ Asnl61 ~ Leul62 ~ Prol63 K Glul64 2 — B¢ % (& i%
ERZERAEEN THABREAESEa® 7 > EF 5
R HEEEcl rEeERKETSE > HPEHEITSE
e rEETERE A HEGS R TEKR ZHEEERF
2 /0 90%— B HY e B % Fr A

(1) 47 BISEQ ID NO: 15K 65 ;

(i1) 57 AU SEQ ID NO: 37 & 45 ;

(ii1) 47 BISEQ ID NO: 59 K2 67 ;

(iv) 97 5ISEQ ID NO: 81K 89 ;

(v) 77 AISEQ ID NO: 103111 ; K&

(vi) 47 BISEQ ID NO: 125K 133 »

892569-1 55102 B » 3t 230 H (FEHRAE =)
114105158 FERLE A0101 1142007326-0
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[0221]) £ — S Refxd » AR FRMEEHTIL-27TH
HEMSE S 28 2 SEQ ID NO: 2(IL-27p28) 2 GIn37 -~
Leu38 ~ Glu42 ~ Glud46 -~ Vald9 -~ Ser50 ~ Leu53 ~ Lys56 -
Leul42 ~ Aspl43 ~ Argld5 ~ Aspl46 ~ Leuld7 ~ Argl49 -
His150 ~ Argl52 ~ Phel53 -~ Leul56 -~ Alal57 ~ Glyl59 -
Phel60 ~ Asnl61 ~ Leul62 ~ Prol63 f Glul64 .~ — 5 % ([ f#
ERZMEAEEN BRI BRERESGSH 7 > Hd i
R HDREEarEB e E#RKE  HPE@EAESE
HMSEQIDNO: 25~ 47~ 69~ 91~ 113K 13540 1 2 B Ay B
By HHPEHESESESMSEQ ID NO: 20 -
42 ~ 93 R L1ISEH ple 2 BE B B A B P2 A1) -

[0222]) £ —SRefxd » KB R FRMAEEHIL-27TH
HEMSE S 28 2 SEQ ID NO: 2(IL-27p28) 2 GIn37 -~
Leu38 ~ Glu42 ~ Glud46 -~ Vald9 -~ Ser50 ~ Leu53 ~ Lys56 -
Leul42 ~ Aspl43 ~ Argld5 ~ Aspl46 ~ Leuld7 ~ Argl49 -
His150 ~ Argl52 ~ Phel53 -~ Leul56 -~ Alal57 ~ Glyl59 -
Phel60 ~ Asnl61 ~ Leul62 ~ Prol63 f Glul64 .~ — 5 % ([ f#
ERZMEAEEN BRI BRERESGSH 7 > Hd i
R HEMEEcH v e B REHE > HPHE#E A S B
HMSEQIDNO: 25~ 47~ 69~ 91~ 113K 13540 1 2 B Ay B
EBFINEDIO—HVEERRFY > AHITEKENES
Bl 5 SEQ ID NO: 20 ~ 42 ~ 71 ~ 93 K 11540 5% 2 BE 09 B

EBEY E/Do90%— 2/ e A -
[0223]) £ — SRt d » AR FRMAEEHIL-27TH

892569-1 55103 B » 3£ 230 H(5EHRAE =)
114105158 FERLE A0101 1142007326-0



202521984

HEMSE S 28 2 SEQ ID NO: 2(IL-27p28) 2 GIn37 -~
Leu38 ~ Glu42 ~ Glud46 -~ Vald9 -~ Ser50 ~ Leu53 ~ Lys56 -
Leul42 ~ Aspl43 ~ Argld5 ~ Aspl46 ~ Leuld7 ~ Argl49 -
His150 ~ Argl52 ~ Phel53 -~ Leul56 -~ Alal57 ~ Glyl59 -
Phel60 ~ Asnl61 ~ Leul62 ~ Prol63 f Glul64 .~ — 5 % ([ f#

ER MR RFEENTHEHIEBERRESEE 7> EF0

RERHMREGEEHS TEE

B R g o Hoh E N S B

HHESEQIDNO: 29~ 51~ 73~ 95+ 117} 13940 Bk 2 Bf 09 B
EfFy > BEHFEKERESEEHMHSEQ ID NO: 71 -~
49 ~ 71~ 93~ 115K 13740 Bk ~ BF AU B B % | %1 -

[0224)] e — &K T > K FEMBEEHIL-27H

HEMSE S 28 2 SEQ ID NO: 2(IL-27p28) 2 GIn37 -~
Leu38 ~ Glu42 ~ Glud46 -~ Vald9 -~ Ser50 ~ Leu53 ~ Lys56 -
Leul42 ~ Aspl43 ~ Argld5 ~ Aspl46 ~ Leuld7 ~ Argl49 -
His150 ~ Argl52 ~ Phel53 -~ Leul56 -~ Alal57 ~ Glyl59 -
Phel60 ~ Asnl61 ~ Leul62 ~ Prol63 f Glul64 .~ — 5 % ([ f#

ERoIMRARFAEENTHEHIBRERREG G 7 > HF0

BEHDREa B E LK - Hf =8 ffaa i
H M SEQID NO:29 ~ 51~ 73~ 95+ 117K 13940 ¢ 2 Bf Ay B%
EBEFINEZDIO%—HIRERFY > HHIPK#ELNES
Bl H i SEQID NO: 71 ~ 49~ 71~ 93~ 115K 13740 )% 2 Bf
Ay R E e FE % &2 /0 90% — B iy b A& 1 B %1 o

[0225) fE —&REFEd » A RERBEHFEHIL-27TH
B O 4% & % A 4 SEQ ID NO: 2(IL-27p28) .~ GIn37

892569-1
114105158

%104 B > 4t 230 H(EHRHE)

FEESE A0101 1142007326-0
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Leu38 ~ Glu42 ~ Glud46 -~ Vald9 -~ Ser50 ~ Leu53 ~ Lys56 -
Leul42 ~ Aspl43 ~ Argld5 ~ Aspl46 ~ Leuld7 ~ Argl49 -
His150 ~ Argl52 ~ Phel53 -~ Leul56 -~ Alal57 ~ Glyl59 -
Phel60 ~ Asnl61 ~ Leul62 ~ Prol63 f Glul64 .~ — 5 % ([ f#

ERZMEAEEN BRI BRERESGSH 7 > Hd i
R HNREEaH o8 EE R - 0 Ko E K
A B B B i DLN Rk 2 B Y e A B R A

(i) 57 HISEQ ID NO: 25K 27 ;

(i1) 47 BISEQ ID NO: 47k 49 ;

(ii1) 57 B SEQ ID NO: 69 & 71 ;

(iv) 47 BISEQ ID NO: 91k 93 ;

(v) T HISEQ ID NO: 113115 K

(vi) 57 HISEQ ID NO: 135 137 »

[0226] £ — S ReExd » AR FRMAEHIL-27TH
HEMSE S 28 2 SEQ ID NO: 2(IL-27p28) 2 GIn37 -~
Leu38 ~ Glu42 ~ Glud46 -~ Vald9 -~ Ser50 ~ Leu53 ~ Lys56 -
Leul42 ~ Aspl43 ~ Argld5 ~ Aspl46 ~ Leuld7 ~ Argl49 -
His150 ~ Argl52 ~ Phel53 -~ Leul56 -~ Alal57 ~ Glyl59 -
Phel60 ~ Asnl61 ~ Leul62 ~ Prol63 f Glul64 .~ — 5 % ([ f#
ERZMEAEEN BRI BRERESGSH 7 > Hd i
R HNREEaH o8 EE R - 0 Ko E K
fEaHEHRU THR ZHNEERFI 2 /0D90%— &
Y e A B P A

(i) 57 HISEQ ID NO: 25K 27 ;

892569-1 55105 B » 3t 230 H (5EHRAE =)
114105158 FERLE A0101 1142007326-0



202521984

(ii) 4 BISEQ ID NO: 47} 49 ;

(iii) 4> BISEQ ID NO: 69 & 71 ;

(iv) 4y BISEQ ID NO: 91 % 93 ;

(v) 4y HISEQ ID NO: 113 & 115; K&

(vi) 4 BISEQ ID NO: 135 137 »

[0227)] e — &K T » A FEMBEEHIL-27H

iR M4 S 2 A4 SEQ ID NO: 2(IL-27p28) 2~ Gln37 -~

Leu38 ~ Glu42 ~ Glud46 -~ Vald9 -~ Ser50 ~ Leu53 ~ Lys56 -

Leul42 ~ Aspl43 ~ Argld5 ~ Aspl46 ~ Leuld7 ~ Argl49 -

His150 ~ Argl52 ~ Phel53 ~ Leul56 -~ Alal57 ~ Glyl59 -

Phel60 ~ Asnl61 » Leul62 » Prol63 % Glul64.r — =% % {H Bz
ER2VEAEEN THEMESRADIESE S > 45
BERHENMEECT r B cE LK > HHE P HE#E EKH#EA
A& EE MO TR 2 BT B BB A

(i) % BISEQ ID NO: 29 F 27 ;

(ii) 4 BISEQ ID NO: 51} 49 ;

(iii) 4y BISEQ ID NO: 73 & 72 ;

(iv) 4y BISEQ ID NO: 95 93 ;

(v) 4y HISEQ ID NO: 117& 1155 K

(vi) 4 BISEQ ID NO: 139 137 »

[0228]) fe — &K T » A rnFEMBEENIL-27H

iR M4 S 2 A4 SEQ ID NO: 2(IL27-p28) 2~ Gln37 -~

Leu38 ~ Glu42 ~ Glud46 -~ Vald9 -~ Ser50 ~ Leu53 ~ Lys56 -

Leul42 ~ Aspl43 ~ Argld5 ~ Aspl46 ~ Leuld7 ~ Argl49 -

114105158

892569-1

55106 B - 3£ 230 H (5EH:RAE =)
FRELRSE A0101 1142007326-0
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His150 ~ Argl52 ~ Phel53 -~ Leul56 -~ Alal57 ~ Glyl59 -

Phel60 ~ Asnl61 ~ Leul62 ~ Prol63 K Glul64 2 — B¢ % (& i%

B HEATEN T HIERHENEE SN » > HdH
REREMEEa v eE e > HHPEH REHE R
BEeBEBEGMM THK R ERF Y 2£/090%— a8y
M A B e A1

(i) 4 RBISEQ ID NO: 29 27 ;

(ii) 4y BISEQ ID NO: 51 49 ;
(iii) 4+ BISEQ ID NO: 73 % 72 ;
(iv) 4 BISEQ ID NO: 95K 93 ;

(v) S RISEQ ID NO: 117K 115 &
(vi) 3 BISEQ ID NO: 139K 137 o

EEDIL2TGBEEREE&E R BRZTE

[0229] A5 r FINIE ff & £ A SCH it 2 {F /A 1 IL-
IR ENEEGREN A - £ —E8BET > HEA
MRt iRE 2 AR B R R e E e R H R B a0 JE
NBEHABSYHET REHEME - £ AP B E £ K S
meEMARBZeBEREIR -l KT EEEE 2 IL-
27p28 2 i ke > ANE MWK M & o] H IL-27( & B (# 58 (Bl
W FEANFHABYHEORE - NE - DE - BER - K
S~ % FE - BERCGEABERBYY)RE - £ ERE
td > A= USEQID NO = 24l 2 fg B B 7 % 2 & & AN
IL-27p288H BB X KA fEREIR -

e

oT

892569-1 55107 B » 3t 230 H(ZEHRAE =)
114105158 FERLE A0101 1142007326-0
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[0230) & @ (EA(Hlx0 - JEAFAWAFY )T HEE
mE%RE  HERASIEZWATYEETE LD XREE
nGR e oo R R A] B Rl — B 2 A (Pl o IR A
HmIAEgy)) - mARNEEEFEENE 2B AEMEAR
RrEOER > #EEE - flae 8 EBCG - &) EM
¥ B (Corynebacterium parvum) 5% 97 /B §F # 2 P9 [€ B
(Salmonella minnesota) ) M H 77 - BIEMMWEFHE - &8
= _HERE HEHBEEREA &@XFEZH B A %R
WERY)(MER) » SE 2 A E2HRMER  WELER - (L2
- Pl s | R ORE RIEE R FIRIOBE - 7
ARG ERERE AR 2 H A7 B G0 E &l
H 2 MEIE®REEO - 8 2 A BiegHE A (1999)
Autoimmunity31(1):15-24 o 75 2 B ] 40 Lodmell % A (2000)
Vaccine18:1059-1066; Johnson % A (1999)J Med Chem4?2:
4640-4649; Baldridge % A (1999)Methods19:103-107; K
Gupta® A (1995)Vaccinel3(14): 1263-1276 o

[0231) F—HREF  ZEHEZOBEEEILES
RRERZERIIEZBMEBHMLE - 0o FOER=E
N2 EEE ALY ADERTK 2 IL-27% Ik K & & #
- KR EWMABSY LR E £ MG O - Bk B
ORI E R ER 220 —RIMEREZEWKENXLELS
MOABZOCEEYFRAEHAEAR  HEZHSE ST HEBEMAE
Rl e  ZSFHARATEHEULTERENEL FE 2
MEE B E FHEAETERSG  BEELRRETES ZEXH

892569-1 55108 B » 3t 230 H (5EHH:RAE =)
114105158 FERLE A0101 1142007326-0
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Mg - HEZ U ERR ARG R - il KEERERE
7 % 9% ~Z Balb/c/y B AY B 40 A T B2 B B8 98 4 BTtk PATEC B
B8 8 4 A bk Sp2/0-Ag 4 M RE & - (R & 218 - H AT LA
EHREERBAAMTAEEEEE WO HATE & &)
CHEEEFTHRYEUEHEEE SR BEARES BB E
oA -  ARKEG ZRSHMSEAFRE - 6
W EE2 NBEIL-2TZ 58 2 o b 2K # 17 &f 28 B &£ — db
R > AEMIER M E T B IR ER R MESCEF &R
IL-27H1 88 » 40 01 40 35 B B H 25 6,300,064 5% (KnappikZ A ;
Morphosys AG) & Schoonbroodt % A (2005)Nucleic Acids
Res33(9):e81F7 i i o

[0232] f£f — SRR - Al 2 05 7% 9] 4 & B 40
HEREEREN HAEET BOBREER ERFEE
T~ T FLEN YA MR R R AR AR (B MR R R ) AR
il B i (& R > f#l40 > EtzZ A (2001)J Bacterioll83:
6924-6935; Cornelis(2000)Curr Opin Biotechnoll11:450-454;
Klemm 2 A (2000)Microbiologyl146:3025-3032; KiekeZ A
(1997)Protein Engl10:1303-1310; YeungZs A (2002)
Biotechnol Progl8:212-220; Boder & A (2000)Methods
Enzymology328:430-444; Grabherr & A (2001)Comb Chem
High Throughput Screen4:185-192; MichaelZ A (1995)Gene
Ther2:660-668; Pereboev & A (2001)J Virol75:7107-7113;
Schaffitzel % A (1999)J Immunol Methods231:119-135; K

HanesZ A (2000)Nat Biotechnoll18:1287-1292)5 B H [ &

892569-1 55109 B » 3t 230 H (FEH:RAE =)
114105158 FERLE A0101 1142007326-0
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=AM -

[0233] FHIZEBEBE T EKENEZ A
BILEHEEMFCH - B ERETR T ET » Rt E
GSEBAETERBSCM AR ETRFIIZHRER BN 2%
HEER ZEBRERITHANBEREE ANHE S E CE
(Bl > ANERERBYHRFE B ZRESE S > 3O
Fab ~» FvE " B ELFviiB R E - AREZEH EZ2E
EHRAA G RRER > EUOARMI3 - IR &E & WK
RERBEHAMS 2R E B E QI pVIIIE pIXF £
— FHZ2EH -2 57 > il > ShiE A (2010)JMB397:385-
396 - AN EIEA XM B EKEDRER B ZKE R
B HE 2 8 8 FE (L Brinkman % A (1995)J Immunol
Methods182:41-50; AmesZ A (1995)J Immunol Methods184:

M

177-186; Kettleborough= A (1994)Eur J Immunol24:952-
958; PersicFE A (1997)Genel87:9-18; Burton ZF A (1994)
Advances in Immunology57:191-280; K PCT/\ F Z&E & WO
90/02809%% ~ 5 WO 91/10737%% ~ 25 WO 92/010475%% -~ =
WO 92/186195% ~ WO 93/112365% -~ 25 WO 95/159825% &
F WO 95/204015% 1 ¥ Z J & - & M J5 75 I8 A7 B 40
= H OF| 2 5,698,426 5% ;5 2 5,223,409%5% 5 5 5,403,484
BE . 5 580 71759 ; 55 5.427.908% ; 55.750,753% ;
5.821.047% ; 555.571,698%8 ; 555,427,908 ;
5.516.637% ; 555.780,225% ; 55.658,727% ;
5,733,7435% K £ 5,969,1085% -

892569-1 55110 B > 3t 230 H (5EH:RAE =)
114105158 FERLE A0101 1142007326-0
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[0234)] F—HREEF > ZFEREERERILE CEA]
fERHEHKE &R EHALSY 2 B U & Y mRNAE 4& -
pla0 - B & BAAE BRI A B o o] B B 40 B SR il 2 1L-27
L ek Z/NE B o mRNAT 5 2Z S A > 8 B8 E
B FEVERME LR cDNA - 2/ » fil4 - Sambrook
% A (1989)“Molecular Cloning: A Laboratory Manual, 20¢
Edition,” Cold Spring Harbor Laboratory Press, Cold Spring
Harbor, N.Y.; Harlow K& Lane(1988), _/~ #; Benny K. C.
Lo(2004), £z, K Borrebaek(1995), £z - (£ % &
eIk E O < H o R B K 2 ] B & HY cDNAZK S & I F
BE R X E - EAE NS EZ G EH DR F @ MerzZE A
(1995)J Neurosci Methods62(1-2):213-9; Di Niro% A (2005)
Biochem J388(Pt 3):889-894; K Engberg % A (1995)
Methods Mol Biol51:355-376H1 o

[0235) fF—domefEd > Al (E B REE ZHEH
Bl 40wk & R R M PLAS < B RS BRI N RS R T B AR SCJE 8 A P
TP - &8 A IER M & B Ay B fl
41 Hoogenboom(1997)Trends in Biotechnologyl5:62-70;
Brinkman % A (1995), _F~ #F; Ames % A (1995), _f i ;
Kettleborough® A (1994), _f 41 Persic® A (1997), _F #;
F BurtonZ A (1994), FLzt9 - @40 - (ERAEE DT FEY
ERMELASERBEREIIZELD WO > MIBEFE R Z
plIl ~ pVIIIE pIX) K A FHFE G & 2l & & O 89 E B iE
W EfERE  HEERESIAZMHME WD - AFFF)E

892569-1 5111 B » 3t 230 H (R =)
114105158 FERLE A0101 1142007326-0
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B T —EBEP AEF EEBRATEZHUE
ERHEH -8+ AFFEHPEEBEB (2R
] 40 > Chasteen % A ,(2006)Nucleic Acids Res 34(21)
el45) - A Ug B 41 & & £ < W & 88 B 8 F 5004 4 0 &
BYXEYEBEE)ZEENEEE - W E R 9] 85 R F
ZHE#E BZECYBEBRESNER ZEY -

[0236) fEF Rt H AR E B FRHBIHHHEL
BB EnE W o AHEIL-27p28) 2 R M R 4 & 8 A
NERAEEEGTPCRANEMER R EZXNEMLE T
AR E - BT o PULAS BLIL-27p28 2 i R M4 & H B 40
AR ENRREZXEMLEZ L BEOER
R 7 ELISAHE £ ~ SPRig & ~ B IL K& E ~ B 7 E
ERTVEEMRKME THRHB L RERREES
RN R HEM: 2 R e E B RS E R R B &8 40 Western
BBl 2 £ty By % M S FR B FMER E R 4% - RIA -~ BRI &
W MY M E (ELISA) ~ T ARG, RERE - R E I KRR
ECREERRE  HERE  WREERE  RERY
ME BhEERBREREOARERE - LE kT HE
flr B E R B BARY -

[0237]) £ H o % E CDRF & % & ¥ & & & ¥ (f
W T T0-15(E B B & )R REEE & > 4R CDRZ % %
o] (b B & pk > 0 B 40 4C ShiraishiZE A (2007)Nucleic Acids
Symposium Series51(1):129-130 F 3 [5 =5 F| 55 6,995,259 %%
R c BN GEETBIB R EREFY 0 ZRET

892569-1 5112 B » 3t 230 H (FEHRAE =)
114105158 FERLE A0101 1142007326-0
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Pl mISCDRZ @A (E (IR E o F AW E R & (LT
AR ZBER - D2 H RGN Z KBTS K 37K
HEGHRDBERANHZERREEERHRBRNE 21
& Y% BE F 2 &6 MEOK i PR o B Az RS e

[0238) fF— 4R d » KM 2 HIL-274H & &
afyEEEREE  HEHRNHEERASXBREERA
2 (A BA)NIEF e - B RLIL-27H08 2 F E &
ZRUNEF U RETT RS o B E S Fel@ 2 R Mok B A o &Kk
BUEFUEBEMNOLLTEEF 2 N EFWNREEG - T
RS 1 RE M 4l s B M (ADCC) ~ 4l 2 i< #8 1 4l B %= 1 (CDC) »
MiEHT BN E2HEFcBEGRERRRIE - #F
GEVHEEEBE 2 RN BPAEMEMHEE maFERE
ME®E ZAKEHBREE ZEFIhEEER M- B
HER c CRERET HHEEHEFEEKHKBRTE 2
WA FAEZFEER -

[0239) fE— &R AR » ARl 2 HLIL-27TH BB E &
[gGAE N EE - /£ —RBEKE T » [gG4E ## N E & & ¥ £ 4
[gGAEHMEER - £5 —BEF - [gCG4EEEE G P AR
I EU4R 5% (Kabat, E.A. 5 Ak %t )AY 1 240 S228P 2 L235E =
L235A 2 —BHRWEHE 2 ZE - £ —BEF » KXk
MIL-27TPL BB & lgGlEE®E - £ —REREF > [gGlE#E K
EEBBHEMNIGGIE#HEKEEE - £ 5 —BEF - 1gGl=H #
HERBEEE -

[0240] E AL BEFRE &M N K /EHADCCHE M

892569-1 55113 B » 3£ 230 H (FEHRAE =)
114105158 FERLE A0101 1142007326-0



202521984

/&KW BCDCEMH &N EBREE AR EE Z KW
2 A ML B A& B & H 55 FcRE & 7 M R /3CADCC
EME R/ CDCIEMR 2L - 2B W 2 FeRE & 2 E i &
REEBUANRAE SR 2BEM & E62/)0 —fFcR - 2
WD ZFREGEZEUNBEEEUMNEEER 2 R E
FEROWBEMOEEE ) —EFcR WH RAFEH @ EKE
AR EHFcl@ B FcRZ & G /K EAMLEL » 2 KD Z FcREE
G HEERERB T AEA KDL FCRE & 40
FeR&E & 2 9% 50%(fHl 40 » € 5 50 ~ 49 ~ 48 ~ 47 ~ 46 -
45~ 44 ~ 43~ 42 ~ 41 ~ 40 ~ 39~ 38~ 37~ 36 ~ 35~ 34 -
33~ 32~ 31~ 302928~ 27~ 26~ 25~ 24~ 2322~
21 ~20~ 19~ 18+~ 17~ 16~ 15~ 14~ 13~ 12~ 11~ 10 ~
7~6>5~4-~8-3-~3-281%) - A > BRAAEEERE
ML ERKFHE ADCCR /K CDCEM: 2 K & H E & 1]
2 BE 38 N EC K 2 ADCC K /B CDCIE M « B0 » £ — 58
FF AEENMEBEEE Z2MIL2TRBOUIERHEEE & 2
K EFRXIADCC R /S CDCE M 2 K L0E 50%(F 40
EFA50 ~ 49 ~ 48 ~ 47 ~ 46 ~ 45 ~ 44 ~ 43 ~ 42 ~ 41 ~ 40 -
39~ 38~ 3736~ 35~ 34~ 33-~32-~31-30-29-28-
27 ~ 26~ 25+~24~23~22+~21~20~19~ 18+~ 17~ 16 -
1514~ 13~ 12~11~10~9+~8~7+~6+5+4-3- 2%
1%) - B & BB E(E 2 ADCCR /3 CDCZ &K i & B E & 1Y
AL 2 BLIL-27 41 88 T B B [ R 2 20K J2 B ADCC K /
= CDCJE M -

892569-1 55114 B > 3£ 230 H (FEHRAE =)
114105158 FERLE A0101 1142007326-0
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[0241] f&f — SR P » A Pl #1IL-27 51 88 |2 31
R A BB E R - £ —SmEES - HIL-27H 8
BEHeEEERNE -y FUG/GIEcRERE (2 A
%40 > Burton A (1992)Adv Immun 51:1-18; CanfieldZ A
(1991)J Exp Med 173:1483-1491; J Mueller% A (1997)Mol
Immunol 34(6):441-452) « £ H F i o

[0242] fF— RS - HLIL-27H 88 1] & A 8 B
mEEERZEBRETEABEEECDONKENERTEE -
48 38 8 CDCOE ME v] 5 th fF — =20 2 1 e A B IR -+ A 2GR
KolAZBZFcE P RER - 2 F 0100 B HFHE
6,194,5515% « sCEHEH HI - FRHREBEBETS AFEHF -
MEEFEEE R PR HER e  mitELE2T _EE
T EA W R SREME N T R /SR e D 2w
B EMAREKRE - 2R > flw o CaronZE A (1992)J Exp
Med 176:1191-1195 % Shopes(1992)/mmunol 148:2918-2922;
PCTA B ZEE WO 99/51642% K WO 94/29351%% ; Duncan
K Winter(1988)Narure 322:738-40 ; J% 3 [ = F| &
5,648,260%9% K 555,624,821%% -

EHDIRRE &L

[0243] A 2 i K HEGRE 5/ B = EH IL
ERMMPENZZEY TEAYE REG BALSEMmE
oo Bl BRI ERKEHEDK T — W E %A
mAZSAERREBEEFHAERFI CREERT - & FHE

892569-1 55115 B » 3£ 230 H (5EH:RAE =)
114105158 FERLE A0101 1142007326-0
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FHREMNORE FFY - ZERGE SR EEFBR
B - BERBRAILEFY - BH&ELFER - TR
HHRLEEREMEFHELTFRY - ZFHLEFIEER
B AERABRELEFY - B REEHB T OEER
—EEHAYE  UBHITEFPRWERSNEEYER S - fla
R HASYNESERPANEHEBLAEFNERZE £
R A EETE R R -

[0244] B TR EE 24 7 B 80 A8 A i
bR ETE  EEREE SRR - —HEBRER
FEERFIECEFE THMARMAF - 8E B SGDNAZ
MM ERmERS AREEERFZFODALEFF
gpt(Mulligan & Berg(1981)Proc Natl Acad Sci USA 78:2072)
B I'n5 neo(Southern} Berg(1982)Mol Appl Genet 1:327)%K
B EBEECERTEREEN KRB ZDNAERF A
R ML A KS A EE — MM f (Wigler® A (1979)Cell
16:77) - £ " HEBA AR LEBINERBE TE T E 8k
JIZDNATTH - hWEEHB I REHYRE  HUFAEE
% 3 (SarverZ A (1982)Proc Natl Acad Sci USA, 79:7147) ~
E4fixDsD - 2 E %5 (Deans® A (1984)Proc Natl Acad
Sci USA 81:1292)5; SV4094% 2 (Lusky & Botchan(1981)Nature
293:79) o

[0245) ZERABRBITIUBHANKBR 2 REXRH 2
FREIAZHEF - 5] A FETEM A T Cam it 2 8= 4
FEEARE R - IRt EBEFECaPOIIE - FEBRS -

892569-1 55116 B » 3t 230 H (5EH:RAE =)
114105158 FERLE A0101 1142007326-0
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G FHEER  EFEF  HWERE - wEMNE B
THEMTE 2 ELE FEAERBMEREEMEN -

[0246] AR EMEEERELRH I BEERE
FTHEEERES  dHE - R EHYRWMAHTVAER - L
B THE(EFEOAFFFE) HE(EWELGEF L
(Saccharomyces cerevisiae) J. 2 HF /& & 7 B A (Pichia
pastoris)) ~ B & 4 B9 (55 40 SF9) ~ W 7L 8 ¥ 40 AL ok (B 20 -
NE RGN o 7 ISR v DR 7

[0247]) fF—HRefEd > il eCHR B RENEE
EREY W EHEERNMASGY)FT HE LML - F
W i TEEEERFEAEHAGEY N0 EEEY)
tEAEHEA R R ¥ 4 Houdebine(2002)Curr
Opin Biotechnol 13(6):625-629; van Kuik-Romeijn % A
(2000)Transgenic Res 9(2):155-159; K Pollock® A (1999)J
Immunol Methods 231(1-2):147-157 o

[0248) DI R H R BRI #EMAE R st EQE R W
ZHRETHEELEEARBIEBRR B2 KB R EE K E
My BFTHRBEFEEUAHFEDBERBE ZEHE &M B #
ELE FARNEOBERAZZSEREBEREASEEBRE A
e EZESLLHETSZHAETRERTELL T R E B E
E oo Pl REWABGFEF ZHENEHEKE®ITE
(% H {40 HouS A (1998)Cytokine 10:319-30) - 4l & %= 3
AFEREMERFERIIBER M E A (2 A Current
Protocols in Molecular Biology, Wiley & Sons, and

892569-1 117 B » 3£ 230 H (R =)
114105158 FERLE A0101 1142007326-0
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Molecular Cloning--A Laboratory Manual --3rd Ed., Cold
Spring Harbor Laboratory Press, New York(2001)) o %% HE
F-EaBERBEBRERAEE THAMBCEEH S ERE M E
EEAAERERE S M & KEL - AR M2 P8 (3CH
RE)ITRENRHAGVHEBFTRBEE SRR ER - F
MNHERZENSER ZGE 2 HMRE ZGKEF (2 A #la@
Kaszubska A (2000)Protein Expression and Purification
18:213-220)

[0249]) fERE 218 > Pise K HR B & o8 - i
BCH R BRI DIBVE R e B R L 2 24 o B B4
it HEEHEME s FAERE ST ME - BEAATIE
BFEEK K - F "EZERENEMl SFEFXH® - K
KM~ B K@ FHHPLCRE i « Bl - i fe o1 3 A AR
BB EREWN  EO-AREL-GEH)KLH L - BIE
REEBERMBEEOERE A EBEBHNN - 2K » W
Scopes(1994)“Protein Purification, 3¢ edition,” Springer-
Verlag, New York City, New York - #i{b 0 FREEH T FEH
AREBL - E—HERLT  ERBABVECHEHR E 2L IR
WY e

[0250)] A HIEL AL H R B 2 E XA E
< ERMIHEE it 2 %18 B & # 40 Bradford 7y /7 ~ UV
LA - R EG SN > LowryE&E B oM - M EEL
o~ = BIRAME T A (HPLC) ~ Bk o it (MS) ke 58 B &
KFEMWNERNESBERE - 50 FE O B 0B R R

892569-1 55118 B » 3t 230 H (F:HH:RAE =)
114105158 FERLE A0101 1142007326-0
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®) -

EHHEREREESE B

[0251) BN RES R B A LBHRG (L
B - REEH T R L ERIELEE - REEH T
B FH A0 G 3% % Bk 2 B T R R B R R B AE M BB OBE R U
S B A U TR T NE B9 M 6T R (L RT BE T 48 31 A B B B =
FOESE o FIRMIE AT 2 & M B R SRR o 2 (E —
A FE B B0 U B B 45 HE 4 AT 0B L BE R B 9
-

[0252) #E—SLBERE TP » HiBESCHIT R & & A B o 4
SEMBEHS - ZEFH ST B GIMERS I - 5 R
(Bl4n > B FE B E Y )R T AR 0 0 R R R R

CEGREAE  BOGER 4B - BOLE R NE A
T (EMAEVER A BAREE) CERESEE
5 40 47 JE M #E 4% (FLAG(DYKDDDDK(SEQ ID NO: 141)) »
% 4 B B (6-His; HHHHHH(SEQ ID NO: 142) « 4T fin B 5 %
Z (HA; YPYDVPDYA(SEQ ID NO: 143)) ~ % Bt H Ik -S-## #%
B (GST) X 28 o i &5 & 2 (3 (MBP)) - H i J 40 (b b1 B8 = B
B BESHKABEEREZE R T ENELY S K
Bl BE) > BIMIBEHRER - BRES BN SGBLE
5 (GFP)) S £ 8 & 2 W £ 88 1 1§ (CAT) - & i K 8% 1 48 3
L FE G A0 O2P ~ P s MO s 125 s I 35S RH o £ 0 O 4
CEEEFRERELE  ERAREYLZ(FITC) - GE%

892569-1 55119 B » 3t 230 H (FEH:RAE =)
114105158 FERLE A0101 1142007326-0
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)t & B (GFP) ~ DyLight™ 488 - & 47 & (PE) ~ Ht {b W &
(PI) ~ PerCP - PE-Alexa Fluor® 700 « Cy5 - 2 HE £ &

- BHRBELBEN N L E R LM R T E (B 0 $F 5
S EBEaY R 2AE—F - Pl AEFERERESYERE L%
=W A Z B (DTPA)E, MU & % 38 + — %% -1,4,7,10-10 2 B
(DOTA) . $FZE &) - MR 1R 50 & & 0 40 i 1 o5 B2 B5 I -
CAT - X EZM K HB B ALE -

[0253) WAEEQE (Fl4 - HiA8 K ZEE )] £ A
SO ZEELHBFINE - EFETH  ZEIHE
EW MR AEREAKHERE " QMHEB 0 R
MBS - fEth TP > BB 2 W& & (FE
TR S 2 — M R A BH BEE B ) BB R B
HHREE RtV ERBZFHRHER - —EaBAB4-T
Z B 52 BE Ak AR o BOEL -o(2- ML MR AR T B Bk ) B OOR (SMPT)
EWEEDBZHEREZSE O E 2 — Fy K b B b B
RAILH—F L2 Kb E R sz e - 8 W] 8 #& i
FEHELZAEBESHN  XH 2 RETrRAK - HMhE
FI 22 Wk B R (E R PR A 2 B W (R R EE (B 40 0 NS5 A -
-WEAHBASET Mol WHESEMW @ 1,4-
BETER Mo EET R BERREMI W BIET
THMERAFRHBAEN-RET _HBuEWEE) - BRERRE
(Flm - 4-[HEEREKSGEBEEITHEORBEERFLER
EREEMER ZIMEWD  HEAEFEL _BEELRS
)z sl Al e

892569-1 55120 B » 3t 230 H(FEHRAE =)
114105158 FERLE A0101 1142007326-0
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[0254)] fE—HREEd  MAMELTERIG SN
M EEREFTRE  =HEHE  HHEERLAdFERRRNTFZ
B oy L RE AN (B o R [TPOTTEE R AR NS T TOfE uE R
(['*IImIPNHS H 2 '2°1) » H && & 7 25 i B2 & DUJE B HE Bl &
HE ZfE R A (mIP) T £ Y (2 A B 4 RogersZF A (1997)J
Nucl Med 38:1221-1229) & a N Ea®W (W@ » & a0
DOTAEDTPA) » ZEB Y NE N EDEBRTR - TZZE
MEMEELRNEHE 2B Ry F/BEeWESN KK 2
MENRINFESEaR BT EREHEHKEMWMFE RN - ZF T
EHARTEREZBNERELNEBEEaYEaNETE ZKE
(p40 - pH- BRE R/EE) NP HEZBNANMEELEFE
HE (2 A0 EEHFE6,001,32957) -

[0255] AR ERESEEEL(ARMER CBEHEENE
HEMW - i) A EARESBELER T EREY - fl
W mCEAERNEE2ZFEOLE 2T oA
(NHS)Es iU & A E(TFP) S o a N E QB 2 15 i g A
(Blam - 2K B Bk B )l & (B4 > KB P - £ —
Bt ZEELENEECNEEEREIHEA - &3
Wha Z-SMCC - SHEECH EZHARAEREZNBEGE S NE
HEZEETHZECEEENEEORHERE - 25
40 > Welch B Redvanly(2003)“Handbook of
Radiopharmaceuticals: Radiochemistry and Applications,”

John Wiley and Sons(ISBN 0471495603) -
[0256]) £ — &Rtk d » Hfieslh KAl Pl 40 H i B #

892569-1 55121 B » 3t 230 H(FEHRAE =)
114105158 FERLE A0101 1142007326-0
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ZEhRTEBEESR WO - AmE > mFgecH s & )2 i3
EAL R/ R ZE oy EE - Bla > PLAS ECH B Al 0 f4
Lee® A (1999)Bioconjug Chem 10(6): 973-8; KinstlerS A
(2002)Advanced Drug Deliveries Reviews54:477-485;
Roberts® A (2002)4Advanced Drug Delivery Reviews 54:459-
47618 A K T L B b B £ & B 5 b (Fresenius Kabi,
Germany;, 2 B {40 Pavisi¢® A (2010)/nt J Pharm 387(1-
2):110-119) - B ELE 7 AL BRI (B0 R ) L 18 & M 5
RHEEEDISEIMEDL2 5101520+ 25+ 30 40
250805000 F)fE -

[0257]) £ — SR » RICHT I 2 $i f8 20 H $1 R 45
R EEREAL F-SLBEF - KM =RH
mEEaRETE TN CERE > NEHAEESE  DUE
Znedh EEARE IR AEABEEL  E£EBEAREK
MEE AL Z PLASHY J7 A AL IR IH £ e & © R0 #Y HL i 7Y B 40
£ ® # Fl % 6,933,368 92 : Wright % A (1991)EMBO J
10(10):2717-2723; K Co% A (1993)Mol Immunol 30:1361
EFI o

BREERRHALY

[0258]) fe X &Rk » AFWHEME S HIL-275
AL RS P I MR EOR - AR - FLEE -
b5 Je B Ko /B e B 2 B& BEAH B ) -

[0259] f- F &Rk o > 0] £ %2 Z 36 o 90 7 o 8 & i

892569-1 55122 B » 3t 230 H(FEHRAE =)
114105158 FERLE A0101 1142007326-0
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AR ERRBE THEZERSE - £ REERKET - Z
(ZE)VRIC MR R AR s.c R/ET.V.IEEL - Jf F b RE g
HEAEAR AT A ARNEE - ERFRRFRZAERY ZH0
pH - FHRZ2ERE FE -BFE BHE F2MH R
R mEM - RBRENE - FEAEBERER - R NZEZH
Bewtst - EXREREFT > cBZIHALYMHEEAELRIR
RhEABRGEOH KB - BEE - R - BB
R Bg) » L&Y - br s AL H (55 0 41 8 M B2 - oo B AR B EQ
EMBEEMN) EFER(GEUOWBKE - RE B - Tris-
Cl- BERE mBEBEREMAHE): BREA(EFOH
RN ) ZEoB(E0 L M LE(EDTA)) ¢
o B (58 400 R A~ LM 0L S E B~ B3R ORI RS ElORE &
WNEB-BEMRE) ) Hum o EfE - 8 EKEMRKLEsD
FEOMEHE - HEMIWE) E0EGEOUmMEOELD
HERRERER): 268  HR EwmER - A LB &R
KEFREVGEEOE LGRS IER) &Ko T2 2K 0 L8
MHE T GO EHGEORLET R ~ FHBE - K
Bl - AR FLEE - BHREFHBEE - #HEEFEH
B W Bs - J& # P8 %E (chlorhexidine) ~ LI 2 f2 508 R L =)
BEI(GGEWEHE - WoEBNRE L ) R GEO T &R
B W B EE ) - R R 0 SR m U ME R BOR B A (U e
5 (pluronics) ~ PEG ~ IR B MEFE - o8 40 % U &L B% F5 20 -
B B 802 F L AL BE Bs - ff 4L E (triton) ~ &% MM BZ A% -
oY & B - B2 B BF - ZE 8 D0 (tyloxapal)) & & % M1 3 58 H

U'ﬂ'

/?lfg

~

892569-1 55123 B » 3t 230 H(FEHRAE =)
114105158 FERLE A0101 1142007326-0
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(GEWM MW AR ENOMBERGEUR BNy
oy i AL o B & AL O B ORERR L AL RE AR ) 0 IR X
o M B R WK P A K /BB ZE f£ Kl o (Remington’s
Pharmaceutical Sciences, 18th Edition, A. R. Gennaro 47,
Mack Publishing Company(1995) o ff F b FE £ = » 2% 3 [
)41 & PBS ; 20 mM NaOAC(pH 5.2) » 50 mM NaCl ; & /=
10 mM NAOAC(pH 5.2) ~ 9% - fE KK » HER
HEHKRY RO AE N EE M E RO OEE &R - FHIE
v KA E R E MmO E - - 1 W0 Remington’s
Pharmaceutical Sciences, F#t - fFFH EAEF T - IF F 20 Bk
A EHIL-2THEB 2 WERE  BEMW - ZENVEIK
R KGN PR EER o

[0260)] fEH LR > BEEHAKY T 2+ EHEK K
wORAEMEE | B KM EIEAKME - BT 0 EHE LR
G EEREEB T AEENAK - EAHEE KB R
ALIEAEBER "M reAHRIFEEBEER ZHKY T E
RzHMmMR  fFHREREST  ZABHEE KEEFRE
MESEHEAEeBR K CREREd  dH&EHEER
HOKEKBEMEOEORG LA BE KA E —F R M HE
Bl o fEHEREREF » BEAKYE S pH 7.0-8.52 Triség
R > & pH 4.0-55 2 A BEEK > HuokE—- P aHE
WAMBERNNEEEERY - £ REEES - Jf#FHEE R
A EAE M BEHMKY BEGARERERZHE K
(Remington’s Pharmaceutical Sciences, | #ft )3 DL & 6

M

892569-1 55124 B > 3t 230 H(FEHRAEE)
114105158 FERLE A0101 1142007326-0
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KB RE AR EAESHIL-2708 ZHMY L7 -
s > R EREET > BERIL-27TH9 R ZHRY £ H
AR L EERP R EHE R REZY -

[0261] ARt > B HEAKY TEEFERR
EREBEE - L REERET > ZFHRYTEEZEHRNK
ARHREHmBH(EEREZ  FO&EH - Z FEHEE LAl #
ZZHERBEEHRANELIERE ZEE TN -

[0262] feFEREt T > SHEC Y &H 73 DA i B2 {ir 36 AT %
ZLZREFAL L HEERE T > FH & & IR ZHE LY A
R A& B pHEC B R pH T > it B i A &9 5 % & 8 2 pHan &
A o

[0263] et > EFHMIELEERER - 6K
H T2 mBFEE - EEB T 22 KERES > LA

SAEBESE L ZER P RRIL-27T508 - £ K EE
T ARIEER EHN 2 HR & KE =& 8K > &5 pHrll-
2T HEREE FRAER > HEBEBERF - LXK
EHET  ZEEBEISRATREREEY ZEFRNFERRZ
A Hl o B A ERME  AVAIEGET Eaoktae?
(HUFEARKE LER) RUKBEERFALHE T T 0
EY I HELENFEEINEREZE - £ EBEF > I8 H
ERRERE HEATAAREBRT ZFEFHEZSE -
fERE RS o Al E A A AW R s RS AT

(ay

T oo
[0264]) EHFEREFEF > BEHNY ] KA HN K
892569-1 55125 B » 3t 230 H (FEHRAE =)

114105158 FEESE A0101 1142007326-0
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A EFRERET > RIL-27THBTEHLE A AR KA LZ

Bz o AEFEEREET > BE RIL-275 8 Z R AE R A &
ARRBHEEXL ZHEERFARL - CFRERET > FHiRAXK
%L - A0 % B — 25 f A Y PCT B 35 8 55 PCT/US94/

001875 5% = >

N

Ham mM L E(L2BEEQE Z i &
B o

[0265] et > THIIHFHACY) o &€ O & 82 - 4
tEeRE T o DI AR 2 UIL-2740 f8 A H 2~ H
18 % R R B 38 A0 BT B K BB 8 2 [ B I A 2 & A F B -
fEREERERE T - B R E AR & B E R R EHE R
V2 EE oy o R AV AT AN E &K H 2 5 A0 RE g K
Em/h o fEFEERET > AT EE 2D — A SUE D e #
PLIL-2700 88 < W - AL R EREE T - 8 ol i A s R
B PR A - RS R - HE - HEE - BIFE - 5K AR
Bl Ko Bh & A

[0266] frFEREtx o > B & Y o] A K B3 H R

sEHHE CMBERPHESHAWNE ZHIL-2THE - £

LR BORREFENEE KK S —EE KA
7oL EUTHERAEFER H£FEEEET > cBHK
R EEE RN EEWBER > 580085 - R EE R

y

$

y

B g 8 - FLEE S Be 85 A G W R - B
I {8 8 (acacia) : BCE 8 B - 38 40 6F A5 BZ #£ - B A B BOF

A e
[0267] X i & 4% 4 sk ¥ % B % F ML H F 10 & B B i

892569-1 55126 B » 3t 230 H (FEHRAE =)
114105158 FERLE A0101 1142007326-0
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[0310] fE —&EEF » —NZEFHIEFER K TIM-
30 A - B M H o TIM-3 ] il & & MGB453 B TSR-
022 -

[0311])] fE—&EEF > —HNZEHINAGED L
LAG-3fI ] & » 4% W LAG-3{]l & Bl 2 5 h 2L T 4 Bk
B - LAGS525 - BMS-986016 K TSR-033 -

[0312]) ff —&EEF » —HNZEHINBEBENE
TIGITHI I & - ff —&EBEBEF > —HNZEHINERE 5
CDUI2RN G &l - f/E —LREEF » —HRZEHINGEDB L
TAM(Ax1, Mer, Tyro)fIHI &l - £ —LrEfE P » — X HEH
ShNOBE PRI By STINGE %Al /£ — & F » — =50 % i %0 4h
AR By 4-1BB1E XK -

892569-1 55142 B > 3t 230 H(FEHRAE =)
114105158 FERLE A0101 1142007326-0
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[0313) £ —&RE&EF > — I IGER BB K
M 73 It 00 A1) 70~ BE 1= AR OCH Wh 2 B (B 40 CD394E LAl ~ CD73
1% 0 B 2t A2AR ~ A2BRE( B 5 A2AR/A2BR¥E 1 Bl ) - CCRS

EUUE ~ CTLA4FE Al ~ VEG-FHIHI A BC H & & -

HAEBAEBZEE

[0314] & FH B> & 81 K /B B A 5% B 4H g 9 3L &% B 2
LEE2ERENBLENOECE  @REMEB - EHFHK
D B{E L% ~ KKK T (emetine) ~ &xHME ~ KL A H
(etoposide) ~ & & )3 & (tenoposide) ~ £ F ¥ - B &L
« BkKAD @R - % bk &2 (doxorubicin) ~ E H # &
(daunorubicin) ~ ZRE RHEHE &R _H ~ SKit BB
(mitoxantrone) ~ B R - WA REEZD -~ 1-KA G FH -~
KEMZE - HE ~KH(procaine) ~ | K A (tetracaine) ~ F| %
+ W (lidocaine) » 3 28 & F (propranolol) R M 1% f# % K H 48
CL) B [F] 2 ¥ - H il ol B B ¥ 0 40 AU Y (B o B H
RIS ~ 6-FR A ~ 6-t BIEE - MMEE T - 5-# K I
ZREBRE) EAELEEW O  —#2EE K EEIK
(thioTEPA) ~ X T B & 7 ~ 3 /& fm (melphalan) ~ £ E 5] JT
(carmustine ; BSNU) ~ & & 5] )T (lomustine ; CCNU) ~ 3% &%
fig B¢ ~ B 78 % (busulfan) ~ "R H MR - #REE K
GhHMBEC H- & = B (I)(DDP) ~ N K E M
(procarbazine) ~ NH ZE i ~ B ~ 81 - BV H
(oxaliplatin) - Z5 #E #4 (nedaplatin) - b $H (satraplatin) 5 PO

892569-1 55143 B » 3t 230 H (FEHRAE =)
114105158 FERLE A0101 1142007326-0
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l+

(]

b B = #8) ~ B IR (B 40 > i 55 fl & (daunorubicin » 55 Al &
daunomycin) &2 % R L 2 ) ~ M E R (Pl W > £ @ &K
(dactinomein » Jo Al B I&GEZR) ~ KB E ~ CHE R K
ZHMBMRAMCO) R A& T HE (M0 > RENBEER

{6 W ) ke % 52 M B (temozolomide) o

EPD-1/PD-LIEHRB 2 H &

[0315) fe —&REKE T > A/ REFREMZHUIL-27
M ERFREGE G H 78— 2 HEPD-1#5 5t Bl & (F
wmoHerE) ZEMBSENEE S E A PD-15(PD-L1
H i %] PD-1/PD-L1A ¥ i& M K /2B A2 PD-1/PD-L11{5 3%
HHENE A A PD-1/PD-LI/ By e fr /it & Z T 8 1§ K
/ECA i A -

[0316] NIt - ACIEMEPD-1E M - HFEXNEEH
PH BT ~ &40 - B - MK BCEEPD-1/PD-LIEYENE - &
& 1 PD-1/PD-L11(5 5% & & /v B 2 T i & 1§ K /3041 i 8
o B2 REd k/SIE S K PD-1/PD-L1 Z 41l g &
FE o RSO I Ik B (R b A AR B BS & £ 2 A B PD-18(PD-
L1Z B EEWPD-14E HT A -

[0317] fe —&EEHETF - A/ REREULEGE S AHPD-1
H M ~ & 2 PD-L14E & £ PD-18y PD-135 H1 & - 1£
—EE kT > PD-1E LB & & £ & 5 PD-12(PD-L1 Z
mRNAH FP#EE - £ —SBEF > PD-IEAHE S £ R
#5 PD-12( PD-L1 2 mRNA H & 2¢ [ fi# K /=0 & & -

892569-1 55 144 B > 3t 230 H(FEHRAEE)
114105158 FERLE A0101 1142007326-0
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[0318] £ — s RE# f > PD-14& 5t Kl #l &) PD-1(5 5% &
B fE - f£—&E&EF - PD-1E A HE PD-1E & £
85

—
PD-L1 -~ PD-L2 » = [E 05 4% & % PD-L1 K& PD-L2 » {f — b B

BE b o PD-1#% B M B BT PD-148 & % PD-L1 - £ — i & i
5 PD-145 i Bl I BT PD-145 & % PD-L2 » ff — £ B HE P
PD-1#% §i ) A B PD-14% & % PD-L1 % PD-L2 - ff — i f& i

o PD-1E B FEMEEGEG GPD-1 - ff —&EKEF » PD-1
EOE R %S SPD-L1 - £ —S B F - PD-1#5 1 Bl
% 45 &5 PD-L2 o
[0319]) £ — Lk » PD-14 i K #ll & PD-145 &
HERFERE - £ —S8BEF > PD-1ZFH A & PD-14 &
PD-L1 -~ PD-1%5 & £ PD-L2 » ¢ PD-1[5G 8% &5 & & PD-L1
* 1

» PD-14E i1 B A #ll 4 PD-14E & =

o M

PD-L2 - 4 — L& f& %
[=] R BC A -

[0320] .t —&EREEF >  PD-1ERBAFELEE S 2
PD-12(PD-L1 .2 77 B 188 (mAb) K H R E & H & - £ —
LRtk S > PD-IEMBI AR EME S 2 ABPD-12 5188 =
HpR&E R E - £—&BET > PD-1ERE A EMNSE
EEANHEPD-LIZABKNERERSES R R - £ —-E&8&
T PD-1HEH Al B &S & £ ABPD-L1 H Al & PD-L1& & £
PD-1ZHiBENRMEGE o h & - £ —&R/&EF > PD-145 i &l
RS a2 NEPD-1H & PD-L145 & £ PD-1.2 it f2 =41 A
e h o

[0321] #ll #( = + #& PD-181 & fic 2 PD-L1 k& PD-L2

|

)

892569-1 55145 B » 3t 230 H (5EHRAE =)
114105158 FERLE A0101 1142007326-0



202521984

T—FHRWEHE LA ZCHOFANERE 2 EREREERE R
NEREZFNERITEEREERANEREE -
[0322] A REREZEMBAKY - HIEKRBE
b A EPD-1FB A 2L ANEPD-1Ii B HIFE & & R
ReEMBEEMERNRER  KEYTRUDA®(IH # 5 il » MK-
3475 > h409A11 : £ K US8952136 > US8354509 >
US8900587 » & EP2170959 » & # L& X 5| H 5 = A & &
A ¢ # : Merck) » OPDIVO®( 44 it B #1 > BMS-936558 -

MDX-1106 ~ ONO-4538 ;

M

L, US7595048 > US8728474 >
US9073994 > US9067999 > EP1537878 > US8008449 -
US8779105 » K EP2161336 > £ 2 X5 A8 E&HE
A X ; Bristol Myers Squibb) - MEDIO680(AMP-514) -
BGB-A317 & BGB-108(BeiGene) » 244C8 K 388D4( & H
WO02016106159 » H DL 4 350 H J5 =0 A AKX 5 Enumeral
Biomedical) » PDROO1(Novartis) » fz REGN2810
(Regeneron) - H L » ff —L R F » PD-1E JLHl % Ik &8 32
Lo fE— LR F - PD-155 Hu Bl % 97 &K B §1 -

[0323] A REREZCEMBEKY - HEKAR
b A B EPD-1EE 2t AEPD-LIfi e s K H 4 &
FEZEMBEEMESER © BAVENCIO®([ 4 & ¥ fit -
MSB0010718C » £ H W02013/79174 » HE [l 42 X E|H 5 =
Bt A A& X 5 Merck/Pfizer) » IMFINZI®(FE X & B i >
MEDI4736) > TECENTRIQ®( [ ¥ ¥ % i > MPDL3280A >
RG7446 ; 2 F W02010/077634 » H D2 X8 H 5= A K

892569-1 55146 B > 3t 230 H (FEHRAE =)
114105158 FERLE A0101 1142007326-0
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% ; Roche) » MDX-1105(BMS-936559 » 12A4 ; £ B
US7943743 Fx WO2013/173223 » Wi H L& 5] B 5 = 6 A
AN X Medarex/BMS) » K FAZ053(Novartis) » K I > £ —
LT >  PD-1ERB HMESEHR - £ - SBBKEF
PD-1# I A EAREEG - £ —SEBEF - PD-1H B K
Be] 5 2R B BT -

[0324] £ —SEixd - PD-1ERAE AR RMEHE S
2 NFEPD-18 A JEPD-L1~ = &L fff & (immunoadhesin) -
plane el E&sE O RERES 7+ ZFel& @l & #Y PD-
L1B(PD-L2Z B 4P ECPD-1E S B s 2R EeE&EHH - FF R
& & 2 PD-1 2 2 EHMNEST F 2 F O & # LN
W02010/027827 &x W0O2011/066342 > W & L & X 5| H H =
FAARSE - £ — LR T - PD-144 §1 Bl & AMP-224 (7K T
R B7-DClg) » H AR EMEG & £ AHEPD-1 ZPD-L2-FCF
aEH -

[0325)] —fig & AN L H B4 & £ PD-15(PD-L1 A F+
B PD-1/PD-LIE5 EH R Z E M PD-14E 1 Bl 8 & i° 4 X
wmoN ZHERY ~ A RM® -

[0326] #£t — S @& & » PD-1/PD-L14E 1 &l & /N o7
T - =B K IKEREY - EB8 - RK{EEY - IRKIEE
T EYREREEY o on BIYE /N oy 5 PD-1HI &1 B #5252
ZhanZ A ,(2016)Drug Discov Today 21(6):1027-1036H -

HTIM-3AIH R ZHE

892569-1 55147 B > 3t 230 H(GEH:RAE =)
114105158 FERLE A0101 1142007326-0
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[0327]) £ — SRR F » mAB R FEMLZHIL-27
MENRHEPIRESG S o BETIM-3HI G E4H & (flm - HEE
BL) o TIM-3IHI M o] i fe ~ HPIREGE &R B - RERI
2 -MeEONER - £ EEED > TIM-3{I & K & 5
MGB453(Novartis) ~ TSR-022(Tesaro) B LY3321367(Eli
Lilly) - £ — & & J - JLIL-27H 88 =0 H i 7 &5 & & o7 4
MGB4S3sH & & Bl - f£f — R J > HIL-27H 8 K H JL R
&b oy BLTSR-0224 & & Bl -

HLAG-3HIHI M ZH &

[0328]) £ — SRt d » mABH R FREMZHUIL-27
MBERENEE S 7 HLAG-3I &I M H & (fla - H& &%
B1) - LAG-3fld Kl o] B ¥ife - HPIEE SR B - RERW
2 RMEELONER - £ —SEREREJ - LAG-34 4 Fl 2 5
LAGS525(Novartis) ~ BMS-986016(Bristol-Myers Squibb) -
TSR-033(Tesaro) ~ MK-4280(Merck & Co) B REGN3767

(Regeneron) o

HEftdl &

[0329]) ft — &K T > @A HRFEREMRZHUIL-27
fofe BCH pU R & & 8 o B TIGITHI &l & - % i # 0 &0 (f5)
20 B B B S U &0 & (TKD)) ~ CDI12RANG] A ~ TAMSZ #8
f A~ STING e 35 il K /2 4-1BB e i Al 2 2 4 & # 17 4
aWa - HeRil)  f£—-SEEd  mAB TIERMZ

892569-1 55148 B » 3t 230 H (FEHHRAE =)
114105158 FERLE A0101 1142007326-0



202521984

FUIL-2740 f8 20 H 51 JR &8 & 80 o> 91 B B Be 3 e A A A - RE
=) B Eh < B () a0 CD3945 HL Al - CD73 45 it Bl = A2AR -~
A2BR I 2 5= A2AR/A2BR$E 1 %) ~ CCR845 Hiu & - CTLA4
UK - VEG-FHl R Mk HHGHETHa (M0 Ha
B1)

= 77 %%

[0330] f — & & J5E f & - A SCHT It §T IL-27 41 5% =
HiREehRhETHRENR/RNEEEYE L T Z AHE
IL-278y 757 - WML > A0 A SO a2 §1 IL-27 41 58 20 H 1 R
SehREAJHERe2lE - EI R/ EEZ T Z&RIF B
oo FEE)ERE -

(0331)] M (& A (P21 > NBHEZF)Z WAL E &
ZEBENNEESEFGEZERZIERZE 2L - 0§l 0 &
BERZIER HE£—-EFHEOT kR ZEED
— (/K > flaze/b2 468~ 12 245048/NEF - 2
183 ~2H ~4H -~ 10H -~ 13H ~ 20 =20H Xk » =
D1 - 23 - 43~ 108 ~ 138 - 20 2208 DL _E ¥R
T ZEBATEL TR 2 -3 P EFME - £BFE
Al AEBRIIE NEBFR L NI EEREER
2% - P TEEFEERE T BEILIFE > B0
MERTENEBEE  KEABEXNGFRZFERFH - L8H
BEEFERNEREREZE L2 EBREPAXZFEZ > 0 K
B HE AR AR Z BIER BR T Z(E—F&F -

0

E2)
E2)

|

892569-1 55149 B > 3t 230 H(FEHRAE =)
114105158 FERLE A0101 1142007326-0
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[0332] £ — £ & fl - A m % 7 4 =20 #H 2 &
B oo B ZIL-27HY 50k 0 8% A B 1 (a)fE 5 IL-27F £ X 1%
m PR AFHEHMNGEE RENRE-IL-278 ¥ Z K4
ToExkEEE G BENREER > HPEMNE R
HAE TRERBEZABHREEES &/ K& k(b)) E AT
THR@OTELEZLHEGYCCEARWNE) LT -

[0333] £ — £ &M G - A mm 7 o E 0 FHE
IL-27THBIEER HE > ZHEAEEFR @ ()£ FIL-27F
R L TR TFEMNAERERENIRE-IL-2T/RE Y Z
fic =~ > Bk B SR A IL-27H B & E & (F 8 < & & #2
HMeEm  HPEMNERMAERFEREMRZ IR
HpiFREGaohE KOMEHNETB@QFTEEZEEYCE
AWE)ZFLE - —EFRMANFT > HHRAEREZEAHE
MR « E—EFRM T - HEAE - FEEESIL-27F &
Bk oAb oo RI(E B L B O b e 22 B DL OE A R & IL-27
KiERBZE Y Hb#EREROARE REREEZ
mEkEnREsHd o7 -

[0334] f&— &5 ¢ - 1 Jrfe B € 5 B fe 17
ke E—SEEREA T > AEEMPTRE AT > B S B
R £ —EHEEAT R hREER - £ —-EEIE
Pl - kRS KR - mOF - MmgE - 4 iR R Y 24 &
HEY -

[0335]) &£ — & & 5 #l o - BIEZEBH T AKEE
(RCC) -~ AraliAEE - M - HFRERE - WHE - T+ BNE

892569-1 55150 B » 3t 230 H (5EH:RAE =)
114105158 FERLE A0101 1142007326-0
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BEBRERE HODAEAMKERE £ —-SFEROF - ZEE
B B Al BE & (RCC) - A& H fih & BE B & > & iE & AT <0 A2 &
(HCC) - f —E&FE P & > BEREES MK EKLMKERE - £
—EEHEA T > BIERSEEEIES @R (AML) -

g

[0336] BECSH AR ZHEEE MM AFHNE -
BRI EERSE  EAFTHAFH L AEH M EEE
ZBEWT > THETEENEHATUERYE®R - 54 0 A
HEITHEZZBULERSREREX - 8 - WEEKRY - HE
HAEASBBEREAB TREZIHN - BHkEE - -FTALHAE
S MBS ZHEEN -

BEYl: EBRBTELERREESE AEHIL-272Z2 P28 B
fir ¥y PLIL-2751 &8

[0337] AT ZEHJHAEEE (bin) Z JTIL-274H #&
BN 2 5k BEE NERXAANE G RE & CE -

1R 7 A

[0338] X E B~10ZHEMLZ/AERXRAANEEGKE S
SCRE A0 AT B Al AT IE (2 A Bl 0 XuSE A L(2013)Protein
Eng Des Sel 26(10):663-670; W02009036379 :
WO02010105256 : F W02012009568 » . & ¥ LI & 5] F )

OF AR I o H S AT W B 2E 0 (£ A Miltenyi MACS & &t

892569-1 55151 B » 3t 230 H (FEH:RAE =)
114105158 FERLE A0101 1142007326-0
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AT WA M BRORL o BE ROl - a0 R P A (2 AT A0 0 SiegelZE A
(2004)] Immunol Methods 286(1-2):141-153 » L 4 X 5| A
J AR D) -

[0339) & < » fE30°C T~ » fE£785 % & 1 K (Bk BE B8
% M H K (PBS)/0.1%4f i /& /& & & (BSA))F - {H B & 4 A
(~10"°{ 4H BT /S JEE) B3 mL 2 100 asMAEY) Z L HE(E4H A
¥HIL-27 ; R&D Systems)— #£ 52 & 30 min - 340 mL K & &
TEBmIR M — R 2% o A EKE E R B FE 20 mLE
EEmR T 0 HF 4 &0 # E & MicroBeads(500 pL)iR
MEEE AAAL4IC TEEILS min - fE®R - K B &4 i Bk E
b EHERFEN20 mLF A& EH R+ - H A & £ Miltenyi
LSEM FE - 2#20 mL2 1% - HEHMH3 mLFR&EEH KL
WHIK - R KEHBEWSTER - ARBESAMAS mL
ARIBEESR  ABRAERER - LTEE&H XMEH KK
AT TT - B R0 E B @K E(L - HELEE
kR =x  HAEVFEKRAET  {E£30C FTHIERRREZ
AVEATEA0ET sM)—EEF - IFEIE 30 nMA [H )
BEVMRBELENE -EEEUAFESYE T X ZIEN -
R EMEHREABPSR)—EREE IMEE EE S BRRIE
FREMETRE - BN PSRIFHME - K CE B £ ¥ & (L PSR Al
Z 110K —iEEE -

[0340) %2 > B RHOHABEEEAEEH KL KN XA
H£4CTPH » FHLC-FITC(1:100%5 % )& SA-633(1:500%% 2 )=
EAPE(1:50% 2 ) ~ Xl B F B 15 min o FHJF 7L & # K % K
892569-1 55152 B » 3t 230 H (5EHHRAE =)

114105158 FEESE A0101 1142007326-0
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wEE L BEE T o £ FACS ARIA Sy 3 % (BD
Biosciences) i {T B Hff v R E Hh EFE R AN FiH
Mo BHEESEBAXEIEGERA2BMFREZE
BE ik o &y B R 2% o B BE AT A ZE B B R B =
&R E LI R B -

>2rmT

#5572 1L

[0341] 1 ) 4f 3% 35 P B2 H FE (F A 888 = s (B 5 &= 2A
fflE—FTHREKABETRE -

[0342] A B LT & + M ITH RINE >
KERAREFEOEH CE#FEREREETRN EABFF
FIEE A EAEL  HEAWEEAS x 1002 % K M6y &
SR e PR R AR E AR A — (f MACSHg
KR VU {E FACSf 2K 2K #4017 B % -

7 72 F 16

[0343] FEha TRTALK L Ml AE# REHEE
&FAREATHEEL -

[ 0344 ] CDRHI1 & CDRH2 # £ : ¥ B — by 82 ~
CDRH3E4H £ 1 x 10° 2 Z M H H A CDRHI &t CDRH2% &
Be < HEI S H AR RAA S F - H — {§ MACS
B X K PUAE FACS s X 2K h 17 #E # » (£ °F [F] FACS#y X &+ >
MM EEHR AFabTHE & - HHHPSRE S - WHEI XK

892569-1 55153 B » 3t 230 H (5EAH:RAE =)
114105158 FERLE A0101 1142007326-0
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EMERBRMEB I REEFECE > HR T oREUEESESR
TRt 288 -

vl E AR AL

[0345])] R A AERZMEAM > ABIL30C T FELL
RZFHEAS he FHE 1 HFERESHMKELA K LEFR
W A ai(b - IgGERH EQAE R KMILE H 2B - pH
207 - FabR R #5 KN &E B MO8 B K & 4 H & h
KappaSelect(GE Healthcare LifeSciences)4li {k ©

ForteBio Kp =4/

[ 0346 ] & & 40 mi A7 #t > 1£ Octet RED384 [ # 1T
ForteBiofl f1 J7 & Ml (£ i » %0 » EstepZ A, High
throughput solution-based measurement of antibody-antigen
affinity and epitope binning. Mabs 5(2), 270-278(2013) > LA
EXSIHLTAFALRL) 52 BHFAIgCE RN A H
£ AHQRL M 25 E 2 #1117 ForteBioiR A0 7 & M - e & A 25
AL E&E R TV #30 min > ZAREHNENOOR LLH
g 3L B & o K B E A 1gG 2 BN &5 & 88 i 100 nMiR JR 357
o HARHEBE 2R EXZBHR3 minIFETHBERRE
A A NDEERLIGEBEMEEK T - HEH AHEIL-27
£ H(R&D Systems Cat: 2526-ILYRHEHLJE » 1 IL-2737 #a
MO EBEHERFBE1IF -

892569-1 55154 B > 3t 230 H (FEHRAE =)
114105158 FERLE A0101 1142007326-0
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ForteBio i JR # & % 77 B (Binning)/ I 5 H EF

[0347] {F A2 % 5.0 2 202 XPH Bt 2 2K #0177 41 R
RIEHE T E/ECREE - K R gGR 5 2 AHQREM
as E H B 28 EZ RIGIBEFeE G B M A~ M B AV A 1gGl
MAEHE - 2% > RS RENRI00 nMIERRE - @& 2
DIE e NERE  MEHFcZRE BN E
ZENEcERAREEREAEECGER F5) MKEGE
8 N LR A E & BH B (Gt 9 & SCEC A2 [H B ) -

MSD-SET &) 77 £ f& &

[0348] 40 Ay A7 4L (Estep & A, 2013) - $h T V- ffr i A0
F1IE R - f£PBS + 0.1%4EIgG BSA(PBSF) ™ # 174 & - &
E (SET) » HiiJFA£10-100 pMpgm frFF R 2 H £ 5-100 nM
Hir B3 ESEEEMBRAEE(EREGHE L
REEMERY) « FE4C T > B HLE (PBSH 220 nM) % i £ 1% %
% & MSD-ECLIR Ff@ &K BC/E 2/ T30 min - Z81& fE LIR &
F£700 rpm N ¥t BH B7 30 min - B & F & 7% 4% & /& (PBSF +
0.05% Tween 20)JF K =X « tELLIRZBAET00 rpm T~ » # SET
BEoEMER FEBEE150s BEEERLE X - BEHLRK L
B3 min > B E R R E 2 $ B FH PBSFH 2250 ng/mL
sulfotagiZE e A E B E EEH M -  HF L & &K %k
=R » A% AEMSD Sector Imager 2400{% &5 i F§ B A 7%

& MRl 2 1x Read Buffer TEE HL o £ Prism ™ > & b7 B 1
FEoHEAEBENMRB R E KesE HEted 2 X TE
892569-1 55155 B » 3£ 230 H (EHH:RAE =)

114105158 FEESE A0101 1142007326-0
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MK B THREREE » £ R MSD-SETE g - &
SET#H: B ffg o (£ R 88 e 25 A -

BH2: BLIL27T5iMEEE ABRIL-272& &

[0349) FHIFTH#HI A PUIL-27H A &5 & £ HH A
IL-27 Z #E 53 ¥ 1 ELISAZK 5F & - f§ 5 £ - R Nunc
MaxiSorp ELISAM; (Affymetrix #44-2404-21)F 100 {#% F /fL
& 4 A JHIL-27(R&D Systems #2526-1L/CF)({f PBS ¥ % f&
Z 0.5 pg/mL)ZEfi ~ HEHAFEIC MTEERK - & H 10045
L2 E R & R (PBS + 0.01% Tween)ZE # 3K - A& AL
= om N (RT)FE AR ZE > K B 200800 7+ /FL 2 [H B 48 & &
(PBS + 0.1% BSA + 0.01% Tween)[H By 1/NEF - & [H By 4% {#7
REH HOE R > SFAAI100 pL 2 7 B B I8 R HT1L-27
i - HAE!l pgmlZ s REFALIOREIR - E
AEE IO EEWwE - £RTINHFLUIRE - HikEFI1-
2/NEF o AR R 10068 - /FL 2 OB PR 48 R R 3 o IR D
100fL F /4L 2 Bt AN B8 1gG - K #t & (SouthernBiotech; Cat. #
2014-05)(fEPH Br 4% By /R o > 1:5000% F£) - A& fE RT T £
iz > BHREBE IR - BEEHI1/NG 2% KRk 1006
Il BREBmBRERIR - B T ERER - K IM1006g
F/FL TMB 4% 7 /i (Life Technologies #00-2023) - #H 22 3| }&
EHBR AT 2EECEcl —HMBEYRIE RS RE
EFEET(5-104 8 ) NS0 F/FL STOPA & (Thermo
Fisher #SSO04) (BB & K= t) - f£1F 18 R E 23050 88

892569-1 55156 B » 3£ 230 H (5EHH:RAE =)
114105158 FERLE A0101 1142007326-0
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A 2450 nm FERMEZ 2R E N KEERIENSE © &
£ 570 nm) o

[0350] @40 » AL EFEM O KR MEHFTERI
IL-273 88 L IL-27 AbIEE & 2 R “BFER M M EIL-27
p28mE Hfy (H@ FN &5 & £ EBI3ug B iz ) » HLIL-27 Abl& &
EANB CFANBERFIYREGEHYWEHAIL-27 > A&
EREELYE 2B BARA - HLIL 27 AbLH R I1L-27 2 &5
EREMEDSE —HLY4500H MR E KA BN F#E
THIEAAKENR » BRBEEFRESE S - RERIL-27TH R

H2Z @ IL-27TRAWSX-H 2 & &R 21 5 /278 H i 4l iz &

| AZ# &S & NFRIL-27 < §i1L-27 AbIfH B A #H IL-27 81 IL-
27RA(WSX-DH) 2 M 2 H G E e e DA M L mEmEHE T Lk
oK HE FD o

[0351] AR L LIE LS T HA R & FaF
E oo BN ANBIL27TH/NE A EE A EYIENE > N
FADNAR IR IE X 2 NBIL27THE/NE T Z 2 5B ERIEA
A -l e o PN I E i G s o V) =V 0 T 1= R O T
MR AT IL-279 B 2 B RS N R IE o JF A Y RE M IL-27 536
s 2R YHEAEEN ANBRARZBE T Z#3H — 2 -
PFLIL-27 AB3JRAE R Y M BlOFE & 15 B P RF (& - AL LR P
T BUIL-27 Ab3M#E AT 25 B B or BLAE &k = IL-27C f8
(IL-27p28 » EBI3)E 7 & (IL-27RA) 2 & M & 77 2 /N B 8
ZH R -HBER -

[0352] B = £ @ MFHFEHHIL-27 AbI(K HE

892569-1 55157 B » 3t 230 H(FEHRAE =)

114105158 FEESE A0101 1142007326-0
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5] J& & H11L-27 Ab3)a] ¥ /N g 7 L IL 27k B #E 1T = B &
2o R EMEM B SHEM G E 21L-27H 1] B 58 PD-
L 1RH B 0 25 & #3000 & 0 o0 0 300 ) 58 g -

BH3: pLIL275i f8 #ll 4 V& 8 S & STAT18% B b

[0353] & I 1L-27% #&& (IL-27R) Z 1L-27(5 5t & & &
HEHRHEE RE ELREF I(STAT1)Z K (pSTATIL) ~ B %
b - #& i =X 4 R ftg 2K RN &l 42 & B 15 # 4 ~ HiIL-27 91 #
Byl & IL-270 & 2 NE 2 1m -~ ANBEPBMC ~ U375 #8 15
AL (4H 45 4 Rt 06k B2 98 4 A AR ) R HUT-78 T4 A itk (2 &8 4 B
Z STAT18; B L 8V g 77 -

[0354] MG PLIL-27f VA G IL-27 1 &H 2 N EH &
Mo ZSTATIB (L2 T - B2 BHAEZEER MTHEFEZL
EDTAfi Bt A 2 AN E - 45 pliim & 7 fic 2 5%
fL ~ B JE i (Phenix #850356) 2 & L. H {£37°C T 1£ R 0 &
g5 (EchoTherm IC20) FE(fE37C A A F IR 307 # - 1&
FWHMEVIE RN (Corning #3363)d1 - K §1 [L-27 51 8 £ i A
# % 7 PBS(Teknova #P0300)H 7 £ % 10xfk & & /& « #{IL-
2T BAEMANFEZZPBSHIREFTEEEWRRE - FE B
PBSA N 2 FL DA & 5 R W) 80 S R s ¥ 08 < S wl 2 & 76 5%
Al &2 45 pLim® 2 FL H LL 1000 RPM(Eppendorf Mix
Mate) » iR iR Z o5 FIREBZR & 158 - /£ 37C T 1 ho &
o FPEAE3TCHRRRA T » HIREF 60, -

[0355) ¥ e840 A JEHIL-27(R&D Systems # 2526-1L)

892569-1 55158 B » 3t 230 H (5EHH:RAE =)
114105158 FERLE A0101 1142007326-0
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10 pg/NRFE MR AN 100 p PBS + 0.1%BSA(H 10% BSA
Sigma #A1595&81 5 YE 5 £ 100 pg/mL - 5 40 hIL-27(rhIL-
2N THERERBEHMAMANEZE R ZPBST M B £200 ng/mL
KB - 607 H 2% » #&S5 nL2200 ng/mL rhIL-27/7R
mE 2z J MR < & FL o RS pL PBSIR 0 £ R R B ¥ IR
flL - IRAER Ik & &8 £ LL1000 RPMiR & 15%) - &R AE37TC
THE 305 8 -

[0356]) 30 sEIGE B 2 & > HAHEE - K HHE/E
E B (BD #558049)1F it & /K (Hyclone #SH3052902)F1:5
R HAE KGR £37C « K500 pL 3 g /[E E &l AR
£FEILR Z & LB SRR & 45 B LL1000 RPMIRE & 15
o BRAAE3TC THEE 1S min -

[0357) 15 @ 2 & > # R EL1500 RPMAE = IR
B0 597 % (Eppendorfi .0 B2 S810R) H 75 &K #& i 4 38 £
2o BfAAM mLZ A ERZPBSHRAAERIR &S £ LL
1000 RPMPg Z 1580 - F i LA 1500 RPMAE = )i T & 0 50 8%
(Eppendorfff 0 ## 5810R) H )& /& #& M & 78 X F& - 4 il Bk
& Or 7 AR e

[ 0358 ] i I Afg Bk B =] ¥ & 7% i FACS & f1 /R (PBS,
Gibco #14190-144 /2% FBS, Sigma #F8317/1mM EDTA,
Fisher #BP2482) f# 2 50 pL 1:200 CDI14-Pacific Blue
(Biolegend #325616) H # ¥ £ U ¥ J&E 96 fL t (Costar
#3799) o # W A IR B B (VWR #89134-432) f H AL =
TR FEE300# -

892569-1 55159 B » 3t 230 H (EHH:RAH =)
114105158 FERLE A0101 1142007326-0
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[0359]) 30 &85 2 1% » # 150 nL FACS% 1 K IR
Mz & fL HR L1500 RPMAE = ) T EEL Sy 88 - 2818 > fF
DAk > i 40 A Bk B B2 3 8 0% 72 100 pL Perm III(fE & 12 -
20°C N )(BD #558050)H AR #E it % # R K & K& - #
RAE-20C THEBERENAALIC TEE 1S -

[0360) B2 & 7% > & f0150 pL PBS A #Z LL 1500 RPM
EERTHLSTHE - FBAKE - FLEFREREEEZL
WEHBFINOAEL TR M AT ELH 250 pLI ER &

Yy

=6
BD Hgk# | Pisd BE | WERE
561807 | CD3 FITC | 1:10
562069 | pSTAT1 Y701 | PE 1:100
562071 | pSTAT3 Y705 | APC | 1:20

[0361]) FRAE='R NEREFFEE /NG - 1/
BE 2% Ahn100 pL 2 FACS4E &)k H i L1500 RPMAE =
m N EEL S o FEMEHE o R EBREREEEHRRK
B A FE Y100 nL FACS4E fi7 i 1 DA {8 #5 h om =0 4 R fig o
T oo

[ 0362] #5h i =0 4 A flg 2k BT &0 42 & @1 1 9 #5421
IL-273 L RE Ay &I IL-274 & ~ & & A FHPBMCH 2 STAT1 B
Btz -BE 2 HEBMIG=EREZ ANFEPBMC(K
HMimREZMAM)Z 2H/NE B IKEAG#FS T BERAR]
WAAEZTCKEFBE HELSRNEZANEZYWHRPIO00F

REBRRE HiER 215 mLiE  falcons - # 2-3 mL 2 58

S B

H

892569-1 55160 B » 3£ 230 H (5EH:RAE =)
114105158 FERLE A0101 1142007326-0
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RPMI-1640(Gibco, 61870-036)%% 1€ /75 il % &% B 4l A H % <1
Hf S BE 1 O i BCES B DL B F - B 52 & RPMI-1640 - i
CEMMEZI0 MLAEFEREBELHERSG - #F E LL1400
RPMAE 2 Jf T B L 897 $# o

[0363] PBMCHHRE DL4H & & 4l B /mL 2 % & & ¥ &
O B B - 4 fn jF RPMI-1640 > H L 200,000 {F 40 B / 7L

# JE (50 pL)Zk 5 7* B JE 96 FL 1 (Costar, 3799)F « f£ 961l
EABR 2 E—FF - B HIL-27410 8 W B 1 {E M 75 RPMI-
16409 £40 pg/mL 2 iz & R E (R 10 pg/mL) - RIFFE
MR < AT 10FTHY 6k &80 70 T T EEWE(1:2 - 1:3%) o
fEEER S - AT ML) Z R R K@) R I E
PBMCHH AR < AT 10%1 « fE 11 R 1251 » JR 050 pLZ 4 [ &
RPMI-16404H R S & B - A B IRAE3TC TR E2/NE -

[0364] 2/NBG B8 B 2 & - & 1L fik 0 & RPMI-1640 48
R & B B 2100 pz 50 ng/ml=E 4H A H IL-27(R&D
Systems, 2526-IL)/RME S (Fr T A BB MM EE B E
HEBP B HBEILINE2S ng/mlZ FEEE - B 100
L & RPMI-1640i fu i B AR R M 2 H R A NEHEB
g 2Tl MIRAE3TC TR E 2057 8# -

[0365]) 2055 s B2 & 2 1% » ¥ DIK 2250 pl 2 4%
PFA(Pierce, 28900)E# AME &L HWRMAITC TEHESY
8§ DL 4 Bf [ E - AR f£ 2000 RPMTN B0 SOy 88 - 35 & A
Fg s E% H g FH150 pL DPBSYENR - ke S B H E E 2

c ERHI2BERBEE  BAHOFHE 250 nik290%

892569-1 55161 B » 3£ 230 H (5EH:RAE =)
114105158 FERLE A0101 1142007326-0
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H B2 (MeOH)(Sigma, 439193)i 2 # /5 I £ & L - & & 10
MeOHE} » FHI/NLHE &G & FL - B AL20C THEE £ /D
54y #8 o ¥ 100 pL DPBSIR I 2 & 7L 2 90% H fiE 2 TH & A &
LL2000 RPMEE LSOy 88 - fRN & %) 45 B8 £ % H W05 Al
WO o RO RIR o 1B — R Z 1% 0 4H M ER Bk R
Wz FLH o

[0366]) fE= AT » f£t BB F - KK E(LPBMCH
FACS4E & )% (2% FBS > DPBSH 22 mM EDTA)H 2 1:100

pSTAT1 PE(BD Phosflow, 526069)%% (14553 §% o {£ /R I &

ElEs > FpRl/NOH HIZEERBERS S - 450 #EEES
Zt& > 100 pL FACS& i /& il £ & fL H ik LL2000 RPM
BEOC S E o EOF IR D RS R B H a0 S pu ik o R RE
BE2OK - A PE E W B Y 100 L FACSER ff R o H 48 R

T\ 4 B o o A e

[0367] WHEI2AF /R » HLIL-2740 B8 # &0 A 3 =& &
PBMC - STAT1 . B 8 (b « $i IL-27 Hi B $ IL-27 Ab3 DL
140.5 ng/mL(n=2) > SV #J ICso il %] % & A % PBMC f =~
STAT! ¥ B B {b o Hi IL-27 # 8 i IL-27 Abl L[ 58.3
ng/mL(n=3) 2 P ICsofll ] &= £ A FHPBMCH ~ STAT1 ~ Bk
BE AL -

[0368]) #H i A A a0 i B 2ART # 2t =~ 7% =X 4 i
flr - — 20 WS B IL-27 40 B8 /Y f1 & IL-27 4 ZE #Y U937 4 A
b STAT1W B b 2 88 77 - U93THE R E IR EFeZ e &
MAL PR - WE2BF R » WHATFE R~ > FLIL-274H0 #2 Hll & U-

892569-1 55162 B » 3£ 230 H (FEHRAE =)
114105158 FERLE A0101 1142007326-0
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937 4f B © ~ STAT1 = B B (& - #i IL-27 Ab3 Ll 81
ng/mL(n=2) 2 ¥ ICso fl §] U937 4 AE &= &~ STATI1 Z & %
b o # B L IL-27 AblLL 96 ng/mL(n=2)2 T # ICso ]I %I
U9374H B 2 STAT1 2 w4 % (b -

[0369] # A A A F W ¥ B 2ART 8 # ~ % =X 4 A
flo o O SN B IL-27 50 88 6V M &0 IL-27 /0 JE Y 17 B T- 41 B itk 2
8 4 B Pk HUT-78 2 STATI1 % B (b < fe 71 > 3% 4 BE &
HUT-78F R F A R M Fez 88 - WE2CH R~ - HLIL-27
pLAg ] HUT-78 4 B 2 STAT1 2 8 B2 (b - PLIL-27 Ab3 LA
80 ng/mL(n=1) P ICS0H] %] HUT-784H i -2 STAT1 .~
b B {b o PLAS PLIL-27 AD1LL9S5 ng/mL(n=1)2 5 1Cso ]
HUT-784 i = =~ STATI 2 #k f% b -

[0370)] A REANE2MmMEBEF ~ £ &WHE 2 M
JE PLIL-27 Ab1 Z IL-27HI ] « & 7 R &Y HE 2 H 8 It
IL-27 Ab1JEM: - B2k B AE - 28 - REKEKNMNEZE
HIL27R B EE EYHE 2 2ME L 2 THERF 2
pSTATIE i B H(BER RKRET)

[0371) @S 2 F2mimEE37C » % B HIL-
27 Abl—(EFAEE H 607 8 > HIRNHNI20 ng/mL .2 AN FHIL-27 -
HEMEEEIOHE -  FHMmMBKEE > HEmRHEE - %
2 & 0 & E 4H A A B CD3 K i -0k B (L -STAT1(Y701)2
ALHEFE - IVNEEBEEFEZEZ  BEDZAKEERBRTH
7o =04 B gt o O B oo R R R R e R R S # R AL K 5T
5 > HICS0{E {£ A GraphPad PrismzK 5t & -

892569-1 55163 B » 3t 230 H (5EHRAE =)
114105158 FERLE A0101 1142007326-0
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[0372] ANZATH M = Z HUIL-27 Abl{E 5t B E {4 2
NERMEBREBER P BE3IT - PR R HUIL-27 Ab1E A [F ¥) &
MO mELH 2B EER —2 > HIL-27 Ab1 Z1L-2718
HEEMNG NN EANFETERRE BEAEER - KEK
NE(ZRE B RT) -

7 KEAEYREZ RPN T 4 2 51 1L-27 Abl ICs {H

Y P ICs > ng/mL e e #H
N 78.4 35 7
ARG 118.1 36.4 4

KE 273.2 133.5 8

/INER 1721 N/A 1 (10 H> &4

HEREEE  1Cso = PRANIEIERE - N/A = i

BH4: BLIL-27T5i B FEERIL-274 H Z CD161Z Il

[0373] CHIGEHE RZCDI6I BT 2 Ziy » HERHK
# o TL-27400 &0 o #& o =X 4l RE ol 2k ORT B0 AE B B 1 O 2
FUIL-2740 88 By 26 @ IL-27F7 0 E Y fll & == & N S PBMC4H
fi 2 CDl6l g1 - 52 REEBMIRE=EREZ A
PBMC(RK MK EZMAR) 2 2R/ NEHREAHES T ¥
fr HA AR AEITC K G F @R - & 2R NEZNETYH
P1000R R E M Fx HiE# £ 15 mLE ¥ falcon® - #2-3 mL
Z 58 &= RPMI-1640(Gibco, 61870-036)%% 18 /i i1 £ f## A & Az
B R 48 A 8 8 3 0 i B0 8 B DL B F - B 58 & RPMI-
1640 > KisEEMHREZIO nLAFHERNELFERSG - $#
& & LL1400 RPMAE = | T B0 877 88

[0374] fESKtg & BAR - & R0 IMBE DL i RIR

892569-1 55164 B > 3£ 230 H (FEHRAE =)
114105158 FERLE A0101 1142007326-0
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FE it RG /) 2% 3% % ME - Sh BB FL A 200 pL/FL Z DPBS(Gibco,
14190-144)H 75 - PBMCAH A DL 2 & (M 40 it /mL 2 % & &=
BN OR B - 58 2 RPMI-1640H 4G A B $i CD3#1 A8
(Biolegend, UCTHI1, #300402)LL 0.5 pg/mL .~ & & (I & 2X
& ORE )R - K100 pL/fL 2 It 4 AR & $ (200,000 {F
4 B /7L ) 2 86 7 1Bl R 96 FL iR (Costar, 3799)H «

[0375) fE96FL.ENER 2 56 — ¥+ » FHH IL-2750
B M FE 7Y S8 2 RPMI-1640H £40 pg/mLY Fi = B E (R 10
ug/mL) o R 5T E AL < A 1050 69 &k 20 o0 oF #1773 E
B2 13%) - EEERR T » #5350 pLZ i 88 F IR (4x)R
il = PBMCHH g # < AT 1051 o A£ 11 K 1251 » iR 050 pL 2 58
£ RPMI-1640 -

[0376) RAMFLIL-27H 88 ~ & - ¥ 1£ 58 2 RPMI-1640
i R 2 50 pnL 2100 ng/mLE 40 A B IL-27(R&D Systems,
#2526-IL) R E & FL(Fr T 8 & ft [0 5 5 & & =0 E F 1 #8
ZE BN E2S ng/mLY R RE - A t+ulZ B2
RPMI-1640/K il £ H R FL - B AE3ITC NEHBEE & KIR
PR /NDNTETEESK

[0377) SKREEF 2%  WIEREARMAE T ¥R HEAERK
& s £ LL600 RPMIR #£30%) - #x £ 1800 RPM T #f [ 577
o KEEERRAOAYEEUEENEE B KA 150 pL
DPBS(Gibco, #14190-144)% M - B A AP B H EHE 2R -
AR E A SO pL/FL 2 W DL R8FT It 2 F R & W) oK S
o

892569-1 55165 B » 3t 230 H (5EHRAE =)
114105158 FERLE A0101 1142007326-0
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=8

Biolegend Hgk# | HUHSHEH Bt LiEdE
300532 CD4 BV421 1:100
304204 CD45RO FITC 1:100
339910 CD161 AF647 1:100
353410 CCR6 PE 1:100

[0378]) AR IRZ S FLL600 RPM#E #£30F) H H iR
fEE)E NEREFEE3078# -

[0379] 300 & H 2 & » BBk H BB RS RK
A E e WA BRI - B — RERKZ
% > WX EHEHLZERTARMDIAKF 250 pL 4%
PFA(Pierce, 28906)104 8 K & & - ¥ 100 pL .~ FASC4E &
oAl 2E & FL 0 HARLL1800 RPMEE .0 5oy ## - i 4 A = 3
REFY 100 pL FACS% 7k & H #& h 7% =0 4ff A flo =k 38 | -

[0380]) WE4F ~tH » WA~ > FLIL-2741 88 [ (K
IL-274 2 2 CDI6 14l & -

FHS5: JIL-27 W R PD-14/r 38 2 TNFa ~ IL-6 & H i
HENBRZSW  BERIL-2THEB ZHINERBINRR
[0381]) MG HLIL-27HL 48 3 538 PD-14r EH 1Y 2K B & IE
B EH 2 NEPBMCH I 2 TNFa R IL-657 b Z B 11 - B IE
BH 2 NEPBMCH B E A LW E M4 iE MK EE - 5
FLANEEZ 1 pg/mL 2 W5 /R Z JLPD-141 8 - (EH AN
CBA Th1/Th2/Th17% 41 (BD, 560484)% #7 % & & & =~ I %
K < TNFa jz IL-6 - 301 B SA K SBoR - §i IL-27 §1 #8 B8 58
PD-1/0 H iy s E NHEPBMCH g 2 TNFa f IL-6 2 73 Wb -

892569-1 55166 B - 3£ 230 H (5EH:RAE =)
114105158 FERLE A0101 1142007326-0
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[0382]) A Z iy /hm i A PBMCH Z Hii [L-27
Ab1E — B AR BEHMPD- G 2@ N EZFEEHE - O X
IL-278 MM s FRERMHABRNZERE - BT HE
IL-27fHET S @ il EEE Z X IE > £ HLIL-27 AbIFEA{E
HAFEAET > BREEFEMRSE RCCEFRWHLEREZH
A ¥ PBMC fi #1 CD3J& fb % R H M &= & # 1L-17 -
IFNy(IFNg) - TNFa(TNFa)ZIL-6 7 53 b 4l B > & 2 K % o
8 < L& F AL FEAE BT IL-27 AbI(1 pg/mL) ~ #1 PD
V(M 48 B8 B0 > 1 pg/mL)EGC [0 18 51 A8 AY B 0L T > % 1 440 & B2
HAg - SIERCCHE & K2 N £ 5 B F 2 8 &f £ 7o 8 &
PBMC#: (1 0.25 ng/mLIL CD3$i 88 /E (L - SR 21k > # L&
UL & B #5 i MSDE{ CBAZE Ml 5 TNFa(A)E( IFNy(B) 2 K
oo R ERNNARBE B CDIM MM 2 4N FEE
BB - Gt ERERRE G- Cp < 0.005)2K 5t

il

[0383] fetFmET » MPD-1fifke AEHKE - HIR
Bt PD-1 R IL-27H By 2 dH & - WA B SCHF ot - A& Fr Ml
s L1{E PBMCH b §1 Z 6 F1 > 77 1L-27 Ab1JG & H 2 TNFa
R CWE N (RE W >2 8 BedE hn AR H 2 ) o B I A(E R R R AR o
Z 26~ S{H RCCHE & B Z 3 R 20 OY S 2 & & 1 Z 1{| -
EAEA A 7 A SR o BEUE M B BUIL-27 AD1E £ R 38 1
Y (B RERRE ) o A2 BT sl 1A B 38 1 2 28 F (S RCCH

Z U R 2 OF & 2 1{E ) > S PD-1(1H # B 1 )6 & Bor
TNFo.Z 3 i1 - iff 1 [L-27 Abl K H1PD-12 4H & H 2 11(H fit

892569-1 55167 B » 3t 230 H(FEHRAE =)
114105158 FERLE A0101 1142007326-0
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R 210 F 2 - fE10E 2 EE T 2 8FF » f£4H &
EREGEAE B ZE S TNFad I0BIF 5 R WM - 1£ 1 IL-
27 Ab1 L HiPD-16 % 2 & (1 1{E it 88 o Z 104@ ) » 7% Ik & 5%
BEVH B ERIFNyE £ 2 BINXE > A > BLHLIL-27
AbL(11{# #t48 &= =~ 2 )FE Eb - 5 &K & 3h 81 22 2 & X & 1
PD-1/aR 2 Z2E(NIEMHEF Z10H) - & 2 » LFEEFRFE
HAKEEEHRRE MELESZ ZELPBMCEEY F » i
IL-27 Ab1#g i TNFasK 2 - H B B 3F 76 % M L > $Hi 1L-27
Ab1ELHPD-16 9 ~ 4 & & B TNFo )t IFNy Z B 5 K £ o
[0384] & 7 — 2 AIL-27KPD-1[HEr 2 fEH >
MEE(LPBMCE & 24t NI E & & IL-270 H 8 K 04 #&
MmPD-1HETFTE KV MR N ZEEE ZNIE - B 2
KE NI 2 #&F 7 @ PBMCFE H10.25 ng/mLEL CD3$i #%
mAb o AE37C N o KAl B A B B [gG1(1 pg/mL) ~ BH 7
aPD-14#i A2 (IH & B 5T > 1 pg/mL) ~ thIL-27(25 ng/mL)f0 E
aPD-13% thIL-27 1 |- aPD-181 $1 IL-27 Abl(1 pg/mL)& &5
Koo W &HE FERUECBAMFEM - 2K B 48 & FF it 52 2 1~ #l
ME4H B | (IL-17TA R IFNy) BUAH ¥ 72 B 08 2 & B2 (B K e
oo WL E KR ERE - 5T &R EE - R
(* p<0.05, ** p<0.0)2kE+ & - HUUE RIAE K H RCCE FH
ZPBMCH B ZF - [FILFEEY T » PD-1[HE B fnIL-17
Je IFNy W & H IL-27 4] 58 & fll & 0805 4% - 2 & 4£ L IL-27
AbVIFAE TR HE 2 ZjE - MAEBESDF R - EFEER
R IL-270 R 55 i PD- 16 BB N EE £ 2 e -

892569-1 55168 B » 3t 230 H (FEHH:RAE =)
114105158 FERLE A0101 1142007326-0
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0385 (At » J@ /o~ IL-274 ] $T PD-17r & 8y ££ /& (k&
NHHPBMCH Z e RIEM MM MTRELE - H B M HUIL-27
AbIZPHEr 2 ME'E - 4 > HLIL-27 Ab1LL & PD-1[H B H 2
f FE 88 K RCCE & Z JE (L PBMCH 2 4l BE /i = & 4 1
e RUEE o #E i1 BH B IL-27 - PTIL-27 AbLFE i oL 2 R % 5H
B2 fe R B R 3G I0 3 R AR A &R E AR KN R R R d AR UE
& -

[0386] # #ii IL-27 4§ #8 (4£ A SCH & HTUIL-27 Abl) »
aPD-157 88 B PTIL-27H oPD-14i 8 ZdH & Z F AL T - # (A
A PTIL-27 P g AT AN R E R > AT A I R FE /7l
Z i — b R E(E SE-SH > L H $f # TNFa » [FNy ~ IL-6 K

IL-17A) -

B 6: BIL-27H B G IL-27/ ¥ >~ PD-L1R TIM3> &
27

[ 0387]) #5 f it =X 4 A fig B0 &8 72 & § 1 = #6 2t 2 $i 1L-
275 A WY I A IL-27Fr BV & N E B Z PD-L1 K
TIM-3%R ¥ 2 g 7] -

[ 0388] i & B #% BX £ | ROSETTESEP™ A %3 H #% K
& {E/R & ¥ (Stemcell #15068)7c A MM Il A7 = & & 77 B -

[0389]) fE5K tw & BAME - & %5 H S0 BE DL i R [R
FE ek bz 4 R e o Sh ER FL A 200 pL/FL Z DPBS(Gibceo,
14190-144)E 75 -

[0390]) HEZEKLA2E & 8 40 i /mL 2 % & & 3 & F 0

892569-1 55169 B » 3t 230 H (FEHRAE =)
114105158 FERLE A0101 1142007326-0
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B~ 58 &£ RPMI-164091 » K 100 pL/fL 2 It dH AR & 9
(200,000 & At /L ) Z& #f 7 B JK 96 FL fx (Costar, 3799)H o

[0391]) 7E96AL WM 25 — 4 & - KHIL-274
BE A RBE Y 58 2 RPMI-16405 £40 peg/ml 2 i =08 B (R 410
pg/mL) o FR4R F ZE AL R < Al 1051 #Y F 6 &0 7 5 3 17 3 48 16
B2 13%) - ffEKKRSF » #50 pL 2 1 FH K (4x)R
il £ PBMCHH R < AT 104 « fE 1T R 1251 » /R A0 1250 pL~
22 4 RPMI-1640 -

[0392]) ARMPLIL-274H 8 < & » # 1L 58 & RPMI-1640
i B 2 50 pL 2 80 ng/ml&E 4H A #IL-27(R&D Systems,
2526-I)IR I EZEEFL(BR TEHEEMEBEEENEBHE &
BB FLLLAM)E 20 ng/mL 2 £ &4 B B o 100 pL i f &
RPMI-1640Kx £ H WAL - BIRAE3ITC THER/NT8E T
B3XK -

[0393] 3RERE & » e A+ %R O E KRR
% 7= FE L1600 RPM# £:30F) o f {£ 1800 RPM T B .0 5%
oo I EAE O KE X% HMKRMAISO pnL DPBS(Gibeo,
14190-144)% M - KR RT BB EE 2R - AAEKEHS0 L/
fLZ 0 LA T RIFT I 2 g BOR & ) oK 4,

=9
Biolegend H#f# | PIEEREE | BHE MR
345006 TIM3 PE 1:100
301310 CDl11b APC 1:100
329714 PD-L1 BV421 | 1:100
[0394]) B AEWRIKEZEZ FLL600 RPM#E #30F) H i
892569-1 55170 B » 3t 230 H (FEHRAE =)

114105158 FEESE A0101 1142007326-0



202521984

fE4C THERBEF B EF307 8 -

[0395) 30 g B < 1% - Bt EE.0 H B RFAE MK
MEE - ML > BIRER2K - B — REMKZ
% > MAEKEFE ML= T AL F(DDHAKF 250 pL
4% PFA(Pierce, 28906)104) 4% 2K [& & - ¥4 100 pL FACS4E &
RSN 2 % fL B R L1800 RPMEE L 577 ## - K 4 B = 37 &
F 2100 nL FACS4E 7 )% & H #5 i 7% =X 48 A fig 2K o0 7 -

[0396] W 6A K 6B/R Hl » HLIL-27%i #& A 2 it fl &
IL27Th B EE NBEEZE S ZPD-LI K TIM3 Z R H -

[0397] B A b 41 6AK 6BFT #ff 2L - # — 25 A & #i
IL-2741 #8 B9 1 &1 IL-27 70 B /Y &% 1L T4H B (B E ) 2 PD-L1
L FRB 2B T o A T-4l B (£ FI ROSETTESEP™ A 43 T- 4
HE = (L& & ¥ (Stemcell #15061)%¢ N MM L& = & F 7
i

[0398]) 7t & & 45 W W » Al A BR B A 50 pL/fL < 40 LA
TRIOFT M~ 3 60/ & Y) 2k 2

=10

Biolegend F$%# | DIgGRRE | BAGL | WiRRE
345006 TIM3 PE 1:100
555349 CD4 APC | 1:100
329714 PD-L1I BV421 | 1:100
555366 CD8 FITC [ 1:100

[0399] %t £ ¥k & 5 L LL600 RPMiR # 308 H
EAC THERBE T E B30 # -
[0400] 307y @ 5 2 & - K ik 0 B BB K K

892569-1 171 B » 3£ 230 H (FEHRAE =)
114105158 FERLE A0101 1142007326-0
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MEAE - MR > BHIRAR2ZK - & - RERKZ
% WHEXEBEDALEERTAFAMDIAKS Z50 pL 4%
PFA(Pierce, 28906)104r & 2K [& 7 - # 100 pnL FACS4E 1 )&
A E S L HARELL1800 RPMEE. 0S5y 88 < i 4l AT & Br &2 0%
2100 pL FACS%: iy iR o H #& h i =\ 4 B fig 2K 38 AL - <0 1
6CRth - PLIL-27H1 88 A st Ml &) 1L-27 9 H 1y 52 & A B
b T4 A 1 Z PD-L1 .2 R 3R -

BH7: BLIL-27T5i M E BB EBICFIOR R BRI b 2 5 &
A Th 3

(04011 22 2 & Al ¥ 7% 15 B4 A 7% 5F (5 (2 6% IR 2% 28 41
IL-27 Abl 2K IL-27[H B < #i M & & M - © %1 £ EBI3 &
27ra(Wsx-D)EkFE/NE H - TECMBI6FI0R ¥ ~ £ & &
2 %K (Sauer® A, J. Immunology 181: 6148-6157) « 1 i*
B i R~ST RAEERH NDEWMANEY ZBI6FI04H AT~ & B
H ool B & it R BR o st 1T - R BE B 58 5L PD-181 §1 CTLA-4
ZHEEREREREE ZEE - HLIL-27 ADITH AR E A B
EHEAHEERK -

[0402)] & =~ > AN ZE /UM A& M M C57BL/6 /N &
(n=10/4H )&% 1 B2 5% Ak 2K A% Ak P9 (i.v. ) B2 18 200 wL Bk i B 4% )
B K (PBS)H 2 2.5 x 10° B16F104H A B¢ 1 x 10°B16-Lucf Ay
- FFEIYIRE BE N (i.p. ) E B HLIL-27 Abl1(1 mghl £ )(Wuxi ;
it 71 2108SD170316K01X01101)3% % f A %8 IgG[E & ¥ 03 (1
mg | & )(Bioxcell ; BE0092 : #t %X 658417D1) - £ f& & 3%

892569-1 55172 B > 3t 230 H(FEHRAE =)
114105158 FERLE A0101 1142007326-0
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WNZRTREGBEE —R&ETHe @EVUEREGE-7X
CBOR CFTREEFIAR) - HRNAER ZHE & - &£
BRI ESEISK - K A BIOFI0E & 2 /N & CO,
ERAKZES]  HEROBEFER - F it HPBSHE X - Bk
C HEE R 10% 9 M &% fir 18 B S MR g 24N B o 284& - R &
EMEET0% LB AAEHRE FstTHTEAMER - W RE
H@ (L2 ot K 1EEEME E R (n=5/4)a 8 aH - T
FHMH&GARBERPFAROLUHEEESZI VR T Z/F B EHB
HEZ O 2B ERBEE - HRMWEE 2 ZE//VE B K
g KiwABlo-LuclE B Y EHAMNXEHEFIKI.v.E
55200 uL PBS(Promega)™® 2 3 mg VivoGlo D-% ¢t & - 1
FENRIRNZE L E > KHYME L EYE KB EM
IVIS Lumina LT Z 5l II1KG B &5 2K $h 1T - £ 8 £ A Living
Image(fR A 455K T AR BUNX T/ EEAZ
HE=EsAE -

[ 0403 ] W B 7A-7GR H » H B IL-27 7 B Hp 1L-27
AbIE R A BIO6FI0ME & < /N E R Gl & 6 8 & %
& WM FTEMERS BT BEMAEEH > B7A) 0 K
e EHESEEHC) o Z A sH & T R & 2 & & | &
b & (B 7C-TF & B 7G)FT & Al - M Hi1L-27 AbI[H Erp28 &
EAEMERIBHEAMAL > MEBlo&E 1 £ B H FEK42% -
Bio[E B ¥ EE M b - B IL-27 Ab1 A B B EF {1l #
(p=0.0079)B16F10 /i ¥ ¥ ~ £ & (70 Al & 21.6+8. 440 EE X
37.6+10 9 fifi 45 &1 ) - $LIL-27 AbLJE & & 20 & At g B & %

892569-1 55173 B » 3t 230 H(FEHRAE =)
114105158 FERLE A0101 1142007326-0
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W OfE % (K 83% o 40 #E i THC & M ([F % % 88 4 >
16.43+1.39% M L A HLIL-27 AblA % 4H 2 2.83+1.45%)
MO - £ Y 8Ok B 8 s L IL-27 Abl A FE B &
(p=0.0062) %L # B16-Luchfi # &% >~ 4 & (B 7B) - #f i IL-
27RA(WSX-1)4 2 47 8% [H B Ll & ¥f 72 1 PD-1+41 CTLA-44H
eREZ BEINXAMEBRRBEREEREERE 2 HURE
& > WE7GRH - hFEEBEMKE X P HLPD-1 K CTLA-4
EEACHEHRBERETE 22 BIIEES - BEBICFIOL A
(2.5 x 10°)EF Ak N 3F 41 £ C57BL/6/N B (n=10/41)F - /N B H
1 mg> HIL-27 Abl ~ }{IL-27RA(WSX-1)8% A ¥ I1gGE & ¥
BB IPEHE(E-TR ~ F0K -~ FETR -~ F14R) - — &
YR PLPD- 1R HLCTLA-4 IPEH(F 0K ~ F4K -~ FTXK
FE11XR) - £ ABI6F10Ri % ~ &)Y (n=5/20 Uk £ At -
W EFTAEE - U)K H A H&ES @ o {2 4K B 8 ¥ 2 H&E
Fem i U) /R - BI6F10HE & 4 &% -~ [ 7 1E & Ff 40 4% (&
TA) - BEABEAELAMERE 2 G2 L (@ET6) - Kt &
B mt- a2k & - B E £ 0 EFEEEFRHEHIL-27
Ab1H] ¥f fE g 15 A b 2 1127ra(WSX-1) K EBI3 ik [ i {7 7= 4
# % AR K B1PD-1 K CTLA-4 7 41 & [ Br 48 (Bl 69 )& 1

[0404] phE &R & EFE A HLIL-27H 88 (B IL-27 Abl)
ERELEDIBEBRAE - B A& SIL-27 2 [ 8 % 8PS
ETZAFEMHEE  EFEREEIREBEBEEREBLE W
% o

892569-1 55174 B > 3t 230 H(FEHRAE =)
114105158 FERLE A0101 1142007326-0
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BEH8: RKEAABIL2THBR K IBRZ/INEZENE
i 2 B N 3% B st

[0405] 5 7 he &AL /SR N IL-27H 72 THE AT = 4 2 %
fE > HESIL-27 ZDNAW B A NAE/NE T BERBKIL-27H
T4l A S JE %5 M1 RNA-Seq Je 7t =0 4l A iy 2K &F € - A A IL-27
E A R P fE 2 XK KE MY H A 85 B AL VR fe A 2 BB RE 4 A
1 ZpSTATIE 5t H H K PD L1 - ¥ 28 X JE M H B bt
FAL /N T 2 NHIL-2738 & R 2 50 g K H R i i 1L-27
AbL Z HN ] » R itb » BT AT Z KB 78 > & Hs
NHIL-27 2 DNAE 2 5 38 (R 1 H B BR &% fg BE 22 2 1T 2k 2
ZEEBI3Zp28) & Bl/NEE » BHIL-27T2 8, E 25 KE -

A HFIL-27 B IR =~ K B 7 1

[0406] & e & Ak A£ SPP 28 12 7 - 15 N 8 e ik M
BALB/c/NE JE S 2 mL 0.9%4 B B /K 1 220 pgZe 5k /S B
B AN %8 IL-27 it 22 DNA(System Biosciences, Palo Alto,
CA) - THNFVEBEEARB I EZRUFEKREST# - £
POERE BT 2 & 24N B 0 i 2 I U SR £ K2-EDTA%E DL {E 77 B
M 4% B M AFIL-27/K % # f ELISARERE - ¥ 2 25K » I
= PBMC k 42 B% 4l A B R o A 2+ & B OFE b w2\ 4l BB o 2K o
fr - B Y 2 R CDA+TH A k& CD8+THH A £ 5>
BT o 53 #7 {F B FlowJo#R & 2k 0 77 -

B A R B GF

892569-1 55175 B » 3t 230 H (FEH:RAE =)
114105158 FERLE A0101 1142007326-0
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(0407 %5 i1 &% i A% i o0 22 8 - BB 182 ACK 3 4T 1fn Bk
A ELFENERAIE o {f FH RNEASY®Mini Kit(Qiagen, Cat.
No: 74104)7¢ IR 41 B o 2% A 48 RN A H 7+ % # B B8 7K (Qiagen,
Cat. No: 19101) 3 # £ 20 ng/ul - £ Affymetrix
GENECHIP™Mouse Gene 2.0 ST Arrays(Applied Biosystems,
Cat. No: 902118)2k gh 1T A N R B L FZ 1L - RNAK & Z &
Mo R K P B R RS {F B Boston University Microarray and
Sequencing Resource(BUMSR) Z fZ # Affymetrix
GENECHIP™ 1 ZE 2k #h 17 - 15 CELfE % # i Robust
Multi-array Average(RMA)(IrizarryZE A, 2003)7K 1IFE R 1E >
BHERNEZHREREOBRALE R L EEZR AR EEM
BERERGH CHEBRYRKRHERE  RESHWCPFEREA - F
BE - thB)ERMG AR 3.6.2)F #hi{T -

T A 27 T

[0408] B EFHW 2 A KX > RABRTWREL2M K
B e e 2SR EIL 27TRBE /AR T U EMAN - 3 h
40 um T BE A AT 8 R 95 K M I AR BE - BB R £ ACK& &
P HBL MK > WEE -WERAREEYR - REHE
B 2 2 B (BD Biosciences, San Jose, CA) » & & [ 4 By 2~
B EEERESLLMKRARE - HEE R BD Phosflow fig/
B E & EmiRT - FHHEHA2% FBSk2mM EDTAZ PBSH
ZRKEP/PNECDI6/CD32 mAb(]1 pg/T1 & 4l i 5 Biolegend,
San Diego, CA)FH L 55 5 4 B » i FeyRIII/IIFH By - A $t ¥

892569-1 55176 B » 3£ 230 H (5EHRAE =)
114105158 FERLE A0101 1142007326-0
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=, Bl CD4( 4l Z GK1.5) ~ CD8(53-6.7) ~ PD-L1(10F.9G2) -
TIM3(RMT3-23) ~ LAG3(C9B7W) & TIGIT(1G9)(Biolegend)
<~ APC ~ PE - Brilliant Violet 510-F Brilliant Violet 71145
& Z mAbZ K 4 B A & o 4H A AH BH 2 O £ ] LSRFortessa
X-20% 7 40 fg % (BD Biosciences) sk & 0l > H {# B FlowlJo

87 #5 (Tree Star, Ashland, OR) 2K 3 1T 47 #7 -

5% 1 B 5 17

[ 04091 41 Bf #5 /% > [ A GraphPad Prism# 8 - {2 F
BB TR B SEE R R ME S EEE o E
FILEH OB BRI > M0 R M EEEAE @KL AT « IR

0052 PEH#H HEZH -

IL-27 (F 78 )7 78 1IN T4l = # ) M <2 e =~ 76 2

[ 0410 ] %2 jg 7 4% B11L-27 » &8 8 4007 & F # (L
>Log 58 > WHESATH - MEERZ FHEER11A-11B
FOoRH c AEMEFEERNZF &S 4 R ERE S X HEEREME
Az EAdl&E2zROGER - 1ESBR M - 2 JE i IL-
27 ERRMBE £ 2 Ly6a(4% W8 Sca-1) » Lag3 ~ Tigit & 1110715
L EE o IRFAEIL-279 8 2 Ctla4 k. Cd274(4% % PD-L1) 2
FEEE KBS EINNIBEEFE(ERELABR) BT H
BERHEER - RN A REMEKE IEE/NE 2 TH
F 2 PD-L1 -~ LAG-3 -~ TIGITE TIM-3> & H F= ¥ - LB IL-
2750 BR B B AL B B (B ) K oK B 1 /& (PBMC)CD4ATH A

892569-1 55177 B » 3£ 230 H(ZEHRAE =)
114105158 FERLE A0101 1142007326-0
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PD-L1 ~ LAG-3 K TIGITZ &8 - fECD8 " THI A F - IL-27%&
I8 F ¥ PD-L1 ~ LAG-3 ~ TIGIT & TIM-3 - %1 [ 8C-8F 51
o FEBLIL-270% 38 8 B0/ AR B fe KA )k CD4 T4 i =
PD-L1 » Lag-3 K Tigitz E 58 - fECD8"TA i = » IL-271%
B2 F ¥ PD-L1 -~ Lag-3 -~ Tigitf Tim-3 o [} % &k £ IHIL-27
AERYERENEERAGCRERE T ESERBEMERN -
0411] & 73 & HLIL-27 AbIAE S 88 N FH B i 3R £7 &
NBEIL-272 8 77 - B 58 #5 B8 56 %0 9% Uk B fg & (ELISA) 2
EREesRFARE T 2R EFEG 2R LR - IL-27# 3
A PLIL-27 Ab1(50 mg/kg)/EH 2 % ALK » {€/N&E F U & 1
%% DL {8 5 fH Meso Scale Discovery(MSD)sK 77 fr IL-27 2 %
Ag R EBI3/K £ - TL-2758 — B 88 ta & A H 28 X FH B #ii 1L-27
Abl p28fli EHi &8 Kk N ERF E2 M EBIBEMILE @ B I
A PLIL-27 Ablgh & 2 IL-27 » AP H E S L E # - EBI3 R
EMAHNABEBBZ2HAENEAEEREAREME 2
MERENE  HABMBIOAIL2T iz 22 X
B8 0 FTLABE AR E M AF(E M EEIL27 » R EwiE & HLIL-27 Abl4&E

D,
=

[0412] 55 = - 18 /N 8 & W 1 Balb/e/)N B 0F 5 22
BROHE)ECANBHIL-27 - EMEBERAITARKE R(E-TX
FEOR) /NEHA1 mghiIL-27 AbIE i -DNP I1gG1[H &Y #
Bk aH - B2mUrs%E > H# B Meso Scale Discovery
A oy M 8% Z IL-27(8 8G) - B 8G/~ th # 1 MSD » #i 1L-27
AbLER T 2l &) M4 2 IL-27E 0 - & B 325 mg/kgh

892569-1 55178 B » 3t 230 H (FEHH:RAE =)
114105158 FERLE A0101 1142007326-0
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B Z P IL-27 Abllg - #HEO &R o b F E R FH 2S5
mg/kg= B 5 A & L PLIL-27 Ab1H] {£ 75 88 N {5 i 3. 7 4 1L-
2756 E EIFD - ML R R B S N AL pSTATI Bt & F &
PR

[0413] & 7 #F & HLIL-27 AbIAEJE 8 N [H BrIL-27 ~
AWz IR ARl > ot B R PBMC K AR 4 R
2 PD L1~ Tim-3 ~ Lag-3 & Tigit” ¥ ¥ - f£ CD4+PBMC
> fiIL-27 AblBE Z [H B 1L27-55  ~ PD-L1 & Lag3 %
3 > H {£ CD8+PBMC # - [ ¥f PD-L1 - Tim-3 + Lag-3 &
TIGITH 3B - {E CD4+AR 4l ig & > HLIL-27 Ab1JE & I [H B
1L27%% % ~ PD-L1 ~ Lag-3% TIGITZHE 3 » H {£ CD8+F# 47 A
4> [HETPD-L1 K Lag 3523 - Wb F E R L HHLIL-27 AblH
FESEE NS AMEIL-27 0 [H B £ M -

[0414] B HF&ERBHIL-2TZ FE N 2 L R E
HEDTHR 2 ZEAGF 28 > DIEXBAKRFT 2 BEA 2
EHEEEME S THEM Y2 B - EFEER R HIL-27
B EME WA #FhAHIL-275 R e B ) KD T 2
il &l <2 86 2 R | - i I R o KE -

R 1A R 1L-27 T LR Z B R

HEHRFFHR RSt |pfE | BERATSR BRIt |pHE

GM4841 3.824228667 | 0.012331653 | | SLC26A3 2.286 0.3487
LY6A 3.568709 0.000991642 | | DPCRI1 2.285 0.0653
IIGP1 3.294783 0.000455248 M11844 2.279 0.1054
TUBBI 3.145617 0.002782618 | | CYP4A32 2.269 0.2133
MPO 3.112051333 | 0.026667968 | | MIR1928 2.267 0.0134
CTSG 2.954178333 | 0.018177934 | | GKN3 2.266 0.3840

892569-1 55179 B » 3t 230 H (FEHRAE =)

114105158 FEESE A0101 1142007326-0
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PPBP 2.878417333 | 0.006623845 | | KRT4 2.264 0.1539
ELANE 2.845762333 | 0.024770656 | | PGC 2.262 0.2583
MT2 2.757525667 | 0.004548988 | | HISTIH2BA 2.260 0.0390
MUC13 2.696042667 | 0.018195326 SPRR2A3 2.254 0.1974
F830016BO8RIK | 2.603319667 | 0.011330985 IGKV12-41 2.235 0.3548
GM4951 2.583066667 | 0.01529863 PARD3BOS3 2.227 0.1149
APOL11B 2.565688667 | 0.006885943 CLCA4B 2.225 0.4177
GZMB 2.515642667 | 0.004012308 |/ | GM23744 2.208 0.1217
PRTN3 2.450033 0.028785527 | | VMN2R-PS129 |2.200 0.0021
CLCA3Al 2.345778333 | 0.018175529 | | GM23241 2.194 0.1644
GM11505 2.331628667 | 0.023451392 | | MYOZ2 2.191 0.2091
IL10 2.324278 0.008857442 | | MIR192 2.191 0.0553
GBPI11 2.307386 0.005204674 | | MYHI1 2.188 0.1653
PF4 2.270045 0.016210658 | | 5033403HO7RIK | 2.187 0.1231
IRG1 2.269440667 | 0.003861367 | | MIRLET7F-2 2.186 0.1617
CES2G 2.252403333 | 0.033921335 | | GM25009 2.185 0.1243
OASL2 2.243393 0.00470682 | | MUC13 2.182 0.4412
LAG3 2.203067 0.002539095 | | PPP1R3A 2.178 0.1968
HIST1H2AG 2.197938 0.03499933 OLFR798 2.172 0.0036
OASIG 2.184084667 | 0.007645573 SERPINA12 2.154 0.0309
MFSD2B 2.179382333 | 0.030664254 || GM25864 2.152 0.0404
RHAG 2.146212667 | 0.072130267 |, | N-R5S155 2.151 0.0691
| TIGIT 2.145155 0.005421349 | | CYP2C65 2.142 0.1438
SLC6A4 2.121439 0.009945773 GM14750 2.141 0.0525
SHCBP1 2.092208667 | 0.038685767 GM23026 2.134 0.0863
BC023105 2.079652 0.002582842 | | HAMP2 2.125 0.2675
PKLR 2.045597333 | 0.053459171 GM24527 2.125 0.0777
TFR2 2.037887333 | 0.033394313 OLFR891 2.125 0.0731
F13A1 2.010803333 | 0.010612157 /| OLFR68 2.125 0.1746
HISTIH2AB 2.002687333 | 0.025241 TRAV6-2 2.123 0.1684
SERPINA3F 1.991916 0.002220854 | | CYP4F40 2.119 0.1848
ERMAP 1.940590333 | 0.042680673 TRDN 2.119 0.2396
MCPTS 1.930212667 | 0.018921256 | | CFTR 2.117 0.3208
SLC26A1 1.926420667 | 0.025126602 | | XIRP2 2.109 0.2031
PRKAR2B 1.924056667 | 0.016881189 | | CYPSBI1 2.107 0.0912
BIRCS 1.914826333 | 0.032959509 | | GM23629 2.105 0.0590
FADS2 1.91223 0.013830993 GM25076 2.104 0.0980
TOP2A 1.88339 0.034852729 1700080G11RIK |2.103 0.1621
NCAPG 1.881082333 | 0.036612626 | | N-R5S896 2.100 0.0493
A730089K 16RIK | 1.870258667 | 0.061491704 | | GM11027 2.097 0.3009
MNSI1 1.860366 0.014834618 | | SLC22A29 2.089 0.2663
GP9 1.859234333 | 0.002956835 GSTT2 2.082 0.2372
GFIIB 1.852962 0.0291761 GM23911 2.081 0.1903
NUF2 1.850953 0.032872517 | | OLFR724 2.079 0.0925
CHIL3 1.848470667 | 0.001494932 | | GM23277 2.078 0.0912
KIF11 1.83252 0.040535377 || AAGNT 2.076 0.2431
ALOX12 1.823174 0.006931665 | /| MUP21 2.074 0.1149
ADGRG7 1.822065 0.017542834 | | GM24147 2.074 0.2669
KLF1 1.820262333 | 0.060689421 MYBPCI 2.067 0.1392
E2F8 1.817455333 | 0.069143254 | | CYP3AS9 2.063 0.2628
892569-1 55180 B » 3t 230 H (5:HH:RAE =)

114105158

FEESE A0101
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ATP1B2 1.811274333 | 0.024016123 2.063 0.1471
KIF2C 1.811223333 | 0.061246458 2.062 0.0340
FADS3 1.803859667 | 0.050197663 2.061 0.0803
MS4A6D 1.801871667 | 0.01036878 2.060 0.4477
SLC25A21 1.801518667 | 0.048282826 2.060 0.1111
HISTIHIB 1.800434 0.037242995 2.045 0.1383
CKAP2L 1.783850333 | 0.061646634 2.044 0.0692
SAMD14 1.782388333 | 0.02384128 2.038 0.3505
CARI1 1.770098667 | 0.025511071 2.038 0.1490
DEPDCI1A 1.765839667 | 0.03875749 2.032 0.2495
CENPE 1.765095667 | 0.039288425 2.026 0.0952
ASPM 1.753558 0.054145246 2.024 0.0270
CCNB2 1.751291667 | 0.036336189 2.020 0.0217
RYK 1.749673 0.035413093 2.019 0.0533
MMP14 1.747348667 | 0.010510984 2.015 0.2120
BUBI1 1.738322667 | 0.02139336 2.014 0.0208
MYOI1D 1.734508 0.006655486 2.012 0.0396
PARVB 1.733820333 | 0.010799396 2.008 0.1329
GM5593 1.728317 0.008578526 2.002 0.0255
CCNA2 1.724975667 | 0.026630845 1.997 0.1095
PRR11 1.724352667 | 0.04875805 1.997 0.1277
AQP1 1.719081667 | 0.064562051 1.997 0.3017
CASP3 1.709594333 | 0.009087444 1.994 0.0672
KIF15 1.708689667 | 0.026782535 1.994 0.0357
ASNS 1.708074333 | 0.037928738 1.994 0.0875
CPOX 1.706113 0.030298001 1.992 0.2019
MT1 1.699002667 | 0.010159345 1.989 0.0331
CDCé6 1.694586667 | 0.049970924 1.988 0.1301
GBP2B 1.694018 0.000929009 1.986 0.2212
GBP2 1.689558667 | 0.004961011 1.986 0.3720
HMMR 1.687253333 | 0.063769534 1.986 0.4192
KIF20A 1.686718333 | 0.020639142 1.983 0.0301
GSTMS5S 1.681807333 | 0.04316743 1.983 0.0183
REEP6 1.677204667 | 0.056071877 1.982 0.1771
GM12250 1.675485 0.003251181 1.980 0.3169
GBP10 1.673458 0.009333312 1.980 0.4742
ATP7B 1.671614 0.029798535 1.980 0.2191
GM22973 1.663495667 | 0.004472758 1.979 0.0339
CASCS 1.659578 0.044333895 1.976 0.5101
ADD?2 1.659553667 | 0.053938067 1.975 0.0719
CAMP 1.659111667 | 0.066745225 1.973 0.1073
CLECS5A 1.654882667 | 0.00665055 1.972 0.0731
MUP-PS12 6.332 0.0021 1.971 0.2179
GM26184 5.617 0.0850 1.970 0.2041
GKN2 4.822 0.0378 1.967 0.0816
MYHS 3.854 0.3190 1.965 0.1376
MIR101B 3.695 0.0111 1.962 0.0242
GKN1 3.485 0.0451 1.961 0.0184
SLN 3.473 0.1822 1.960 0.0375
MUCSAC 3.341 0.0628 1.959 0.1807
892569-1 55181 B » 3t 230 H (FEHH:RAE =)
114105158 FERZE A0101 1142007326-0
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2310057J18RIK | 3.041 0.4100 1.959 0.1844
PSCA 3.027 0.1219 1.957 0.0215
GM25623 2.948 0.0133 1.956 0.0946
FAMS&3B 2.905 0.0202 1.956 0.0950
GM23852 2.882 0.0763 1.953 0.3111
SPTSSB 2.873 0.0952 1.953 0.0645
MIRLET7F-1 2.794 0.0447 1.950 0.2385
MUP-PS16 2.778 0.0114 1.948 0.0490
ANXA10 2.689 0.1047 1.946 0.0803
LGALS2 2.685 0.1337 1.942 0.1078
CHIA1 2.672 0.4078 1.941 0.1753
AKP3 2.660 0.3665 1.938 0.1263
SLCI13A1 2.622 0.2936 1.934 0.1949
GM766 2.621 0.4035 1.932 0.0450
GM24537 2.617 0.1649 1.930 0.0722
GM24138 2.606 0.0374 1.928 0.3421
SIS 2.585 0.3777 1.927 0.3528
2210407C18RIK | 2.584 0.0600 1.923 0.2103
S100G 2.580 0.3877 1.916 0.1567
GM26354 2.540 0.1097 1.911 0.0725
CKMT2 2.538 0.2680 1.910 0.1018
GM26055 2.525 0.2157 1.909 0.0298
GMH5885 2.479 0.0305 1.908 0.1599
AGR2 2.458 0.1845 1.906 0.2631
VMNI1R167 2.454 0.0932 1.905 0.1167
GM25167 2.444 0.0264 1.905 0.0253
ATP5CI1-PS 2.437 0.0477 1.902 0.1386
GM24470 2.434 0.1676 1.901 0.1555
MYH2 2.403 0.1632 1.899 0.0542
MIR326 2.375 0.0059 1.899 0.3968
MIR122 2.375 0.0242 1.898 0.0147
MCPT9 2.375 0.0623 1.898 0.0031
PSG18 2.359 0.0115 1.893 0.0794
MUC6 2.358 0.3108 1.891 0.0840
VMN2RI115 2.352 0.1111 1.891 0.4000
GM25498 2.351 0.0086 1.891 0.1527
2010106E10RIK | 2.339 0.4607 1.889 0.3205
ERBB4 2.328 0.0350 1.888 0.1288
LYPDS8 2.320 0.1374 1.888 0.1934
CYP2AS 2.305 0.2330 1.887 0.1192
BTNLS-PS 2.301 0.1684 1.886 0.0396
GM24549 2.289 0.1138 1.884 0.0850
GM24465 2.287 0.2356
892569-1 55182 B » 3t 230 H (FEHHRAEE)
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R 11B : EFEREEEE IL-27 i FHEZER

114105158

ERRR BB [pE ERF fEREE |pfE
DEFB44-PS 0.187 0.1696 1700049E17RIK?2 | 0.380 0.0045
C182 0.187 0.0076 IGH-VJ558 0.382 0.4348
HIST1HIB 0.204 0.1347 PRRG4 0.382 0.1000
GM15114 0.205 0.1127 GM7391 0.383 0.0206
GM2005 0.205 0.0169 CD109 0.384 0.0892
KHDCIC 0.211 0.0820 TMEM173 0.385 0.0912
GM2005 0.224 0.0023 CDH17 0.385 0.0338
SERPINB7 0.224 0.1389 KITL 0.385 0.0287
SERPINB11 0.225 0.0594 SKA3 0.388 0.1991
CXCL3 0.230 0.1516 PRC1 0.390 0.0796
CDHI10 0.230 0.0466 MBOAT! 0.390 0.0339
MIR1949 0.235 0.1307 TOP2A 0.394 0.0659
SLC7AL11 0.236 0.0195 1700049E17RIK?2 | 0.395 0.0084
LUZP4 0.249 0.0952 SPEER4D 0.396 0.0119
IGHV1-81 0.252 0.5116 HIST1H3I 0.396 0.3818
PTPRTOS 0.252 0.0338 TUBAIA 0.396 0.0139
RP1 0.254 0.1538 GM22265 0.396 0.0909
GM15127 0.254 0.0500 TRBJ1-7 0.397 0.1567
CRISP1 0.255 0.0865 KIF20B 0.398 0.0922
GM15107 0.255 0.0591 SERPINB2 0.398 0.0259
SERPINB5 0.256 0.0402 GM 14402 0.398 0.2496
GM7665 0.256 0.0034 PLK4 0.399 0.0728
TMEM252 0.259 0.0173 C330027CO09RIK | 0.400 0.1046
PNMAS 0.262 0.0922 GM15091 0.401 0.0763
CXCL15 0.263 0.1037 NDC80 0.401 0.0773
CLEC2G 0.265 0.0388 MYBLI 0.401 0.1659
MMP13 0.267 0.1687 KIF2C 0.401 0.0703
GM15093 0.269 0.0741 GM12603 0.401 0.0856
VMNI1R53 0.270 0.0648 CYPI11A1 0.403 0.2635
GM 14409 0.276 0.1558 FANCI 0.403 0.1782
GM11884 0.278 0.1682 CCNA2 0.404 0.0598
SLC16A4 0.278 0.1159 RACGAP1 0.406 0.0734
MMP12 0.280 0.0786 NCAPH 0.406 0.1125
KIF5C 0.281 0.1003 GM16094 0.407 0.0317
APELA 0.283 0.0601 CH25H 0.407 0.3075
AFP 0.283 0.0424 GM15398 0.408 0.1043
IGKV1-122 0.286 0.0090 KNTC1 0.409 0.1335
A630095E13RIK | 0.292 0.0905 BSTI 0.409 0.0928
GM15109 0.297 0.0058 KIF11 0.412 0.0752
OLFR111 0.299 0.2107 GM23576 0.412 0.2618
TNS4 0.301 0.0381 SHCBP1 0.412 0.1361
PLEKHS1 0.301 0.0784 IGHV1-42 0.413 0.4474
892569-1 55183 B » 3t 230 H (FEHHRAE =)
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LNCENCI1 0.305 0.0939 0415 0.0333
THBSI1 0.309 0.0243 0.416 0.1047
PLATR 14 0.313 0.0812 0.418 0.1414
RASSF9 0.314 0.1125 0.419 0.1444
ITGA2 0.319 0.0699 0.420 0.0409
LOC102634388 | 0.320 0.0213 0.420 0.1178
LOC102634388 | 0.320 0.0213 0421 0.2773
GM15093 0.320 0.0380 0.422 0.0795
CEP55 0.321 0.1007 0.422 0.0494
A630038E17RIK | 0.321 0.1334 0.423 0.0750
GM25552 0.323 0.1261 0.423 0.0208
RPS26 0.327 0.1840 0.423 0.0429
STRA6 0.330 0.0498 0.424 0.0211
GM15093 0.331 0.0403 0.425 0.0592
PSAT1 0.332 0.0926 0.426 0.1604
AKRI1C18 0.332 0.0983 0.426 0.0074
DEPDCIA 0.333 0.1814 0.427 0.0647
GM10439 0.335 0.0694 0.427 0.1161
GM24916 0.335 0.2031 0.427 0.1700
STC1 0.337 0.0829 0.429 0.1064
DPPA2 0.337 0.0887 0.430 0.0471
E030011005RIK | 0.337 0.0486 0.430 0.1722
GM20756 0.337 0.0218 0.432 0.2648
GM22771 0.339 0.2897 0.433 0.0345
IGKV6-32 0.340 0.4435 0.433 0.0588
AIM2 0.340 0.0091 0.433 0.1772
C920009B18RIK | 0.341 0.0220 0.434 0.2171
BUBI 0.349 0.0755 0.434 0.1799
TICRR 0.350 0.1772 0.435 0.1874
MIS18BP1 0.353 0.0909 0.435 0.1414
MAGEA6 0.353 0.2067 0.436 0.0500
CHIL3 0.354 0.0651 0.437 0.1300
IGHV1-78 0.357 0.2850 0.438 0.2035
STIL 0.358 0.1413 0.438 0.0773
GM26735 0.360 0.0654 0.438 0.0432
REG2 0.360 0.4969 0.440 0.0362
SPRR1A 0.361 0.0056 0.440 0.2490
PARPBP 0.362 0.1471 0.440 0.4507
PADHI4 0.366 0.0975 0.442 0.1143
GM14139 0.367 0.0423 0.444 0.0873
GPC3 0.368 0.2139 0.445 0.0353
MS4A6D 0.370 0.0176 0.445 0.1803
ATP10A 0.371 0.0977 0.447 0.1622
KIF23 0.371 0.0432 0.448 0.1385
GM20757 0.371 0.2248 0.448 0.0818
892569-1 55184 H » 3t 230 H (FEHHRAEE)
FEELRE A0101 1142007326-0
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GM2318 0.372 0.0136 HYDIN 0.448 0.1499
GM2318 0.372 0.0136 IGHVS-16 0.449 0.3210
GM2318 0.372 0.0136 NOP58 0.449 0.1379
GM2318 0.372 0.0136 CEL 0.449 0.5062
IGHVI-9 0.372 0.3585 MS4A4A 0.449 0.1126
CPB1 0.374 0.5445 BCL2AIB 0.450 0.0035
TNFSF4 0.374 0.1420 IGKV4-59 0.450 0.4975
RNASEI] 0.375 0.2935 CCL3 0.450 0.1070
TIMP1 0.376 0.0765 GM2933 0.451 0.1650
GM6020 0.379 0.4836 FAM102B 0.451 0.1330
#=12: IR
SEQ ID | #ilt 751
NO
Hi IL-27 Ab2-A
9 HCDRI | GFTFSSYS
(IMGT)

10 HCDR2 | ISSSSSYI
(IMGT)

1 HCDR3 | ARDGGRTSYTATAHNWFDP
(IMGT)

12 HCDR! | FTFSSYSMN
(NT)

13 HCDR2 | SISSSSSYIYYADSVKG
(NT)

14 HCDR3 | ARDGGRTSYTATAHNWFDP
(NT)
15 VH EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYSMNWVRQAPG
KGLEWVSSISSSSSYIY YADSVKGRFTISRDNAKNSLYLQMNS
LRAEDTAVYYCARDGGRTSYTATAHNWFDPWGQGTLVTVSS
16 DNAVH | GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAAGC
CTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTC
ACCTTCAGTAGCTATAGCATGAACTGGGTCCGCCAGGCTCC
AGGGAAGGGGCTGGAGTGGGTCTCATCCATTAGTAGTAGTA
GTAGTTACATATACTACGCAGACTCAGTGAAGGGCCGATTC
ACCATCTCCAGAGACAACGCCAAGAACTCACTGTATCTGCA
AATGAACAGCCTGAGAGCCGAGGACACGGCGGTGTACTAC
TGCGCCAGAGATGGTGGAAGAACGTCCTACACCGCCACAG
CCCACAATTGGTTCGACCCCTGGGGACAGGGTACATTGGTC
ACCGTCTCCTCA
17 LCDRI | QSVLFSSNNKNY
(IMGT)

18 LCDR2 | WAS
(IMGT)

19 LCDR3 | QQHASAPPT
(IMGT)

20 LCDR1 | KSSQSVLFSSNNKNYLA
(NT)

892569-1
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21 LCDR2 | WASTRES
(NT)
22 LCDR3 | QQHASAPPT
(NT)
23 VL DIVMTQSPDSLAVSLGERATINCKSSQSVLFSSNNKNYLAWYQ

QKPGQPPKLLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAE
DVAVYYCQQHASAPPTFGGGTKVEIK

24 DNAVL | GACATCGTGATGACCCAGTCTCCAGACTCCCTGGCTGTGTC
TCTGGGCGAGAGGGCCACCATCAACTGCAAGTCCAGCCAG
AGTGTTTTATTCAGCTCCAACAATAAGAACTACTTAGCTTGG
TACCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTCATTTA
CTGGGCATCTACCCGGGAATCCGGGGTCCCTGACCGATTCA
GTGGCAGCGGGTCTGGGACAGATTTCACTCTCACCATCAGC
AGCCTGCAGGCTGAAGATGTGGCAGTTTATTACTGTCAGCA
GCACGCCAGTGCCCCTCCTACTTTTGGCGGAGGGACCAAG
GTTGAGATCAAA

25 H EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYSMNWVRQAPG
KGLEWVSSISSSSSYIY YADSVKGRFTISRDNAKNSLYLQMNS
LRAEDTAVYYCARDGGRTSYTATAHNWFDPWGQGTLVTVSS
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNS
GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNH
KPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKP
KDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAK
TKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALP
APIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFY
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSR
WQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

26 DNA E# | GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAAGC
CTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTC
ACCTTCAGTAGCTATAGCATGAACTGGGTCCGCCAGGCTCC
AGGGAAGGGGCTGGAGTGGGTCTCATCCATTAGTAGTAGTA
GTAGTTACATATACTACGCAGACTCAGTGAAGGGCCGATTC
ACCATCTCCAGAGACAACGCCAAGAACTCACTGTATCTGCA
AATGAACAGCCTGAGAGCCGAGGACACGGCGGTGTACTAC
TGCGCCAGAGATGGTGGAAGAACGTCCTACACCGCCACAG
CCCACAATTGGTTCGACCCCTGGGGACAGGGTACATTGGTC
ACCGTCTCCTCAGCGAGCACCAAAGGCCCGAGCGTGTTTC
CGCTGGCGCCGAGCAGCAAAAGCACCAGCGGCGGCACCGC
GGCGCTGGGCTGCCTGGTGAAAGATTATTTTCCGGAACCGG
TGACCGTGAGCTGGAACAGCGGCGCGCTGACCAGCGGCGT
GCATACCTTTCCGGCGGTGCTGCAGAGCAGCGGCCTGTATA
GCCTGAGCAGCGTGGTGACCGTGCCGAGCAGCAGCCTGGG
CACCCAGACCTATATTTGCAACGTGAACCATAAACCGAGCA
ACACCAAAGTGGATAAAAAAGTGGAACCGAAAAGCTGCGA
TAAAACCCATACCTGCCCGCCGTGCCCGGCGCCGGAACTGC
TGGGCGGCCCGAGCGTGTTTCTGTTTCCGCCGAAACCGAA
AGATACCCTGATGATTAGCCGCACCCCGGAAGTGACCTGCG
TGGTGGTGGATGTGAGCCATGAAGATCCGGAAGTGAAATTT
AACTGGTATGTGGATGGCGTGGAAGTGCATAACGCGAAAAC
CAAACCGCGCGAAGAACAGTATAACAGCACCTATCGCGTG
GTGAGCGTGCTGACCGTGCTGCATCAGGATTGGCTGAACGG
CAAAGAATATAAATGCAAAGTGAGCAACAAAGCGCTGCCG

892569-1 55186 B - 3t 230 H (3EHH:RAEE)
114105158 FERLE A0101 1142007326-0
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GCGCCGATTGAAAAAACCATTAGCAAAGCGAAAGGCCAGC
CGCGCGAACCGCAGGTGTATACCCTGCCGCCGAGCCGCGAT
GAACTGACCAAAAACCAGGTGAGCCTGACCTGCCTGGTGA
AAGGCTTTTATCCGAGCGATATTGCGGTGGAATGGGAAAGC
AACGGCCAGCCGGAAAACAACTATAAAACCACCCCGCCGG
TGCTGGATAGCGATGGCAGCTTTTTTCTGTATAGCAAACTGA
CCGTGGATAAAAGCCGCTGGCAGCAGGGCAACGTGTTTAG
CTGCAGCGTGATGCATGAAGCGCTGCATAACCATTATACCCA
GAAAAGCCTGAGCCTGAGCCCGGGCAAA

27 B g DIVMTQSPDSLAVSLGERATINCKSSQSVLFSSNNKNYLAWYQ
QKPGQPPKLLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAE
DVAVYYCQQHASAPPTFGGGTK VEIKRTVAAPSVFIFPPSDEQ
LKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTK
SFNRGEC

28 DNA &4% | GACATCGTGATGACCCAGTCTCCAGACTCCCTGGCTGTGTC
TCTGGGCGAGAGGGCCACCATCAACTGCAAGTCCAGCCAG
AGTGTTTTATTCAGCTCCAACAATAAGAACTACTTAGCTTGG
TACCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTCATTTA
CTGGGCATCTACCCGGGAATCCGGGGTCCCTGACCGATTCA
GTGGCAGCGGGTCTGGGACAGATTTCACTCTCACCATCAGC
AGCCTGCAGGCTGAAGATGTGGCAGTTTATTACTGTCAGCA
GCACGCCAGTGCCCCTCCTACTTTTGGCGGAGGGACCAAG
GTTGAGATCAAACGTACGGTGGCCGCTCCCTCCGTGTTCAT
CTTCCCACCCTCCGACGAGCAGCTGAAGTCCGGCACCGCCT
CCGTCGTGTGCCTGCTGAACAACTTCTACCCTCGCGAGGCC
AAAGTGCAGTGGAAAGTGGACAACGCCCTGCAGTCCGGCA
ACTCCCAGGAATCCGTCACCGAGCAGGACTCCAAGGACAG
CACCTACTCCCTGTCCTCCACCCTGACCCTGTCCAAGGCCG
ACTACGAGAAGCACAAAGTGTACGCCTGCGAAGTGACCCA
CCAGGGCCTGTCCAGCCCCGTGACCAAGTCCTTCAACCGG
GGCGAGTGC

51 IL-27 Ab2-B

29 EL EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYSMNWVRQAPG
KGLEWVSSISSSSSYIYYADSVKGRFTISRDNAKNSLYLQMNS
LRAEDTAVYYCARDGGRTSYTATAHNWFDPWGQGTLVTVSS
ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNS
GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVD
HKPSNTKVDKRVESKYGPPCPSCPAPEFLGGPSVFLFPPKPKD
TLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTK
PREEQFNSTYRVVSVLTVLHQDWILNGKEYKCKVSNKGLPSSI
EKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRW
QEGNVFSCSVMHEALHNHYTQKSLSLSLG

30 DNA &= | GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAAGC
CTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTC
ACCTTCAGTAGCTATAGCATGAACTGGGTCCGCCAGGCTCC
AGGGAAGGGGCTGGAGTGGGTCTCATCCATTAGTAGTAGTA
GTAGTTACATATACTACGCAGACTCAGTGAAGGGCCGATTC
ACCATCTCCAGAGACAACGCCAAGAACTCACTGTATCTGCA
AATGAACAGCCTGAGAGCCGAGGACACGGCGGTGTACTAC
TGCGCCAGAGATGGTGGAAGAACGTCCTACACCGCCACAG

892569-1 55187 B » 3t 230 H (FEHH:RAEE)
114105158 FERLE A0101 1142007326-0
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CCCACAATTGGTTCGACCCCTGGGGACAGGGTACATTGGTC
ACCGTCTCCTCAGCTTCCACCAAGGGCCCCTCCGTGTTCCC
TCTGGCCCCTTGCTCCCGGTCCACCTCCGAGTCTACCGCCG
CTCTGGGCTGCCTCGTGAAGGACTACTTCCCCGAGCCCGTG
ACCGTGTCCTGGAACTCTGGCGCCCTGACCTCCGGCGTGCA
CACCTTCCCTGCCGTGCTGCAGTCCTCCGGCCTGTACTCCC
| TGTCCAGCGTCGTGACCGTGCCCTCCTCCAGCCTGGGCACC
AAGACCTACACCTGTAACGTGGACCACAAGCCCTCCAACA
CCAAAGTGGACAAGCGGGTGGAATCTAAGTACGGCCCTCC
CTGCCCTTCCTGCCCTGCCCCTGAGTTCCTGGGCGGACCTT
CCGTGTTCCTGTTCCCTCCAAAGCCCAAGGACACCCTGATG
ATCTCCCGGACCCCTGAAGTGACCTGCGTGGTGGTGGACGT
GTCCCAGGAAGATCCCGAAGTCCAGTTCAATTGGTACGTGG
ACGGCGTGGAAGTGCACAACGCCAAGACCAAGCCCAGAG
AGGAACAGTTCAACTCCACCTACCGGGTGGTGTCCGTGCTG
ACCGTGCTGCACCAGGACTGGCTGAACGGCAAAGAGTACA
AGTGCAAAGTGTCCAACAAGGGCCTGCCCTCCAGCATCGA
AAAGACCATCTCCAAGGCCAAGGGCCAGCCCCGCGAGCCC
CAAGTGTACACCCTGCCTCCCAGCCAGGAAGAGATGACCA
AGAATCAAGTGTCCCTGACTTGTCTGGTCAAGGGCTTCTAC
CCCTCCGATATCGCCGTGGAGTGGGAGTCCAACGGCCAGCC
CGAGAACAACTACAAGACCACCCCTCCCGTGCTGGACTCC
GACGGCTCCTTCTTCCTGTACTCTCGGCTGACCGTGGACAA
GTCCCGGTGGCAGGAAGGCAACGTCTTCTCCTGCTCCGTGA
TGCACGAGGCCCTGCACAACCACTACACCCAGAAGTCCCT

GTCCCTGTCTCTGGGC
Pi IL-27 Ab3-A
31 HCDRI GFTFRSYG
(IMGT)
32 HCDR2 | ISSSSSYI
(IMGT)
33 HCDR3 ARDGGRTSYTATAHNWFDP
(IMGT)
34 HCDRI FTFRSYGMN
(NT)
35 HCDR2 SISSSSSYIYYADSVKG
(NT)
36 HCDR3 ARDGGRTSYTATAHNWFDP
(NT)

37 VH EVQLVESGGGLVKPGGSLRLSCAASGFTFRSYGMNWVRQAP
GKGLEWVSSISSSSSYIY YADSVKGRFTISRDNAKNSLYLOQMN
SLRAEDTAVYYCARDGGRTSYTATAHNWFDPWGQGTLVTVS
S

38 DNAVH | GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAAGC
CTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTC
ACCTTCCGGAGCTATGGGATGAACTGGGTCCGCCAGGCTCC
AGGGAAGGGGCTGGAGTGGGTCTCATCCATTAGTAGTAGTA
GTAGTTACATATACTACGCAGACTCAGTGAAGGGCCGATTC
ACCATCTCCAGAGACAACGCCAAGAACTCACTGTATCTGCA
AATGAACAGCCTGAGAGCCGAGGACACGGCGGTGTACTAC
TGCGCCAGAGATGGTGGAAGAACGTCCTACACCGCCACAG

892569-1 55188 B » 3t 230 H (IR E)
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CCCACAATTGGTTCGACCCCTGGGGACAGGGTACATTGGTC

ACCGTCTCCTCA

39 LCDRI | QSVLFSSNNKNY

(IMGT)
40 LCDR2 | WAS

(MGT)
41 LCDR3 | QQUASAPPT

(IMGT)
42 LCDR1 | KSSQSVLFSSNNKNYLA

(NT)
43 LCDR2 | WASTRES

(NT)
44 LCDR3 | QQHASAPPT

(INT)
45 VL DIVMTQSPDSLAVSLGERATINCKSSQSVLFSSNNKNYLAWYQ

QKPGQPPKLLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAE
DVAVYYCQQHASAPPTFGGGTK VEIK

46 DNAVL | GACATCGTGATGACCCAGTCTCCAGACTCCCTGGCTGTGTC
TCTGGGCGAGAGGGCCACCATCAACTGCAAGTCCAGCCAG
AGTGTTTTATTCAGCTCCAACAATAAGAACTACTTAGCTTGG
TACCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTCATTTA
CTGGGCATCTACCCGGGAATCCGGGGTCCCTGACCGATTCA
GTGGCAGCGGGTCTGGGACAGATTTCACTCTCACCATCAGC
AGCCTGCAGGCTGAAGATGTGGCAGTTTATTACTGTCAGCA
GCACGCCAGTGCCCCTCCTACTTTTGGCGGAGGGACCAAG
GTTGAGATCAAA

47 E EVQLVESGGGLVKPGGSLRLSCAASGFTFRSYGMNWVRQAP
GKGLEWVSSISSSSSYTY YADSVKGRFTISRDNAKNSLY LOMN
SLRAEDTAVYYCARDGGRTSYTATAHNWFDPWGQGTLVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWN
SGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVN
HKPSNTKVDKKVEPK SCDK THTCPPCPAPELLGGPSVFLEPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNA
KTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKAL
PAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGF
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

48 DNA &5 | GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAAGC
CTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTC
ACCTTCCGGAGCTATGGGATGAACTGGGTCCGCCAGGCTCC
AGGGAAGGGGCTGGAGTGGGTCTCATCCATTAGTAGTAGTA
GTAGTTACATATACTACGCAGACTCAGTGAAGGGCCGATTC
ACCATCTCCAGAGACAACGCCAAGAACTCACTGTATCTGCA
AATGAACAGCCTGAGAGCCGAGGACACGGCGGTGTACTAC
TGCGCCAGAGATGGTGGAAGAACGTCCTACACCGCCACAG
CCCACAATTGGTTCGACCCCTGGGGACAGGGTACATTGGTC
ACCGTCTCCTCAGCGAGCACCAAAGGCCCGAGCGTGTTTC
CGCTGGCGCCGAGCAGCAAAAGCACCAGCGGCGGCACCGC
GGCGCTGGGCTGCCTGGTGAAAGATTATTTTCCGGAACCGG
TGACCGTGAGCTGGAACAGCGGCGCGCTGACCAGCGGCGT
GCATACCTTTCCGGCGGTGCTGCAGAGCAGCGGCCTGTATA
GCCTGAGCAGCGTGGTGACCGTGCCGAGCAGCAGCCTGGG
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CACCCAGACCTATATTTGCAACGTGAACCATAAACCGAGCA
ACACCAAAGTGGATAAAAAAGTGGAACCGAAAAGCTGCGA
TAAAACCCATACCTGCCCGCCGTGCCCGGCGCCGGAACTGC
TGGGCGGCCCGAGCGTGTTTCTGTTTCCGCCGAAACCGAA
AGATACCCTGATGATTAGCCGCACCCCGGAAGTGACCTGCG
TGGTGGTGGATGTGAGCCATGAAGATCCGGAAGTGAAATTT
AACTGGTATGTGGATGGCGTGGAAGTGCATAACGCGAAAAC
CAAACCGCGCGAAGAACAGTATAACAGCACCTATCGCGTG
GTGAGCGTGCTGACCGTGCTGCATCAGGATTGGCTGAACGG
CAAAGAATATAAATGCAAAGTGAGCAACAAAGCGCTGCCG
GCGCCGATTGAAAAAACCATTAGCAAAGCGAAAGGCCAGC
CGCGCGAACCGCAGGTGTATACCCTGCCGCCGAGCCGCGAT
GAACTGACCAAAAACCAGGTGAGCCTGACCTGCCTGGTGA
AAGGCTTTTATCCGAGCGATATTGCGGTGGAATGGGAAAGC
AACGGCCAGCCGGAAAACAACTATAAAACCACCCCGCCGG
TGCTGGATAGCGATGGCAGCTTTTTTCTGTATAGCAAACTGA
CCGTGGATAAAAGCCGCTGGCAGCAGGGCAACGTGTTTAG
CTGCAGCGTGATGCATGAAGCGCTGCATAACCATTATACCCA
GAAAAGCCTGAGCCTGAGCCCGGGCAAA

49 R DIVMTQSPDSLAVSLGERATINCKSSQSVLFSSNNKNYLAWYQ
QKPGQPPKLLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAE
DVAVYYCQQHASAPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQ
LKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTK
SFNRGEC

50 DNA i&## | GACATCGTGATGACCCAGTCTCCAGACTCCCTGGCTGTGTC
TCTGGGCGAGAGGGCCACCATCAACTGCAAGTCCAGCCAG
AGTGTTTTATTCAGCTCCAACAATAAGAACTACTTAGCTTGG
TACCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTCATTTA
CTGGGCATCTACCCGGGAATCCGGGGTCCCTGACCGATTCA
GTGGCAGCGGGTCTGGGACAGATTTCACTCTCACCATCAGC
AGCCTGCAGGCTGAAGATGTGGCAGTTTATTACTGTCAGCA
GCACGCCAGTGCCCCTCCTACTTTTGGCGGAGGGACCAAG
GTTGAGATCAAACGTACGGTGGCCGCTCCCTCCGTGTTCAT
CTTCCCACCCTCCGACGAGCAGCTGAAGTCCGGCACCGCCT
CCGTCGTGTGCCTGCTGAACAACTTCTACCCTCGCGAGGCC
AAAGTGCAGTGGAAAGTGGACAACGCCCTGCAGTCCGGCA
ACTCCCAGGAATCCGTCACCGAGCAGGACTCCAAGGACAG
CACCTACTCCCTGTCCTCCACCCTGACCCTGTCCAAGGCCG
ACTACGAGAAGCACAAAGTGTACGCCTGCGAAGTGACCCA
CCAGGGCCTGTCCAGCCCCGTGACCAAGTCCTTCAACCGG
GGCGAGTGC

b1 IL-27 Ab3-B

51 B EVQLVESGGGLVKPGGSLRLSCAASGFTFRSYGMNWVRQAP
GKGLEWVSSISSSSSYIYYADSVKGRFTISRDNAKNSLYLQMN
SLRAEDTAVYYCARDGGRTSYTATAHNWFDPWGQGTLVTVS
SASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWN
SGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNV
DHKPSNTKVDKRVESKYGPPCPSCPAPEFLGGPSVFLFPPKPK
DTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKT
KPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSS
IEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYP
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SDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRW
QEGNVFSCSVMHEALHNHYTQKSLSLSLG

52 DNA &E## | GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAAGC
CTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTC
ACCTTCCGGAGCTATGGGATGAACTGGGTCCGCCAGGCTCC
AGGGAAGGGGCTGGAGTGGGTCTCATCCATTAGTAGTAGTA
GTAGTTACATATACTACGCAGACTCAGTGAAGGGCCGATTC
ACCATCTCCAGAGACAACGCCAAGAACTCACTGTATCTGCA
AATGAACAGCCTGAGAGCCGAGGACACGGCGGTGTACTAC
TGCGCCAGAGATGGTGGAAGAACGTCCTACACCGCCACAG
CCCACAATTGGTTCGACCCCTGGGGACAGGGTACATTGGTC
ACCGTCTCCTCAGCTTCCACCAAGGGCCCCTCCGTGTTCCC
TCTGGCCCCTTGCTCCCGGTCCACCTCCGAGTCTACCGCCG
CTCTGGGCTGCCTCGTGAAGGACTACTTCCCCGAGCCCGTG
ACCGTGTCCTGGAACTCTGGCGCCCTGACCTCCGGCGTGCA
CACCTTCCCTGCCGTGCTGCAGTCCTCCGGCCTGTACTCCC
TGTCCAGCGTCGTGACCGTGCCCTCCTCCAGCCTGGGCACC
AAGACCTACACCTGTAACGTGGACCACAAGCCCTCCAACA
CCAAAGTGGACAAGCGGGTGGAATCTAAGTACGGCCCTCC
CTGCCCTTCCTGCCCTGCCCCTGAGTTCCTGGGCGGACCTT
CCGTGTTCCTGTTCCCTCCAAAGCCCAAGGACACCCTGATG
ATCTCCCGGACCCCTGAAGTGACCTGCGTGGTGGTGGACGT
GTCCCAGGAAGATCCCGAAGTCCAGTTCAATTGGTACGTGG
ACGGCGTGGAAGTGCACAACGCCAAGACCAAGCCCAGAG
AGGAACAGTTCAACTCCACCTACCGGGTGGTGTCCGTGCTG
ACCGTGCTGCACCAGGACTGGCTGAACGGCAAAGAGTACA
AGTGCAAAGTGTCCAACAAGGGCCTGCCCTCCAGCATCGA
AAAGACCATCTCCAAGGCCAAGGGCCAGCCCCGCGAGCCC
CAAGTGTACACCCTGCCTCCCAGCCAGGAAGAGATGACCA
AGAATCAAGTGTCCCTGACTTGTCTGGTCAAGGGCTTCTAC
CCCTCCGATATCGCCGTGGAGTGGGAGTCCAACGGCCAGCC
CGAGAACAACTACAAGACCACCCCTCCCGTGCTGGACTCC
GACGGCTCCTTCTTCCTGTACTCTCGGCTGACCGTGGACAA
GTCCCGGTGGCAGGAAGGCAACGTCTTCTCCTGCTCCGTGA
TGCACGAGGCCCTGCACAACCACTACACCCAGAAGTCCCT

GTCCCTGTCTCTGGGC
Hi IL-27 Ab4-A
53 HCDR1 GFTFSRTG
(IMGT)
54 HCDR2 ISSSSSYI
(IMGT)
55 HCDR3 ARDGGRTSYTATAHNWEFDP
(IMGT)
56 HCDR1 FTFSRTGMN
(NT)
57 HCDR2 SISSSSSYIYYADSVKG
(NT)
58 HCDR3 ARDGGRTSYTATAHNWFDP
(NT)

59 VH EVQLVESGGGLVKPGGSILRLSCAASGFTFSRTGMNWVRQAPG
KGLEWVSSISSSSSYIYYADSVKGRFTISRDNAKNSLYLQMNS
LRAEDTAVYYCARDGGRTSYTATAHNWFDPWGQGTLVTVSS
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60 DNAVH | GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAAGC
CTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTC
ACCTTCAGTAGGACTGGGATGAACTGGGTCCGCCAGGCTCC
AGGGAAGGGGCTGGAATGGGTCTCATCCATTAGTAGTAGTA
GTAGTTACATATACTACGCAGACTCAGTGAAGGGCCGATTC
ACCATCTCCAGAGACAACGCCAAGAACTCACTGTATCTGCA
AATGAACAGCCTGAGAGCCGAGGACACGGCGGTGTACTAC
TGCGCCAGAGATGGTGGAAGAACGTCCTACACCGCCACAG
CCCACAATTGGTTCGACCCCTGGGGACAGGGTACATTGGTC

ACCGTCTCCTCA

61 LCDR1 | QSVLFSSNNKNY

(IMGT)
62 LCDR2 | WAS

(IMGT)
63 LCDR3 | QQHASAPPT

(IMGT)
64 LCDR1 | KSSQSVLFSSNNKNYLA

(NT)
65 LCDR2 | WASTRES

(NT)
66 LCDR3 | QQHASAPPT

(NT)
67 VL DIVMTQSPDSLAVSLGERATINCKSSQSVLFSSNNKNYLAWYQ

QKPGQPPKLLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAE
DVAVYYCQQHASAPPTFGGGTKVEIK

68 DNAVL | GACATCGTGATGACCCAGTCTCCAGACTCCCTGGCTGTGTC
TCTGGGCGAGAGGGCCACCATCAACTGCAAGTCCAGCCAG
AGTGTTTTATTCAGCTCCAACAATAAGAACTACTTAGCTTGG
TACCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTCATTTA
CTGGGCATCTACCCGGGAATCCGGGGTCCCTGACCGATTCA
GTGGCAGCGGGTCTGGGACAGATTTCACTCTCACCATCAGC
AGCCTGCAGGCTGAAGATGTGGCAGTTTATTACTGTCAGCA
GCACGCCAGTGCCCCTCCTACTTTTGGCGGAGGGACCAAG
GTTGAGATCAAA

69 B EVQLVESGGGLVKPGGSLRLSCAASGFTFSRTGMNWVRQAPG
KGLEWVSSISSSSSYIYYADSVKGRFTISRDNAKNSLYLQMNS
LRAEDTAVYYCARDGGRTSYTATAHNWFDPWGQGTLVTVSS
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNS
GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNH
KPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKP
KDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAK
TKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALP
APIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFY
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSR
WQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

70 DNA &Ej# | GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAAGC
CTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTC
ACCTTCAGTAGGACTGGGATGAACTGGGTCCGCCAGGCTCC
AGGGAAGGGGCTGGAATGGGTCTCATCCATTAGTAGTAGTA
GTAGTTACATATACTACGCAGACTCAGTGAAGGGCCGATTC
ACCATCTCCAGAGACAACGCCAAGAACTCACTGTATCTGCA
AATGAACAGCCTGAGAGCCGAGGACACGGCGGTGTACTAC
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TGCGCCAGAGATGGTGGAAGAACGTCCTACACCGCCACAG
CCCACAATTGGTTCGACCCCTGGGGACAGGGTACATTGGTC
ACCGTCTCCTCAGCGAGCACCAAAGGCCCGAGCGTGTTTC
CGCTGGCGCCGAGCAGCAAAAGCACCAGCGGCGGCACCGC
GGCGCTGGGCTGCCTGGTGAAAGATTATTTTCCGGAACCGG
TGACCGTGAGCTGGAACAGCGGCGCGCTGACCAGCGGCGT
GCATACCTTTCCGGCGGTGCTGCAGAGCAGCGGCCTGTATA
GCCTGAGCAGCGTGGTGACCGTGCCGAGCAGCAGCCTGGG
CACCCAGACCTATATTTGCAACGTGAACCATAAACCGAGCA
ACACCAAAGTGGATAAAAAAGTGGAACCGAAAAGCTGCGA
TAAAACCCATACCTGCCCGCCGTGCCCGGCGCCGGAACTGC
TGGGCGGCCCGAGCGTGTTTCTGTTTCCGCCGAAACCGAA
AGATACCCTGATGATTAGCCGCACCCCGGAAGTGACCTGCG
TGGTGGTGGATGTGAGCCATGAAGATCCGGAAGTGAAATTT
AACTGGTATGTGGATGGCGTGGAAGTGCATAACGCGAAAAC
CAAACCGCGCGAAGAACAGTATAACAGCACCTATCGCGTG
GTGAGCGTGCTGACCGTGCTGCATCAGGATTGGCTGAACGG
CAAAGAATATAAATGCAAAGTGAGCAACAAAGCGCTGCCG
GCGCCGATTGAAAAAACCATTAGCAAAGCGAAAGGCCAGC
CGCGCGAACCGCAGGTGTATACCCTGCCGCCGAGCCGCGAT
GAACTGACCAAAAACCAGGTGAGCCTGACCTGCCTGGTGA
AAGGCTTTTATCCGAGCGATATTGCGGTGGAATGGGAAAGC
AACGGCCAGCCGGAAAACAACTATAAAACCACCCCGCCGG
TGCTGGATAGCGATGGCAGCTTTTTTCTGTATAGCAAACTGA
CCGTGGATAAAAGCCGCTGGCAGCAGGGCAACGTGTTTAG
CTGCAGCGTGATGCATGAAGCGCTGCATAACCATTATACCCA
GAAAAGCCTGAGCCTGAGCCCGGGCAAA

71 R DIVMTQSPDSLAVSLGERATINCKSSQSVLFSSNNKNYLAWYQ
QKPGQPPKLLITYWASTRESGVPDRFSGSGSGTDFTLTISSLQAE
DVAVYYCQQHASAPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQ
LKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTK
SFNRGEC

72 DNA #&5# | GACATCGTGATGACCCAGTCTCCAGACTCCCTGGCTGTGTC
TCTGGGCGAGAGGGCCACCATCAACTGCAAGTCCAGCCAG
AGTGTTTTATTCAGCTCCAACAATAAGAACTACTTAGCTTGG
TACCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTCATTTA
CTGGGCATCTACCCGGGAATCCGGGGTCCCTGACCGATTCA
GTGGCAGCGGGTCTGGGACAGATTTCACTCTCACCATCAGC
AGCCTGCAGGCTGAAGATGTGGCAGTTTATTACTGTCAGCA
GCACGCCAGTGCCCCTCCTACTTTTGGCGGAGGGACCAAG
GTTGAGATCAAACGTACGGTGGCCGCTCCCTCCGTGTTCAT
CTTCCCACCCTCCGACGAGCAGCTGAAGTCCGGCACCGCCT
CCGTCGTGTGCCTGCTGAACAACTTCTACCCTCGCGAGGCC
AAAGTGCAGTGGAAAGTGGACAACGCCCTGCAGTCCGGCA
ACTCCCAGGAATCCGTCACCGAGCAGGACTCCAAGGACAG
CACCTACTCCCTGTCCTCCACCCTGACCCTGTCCAAGGCCG
ACTACGAGAAGCACAAAGTGTACGCCTGCGAAGTGACCCA
CCAGGGCCTGTCCAGCCCCGTGACCAAGTCCTTCAACCGG
GGCGAGTGC

Pt IL-27 Ab4-B
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73 EHl EVQLVESGGGLVKPGGSLRLSCAASGFTFSRTGMNWVRQAPG
KGLEWVSSISSSSSYIYYADSVKGRFTISRDNAKNSLYLQMNS
LRAEDTAVYYCARDGGRTSYTATAHNWFDPWGQGTLVTVSS
ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNS
GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVD
HKPSNTKVDKRVESKYGPPCPSCPAPEFLGGPSVFLFPPKPKD
TLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTK
PREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSI
EKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRW
QEGNVFSCSVMHEALHNHYTQKSLSLSLG

74 DNA E#f | GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAAGC
CTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTC
ACCTTCAGTAGGACTGGGATGAACTGGGTCCGCCAGGCTCC
AGGGAAGGGGCTGGAATGGGTCTCATCCATTAGTAGTAGTA
GTAGTTACATATACTACGCAGACTCAGTGAAGGGCCGATTC
ACCATCTCCAGAGACAACGCCAAGAACTCACTGTATCTGCA
AATGAACAGCCTGAGAGCCGAGGACACGGCGGTGTACTAC
TGCGCCAGAGATGGTGGAAGAACGTCCTACACCGCCACAG
CCCACAATTGGTTCGACCCCTGGGGACAGGGTACATTGGTC
ACCGTCTCCTCAGCTTCCACCAAGGGCCCCTCCGTGTTCCC
TCTGGCCCCTTGCTCCCGGTCCACCTCCGAGTCTACCGCCG
CTCTGGGCTGCCTCGTGAAGGACTACTTCCCCGAGCCCGTG
ACCGTGTCCTGGAACTCTGGCGCCCTGACCTCCGGCGTGCA
CACCTTCCCTGCCGTGCTGCAGTCCTCCGGCCTGTACTCCC
TGTCCAGCGTCGTGACCGTGCCCTCCTCCAGCCTGGGCACC
AAGACCTACACCTGTAACGTGGACCACAAGCCCTCCAACA
CCAAAGTGGACAAGCGGGTGGAATCTAAGTACGGCCCTCC
CTGCCCTTCCTGCCCTGCCCCTGAGTTCCTGGGCGGACCTT
CCGTGTTCCTGTTCCCTCCAAAGCCCAAGGACACCCTGATG
ATCTCCCGGACCCCTGAAGTGACCTGCGTGGTGGTGGACGT
GTCCCAGGAAGATCCCGAAGTCCAGTTCAATTGGTACGTGG
ACGGCGTGGAAGTGCACAACGCCAAGACCAAGCCCAGAG
AGGAACAGTTCAACTCCACCTACCGGGTGGTGTCCGTGCTG
ACCGTGCTGCACCAGGACTGGCTGAACGGCAAAGAGTACA
AGTGCAAAGTGTCCAACAAGGGCCTGCCCTCCAGCATCGA
AAAGACCATCTCCAAGGCCAAGGGCCAGCCCCGCGAGCCC
CAAGTGTACACCCTGCCTCCCAGCCAGGAAGAGATGACCA
AGAATCAAGTGTCCCTGACTTGTCTGGTCAAGGGCTTCTAC
CCCTCCGATATCGCCGTGGAGTGGGAGTCCAACGGCCAGCC
CGAGAACAACTACAAGACCACCCCTCCCGTGCTGGACTCC
GACGGCTCCTTCTTCCTGTACTCTCGGCTGACCGTGGACAA
GTCCCGGTGGCAGGAAGGCAACGTCTTCTCCTGCTCCGTGA
TGCACGAGGCCCTGCACAACCACTACACCCAGAAGTCCCT

GTCCCTGTCTCTGGGC
Pt IL-27 Ab5-A
75 HCDRI1 GFTFSRYG
(IMGT)
76 HCDR2 ISSSSAYI
(IMGT)
77 HCDR3 ARDGGRTSYTATAHNWEFDP
(IMGT)
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78 HCDR1 | FTFSRYGMN
(NT)
79 HCDR2 | SISSSSAYILYADSVKG
(NT)
80 HCDR3 | ARDGGRTSYTATAHNWFDP
(NT)
81 VH EVQLVESGGGLVKPGGSLRLSCAASGFTFSRYGMNWVRQAP

GKGLEWYVSSISSSSAYILYADSVKGRFTISRDNAKNSLYLQMN
SLRAEDTAVYYCARDGGRTSYTATAHNWFDPWGQGTLVTVS
S

82 DNAVH | GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAAGC
CTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTC
ACCTTCAGTAGGTATGGGATGAACTGGGTCCGCCAGGCTCC
AGGGAAGGGGCTGGAGTGGGTCTCATCCATTAGTAGTAGTA
GTGCTTACATACTGTACGCAGACTCAGTGAAGGGCCGATTC
ACCATCTCCAGAGACAACGCCAAGAACTCACTGTATCTGCA
AATGAACAGCCTGAGAGCCGAGGACACGGCGGTGTACTAC
TGCGCCAGAGATGGTGGAAGAACGTCCTACACCGCCACAG
CCCACAATTGGTTCGACCCCTGGGGACAGGGTACATTGGTC

ACCGTCTCCTCA

83 LCDRI | QSVLFSSNNKNY

(IMGT)
84 LCDR2 | WAS

(IMGT)
85 LCDR3 | QQHASAPPT

(IMGT)
86 LCDR1 | KSSQSVLFSSNNKNYLA

(NT)
87 LCDR2 | WASTRES

(NT)
88 LCDR3 | QQHASAPPT

(NT)
89 VL DIVMTQSPDSLAVSLGERATINCKSSQSVLFSSNNKNYLAWYQ

QKPGQPPKLLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAE
DVAVYYCQQHASAPPTFGGGTKVEIK

90 DNA VL | GACATCGTGATGACCCAGTCTCCAGACTCCCTGGCTGTGTC
TCTGGGCGAGAGGGCCACCATCAACTGCAAGTCCAGCCAG
AGTGTTTTATTCAGCTCCAACAATAAGAACTACTTAGCTTGG
TACCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTCATTTA
CTGGGCATCTACCCGGGAATCCGGGGTCCCTGACCGATTCA
GTGGCAGCGGGTCTGGGACAGATTTCACTCTCACCATCAGC
AGCCTGCAGGCTGAAGATGTGGCAGTTTATTACTGTCAGCA
GCACGCCAGTGCCCCTCCTACTTTTGGCGGAGGGACCAAG
GTTGAGATCAAA

91 i EVQLVESGGGLVKPGGSLRLSCAASGFTFSRYGMNWVRQAP
GKGLEWVSSISSSSAYILYADSVKGRFTISRDNAKNSLYLQMN
SLRAEDTAVYYCARDGGRTSYTATAHNWFDPWGQGTLVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWN
SGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVN
HKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNA
KTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKAL
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PAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGF
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

92 DNA Ef# | GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAAGC
CTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTC
ACCTTCAGTAGGTATGGGATGAACTGGGTCCGCCAGGCTCC
AGGGAAGGGGCTGGAGTGGGTCTCATCCATTAGTAGTAGTA
GTGCTTACATACTGTACGCAGACTCAGTGAAGGGCCGATTC
ACCATCTCCAGAGACAACGCCAAGAACTCACTGTATCTGCA
AATGAACAGCCTGAGAGCCGAGGACACGGCGGTGTACTAC
TGCGCCAGAGATGGTGGAAGAACGTCCTACACCGCCACAG
CCCACAATTGGTTCGACCCCTGGGGACAGGGTACATTGGTC
ACCGTCTCCTCAGCGAGCACCAAAGGCCCGAGCGTGTTTC
CGCTGGCGCCGAGCAGCAAAAGCACCAGCGGCGGCACCGC
GGCGCTGGGCTGCCTGGTGAAAGATTATTTTCCGGAACCGG
TGACCGTGAGCTGGAACAGCGGCGCGCTGACCAGCGGCGT
GCATACCTTTCCGGCGGTGCTGCAGAGCAGCGGCCTGTATA
GCCTGAGCAGCGTGGTGACCGTGCCGAGCAGCAGCCTGGG
CACCCAGACCTATATTTGCAACGTGAACCATAAACCGAGCA
ACACCAAAGTGGATAAAAAAGTGGAACCGAAAAGCTGCGA
TAAAACCCATACCTGCCCGCCGTGCCCGGCGCCGGAACTGC
TGGGCGGCCCGAGCGTGTTTCTGTTTCCGCCGAAACCGAA
AGATACCCTGATGATTAGCCGCACCCCGGAAGTGACCTGCG
TGGTGGTGGATGTGAGCCATGAAGATCCGGAAGTGAAATTT
AACTGGTATGTGGATGGCGTGGAAGTGCATAACGCGAAAAC
CAAACCGCGCGAAGAACAGTATAACAGCACCTATCGCGTG
GTGAGCGTGCTGACCGTGCTGCATCAGGATTGGCTGAACGG
CAAAGAATATAAATGCAAAGTGAGCAACAAAGCGCTGCCG
GCGCCGATTGAAAAAACCATTAGCAAAGCGAAAGGCCAGC
CGCGCGAACCGCAGGTGTATACCCTGCCGCCGAGCCGCGAT
GAACTGACCAAAAACCAGGTGAGCCTGACCTGCCTGGTGA
AAGGCTTTTATCCGAGCGATATTGCGGTGGAATGGGAAAGC
AACGGCCAGCCGGAAAACAACTATAAAACCACCCCGCCGG
TGCTGGATAGCGATGGCAGCTTTTTTCTGTATAGCAAACTGA
CCGTGGATAAAAGCCGCTGGCAGCAGGGCAACGTGTTTAG
CTGCAGCGTGATGCATGAAGCGCTGCATAACCATTATACCCA
GAAAAGCCTGAGCCTGAGCCCGGGCAAA

93 R DIVMTQSPDSLAVSLGERATINCKSSQSVLFSSNNKNYLAWYQ
QKPGQPPKLLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAE
DVAVYYCQQHASAPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQ
LKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTK
SFNRGEC

94 DNA &g | GACATCGTGATGACCCAGTCTCCAGACTCCCTGGCTGTGTC
TCTGGGCGAGAGGGCCACCATCAACTGCAAGTCCAGCCAG
AGTGTTTTATTCAGCTCCAACAATAAGAACTACTTAGCTTGG
TACCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTCATTTA
CTGGGCATCTACCCGGGAATCCGGGGTCCCTGACCGATTCA
GTGGCAGCGGGTCTGGGACAGATTTCACTCTCACCATCAGC
AGCCTGCAGGCTGAAGATGTGGCAGTTTATTACTGTCAGCA
GCACGCCAGTGCCCCTCCTACTTTTGGCGGAGGGACCAAG
GTTGAGATCAAACGTACGGTGGCCGCTCCCTCCGTGTTCAT
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CTTCCCACCCTCCGACGAGCAGCTGAAGTCCGGCACCGCCT
CCGTCGTGTGCCTGCTGAACAACTTCTACCCTCGCGAGGCC
AAAGTGCAGTGGAAAGTGGACAACGCCCTGCAGTCCGGCA
ACTCCCAGGAATCCGTCACCGAGCAGGACTCCAAGGACAG
CACCTACTCCCTGTCCTCCACCCTGACCCTGTCCAAGGCCG
ACTACGAGAAGCACAAAGTGTACGCCTGCGAAGTGACCCA
CCAGGGCCTGTCCAGCCCCGTGACCAAGTCCTTCAACCGG
GGCGAGTGC

i IL-27 Ab5-B

95 L EVQLVESGGGLVKPGGSLRLSCAASGFTFSRYGMNWVRQAP
GKGLEWVSSISSSSAYILYADSVKGRFTISRDNAKNSLYLQMN
SLRAEDTAVYYCARDGGRTSYTATAHNWFDPWGQGTLVTVS
SASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWN
SGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNV
DHKPSNTK VDKRVESK YGPPCPSCPAPEFLGGPSVFLFPPKPK
DTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKT
KPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSS
IEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYP
SDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRW
QEGNVFSCSVMHEALHNHYTQKSLSLSLG

96 DNA &§# | GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAAGC
CTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTC
ACCTTCAGTAGGTATGGGATGAACTGGGTCCGCCAGGCTCC
AGGGAAGGGGCTGGAGTGGGTCTCATCCATTAGTAGTAGTA
GTGCTTACATACTGTACGCAGACTCAGTGAAGGGCCGATTC
ACCATCTCCAGAGACAACGCCAAGAACTCACTGTATCTGCA
AATGAACAGCCTGAGAGCCGAGGACACGGCGGTGTACTAC
TGCGCCAGAGATGGTGGAAGAACGTCCTACACCGCCACAG
CCCACAATTGGTTCGACCCCTGGGGACAGGGTACATTGGTC
ACCGTCTCCTCAGCTTCCACCAAGGGCCCCTCCGTGTTCCC
TCTGGCCCCTTGCTCCCGGTCCACCTCCGAGTCTACCGCCG
CTCTGGGCTGCCTCGTGAAGGACTACTTCCCCGAGCCCGTG
ACCGTGTCCTGGAACTCTGGCGCCCTGACCTCCGGCGTGCA
CACCTTCCCTGCCGTGCTGCAGTCCTCCGGCCTGTACTCCC
TGTCCAGCGTCGTGACCGTGCCCTCCTCCAGCCTGGGCACC
AAGACCTACACCTGTAACGTGGACCACAAGCCCTCCAACA
CCAAAGTGGACAAGCGGGTGGAATCTAAGTACGGCCCTCC
CTGCCCTTCCTGCCCTGCCCCTGAGTTCCTGGGCGGACCTT
CCGTGTTCCTGTTCCCTCCAAAGCCCAAGGACACCCTGATG
ATCTCCCGGACCCCTGAAGTGACCTGCGTGGTGGTGGACGT
GTCCCAGGAAGATCCCGAAGTCCAGTTCAATTGGTACGTGG
ACGGCGTGGAAGTGCACAACGCCAAGACCAAGCCCAGAG
AGGAACAGTTCAACTCCACCTACCGGGTGGTGTCCGTGCTG
ACCGTGCTGCACCAGGACTGGCTGAACGGCAAAGAGTACA
AGTGCAAAGTGTCCAACAAGGGCCTGCCCTCCAGCATCGA
AAAGACCATCTCCAAGGCCAAGGGCCAGCCCCGCGAGCCC
CAAGTGTACACCCTGCCTCCCAGCCAGGAAGAGATGACCA
AGAATCAAGTGTCCCTGACTTGTCTGGTCAAGGGCTTCTAC
CCCTCCGATATCGCCGTGGAGTGGGAGTCCAACGGCCAGCC
CGAGAACAACTACAAGACCACCCCTCCCGTGCTGGACTCC
GACGGCTCCTTCTTCCTGTACTCTCGGCTGACCGTGGACAA
GTCCCGGTGGCAGGAAGGCAACGTCTTCTCCTGCTCCGTGA
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TGCACGAGGCCCTGCACAACCACTACACCCAGAAGTCCCT
GTCCCTGTCTCTGGGC
51 IL-27 Ab6-A
97 HCDR1 | GFTFASYG
(IMGT)
98 HCDR2 | ISSSSSYI
(IMGT)
99 HCDR3 | ARDGGRTSYTATAHNWFDP
(IMGT)
100 HCDR1 | FTFASYGMN
(NT)
101 HCDR2 | SISSSSSYIYYADSVKG
(NT)
102 HCDR3 | ARDGGRTSYTATAHNWEFDP
(NT)
103 VH EVQLVESGGGLVKPGGSLRLSCAASGFTFASYGMNWVRQAP
GKGLEWVSSISSSSSYTY YADSVKGRFTISRDNAKNSLYLQMN
SLRAEDTAVYYCARDGGRTSYTATAHNWFDPWGQGTLVTVS
S
104 DNAVH | GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAAGC
CTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTC
ACCTTCGCTAGCTATGGGATGAACTGGGTCCGCCAGGCTCC
AGGGAAGGGGCTGGAGTGGGTCTCATCCATTAGTAGTTCTA
GTAGTTACATATACTACGCAGACTCAGTGAAGGGCCGATTC
ACCATCTCCAGAGACAACGCCAAGAACTCACTGTATCTGCA
AATGAACAGCCTGAGAGCCGAGGACACGGCGGTGTACTAC
TGCGCCAGAGATGGTGGAAGAACGTCCTACACCGCCACAG
CCCACAATTGGTTCGACCCCTGGGGACAGGGTACATTGGTC
ACCGTCTCCTCA
105 LCDR1 | QSVLFSSNNKNY
(IMGT)

106 LCDR2 | WAS
(IMGT)

107 LCDR3 | QQHASAPPT
(IMGT)

108 LCDR1 | KSSQSVLFSSNNKNYLA
(NT)

109 LCDR2 | WASTRES
(NT)

110 LCDR3 | QQHASAPPT
(NT)

111 VL DIVMTQSPDSLAVSLGERATINCKSSQSVLFSSNNKNYLAWYQ
QKPGQPPKLLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAE
DVAVY YCQQHASAPPTFGGGTKVEIK

112 DNAVL | GACATCGTGATGACCCAGTCTCCAGACTCCCTGGCTGTGTC
TCTGGGCGAGAGGGCCACCATCAACTGCAAGTCCAGCCAG
AGTGTTTTATTCAGCTCCAACAATAAGAACTACTTAGCTTGG
TACCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTCATTTA
CTGGGCATCTACCCGGGAATCCGGGGTCCCTGACCGATTCA
GTGGCAGCGGGTCTGGGACAGATTTCACTCTCACCATCAGC
AGCCTGCAGGCTGAAGATGTGGCAGTTTATTACTGTCAGCA
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GCACGCCAGTGCCCCTCCTACTTTTGGCGGAGGGACCAAG
GTTGAGATCAAA

113 B EVQLVESGGGLVKPGGSLRLSCAASGFTFASYGMNWVRQAP
GKGLEWVSSISSSSSYIY YADSVKGRFTISRDNAKNSLYLQMN
SLRAEDTAVYYCARDGGRTSYTATAHNWFDPWGQGTLVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWN
SGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVN
HKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNA
KTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKAL
PAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGF
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

114 DNA F# | GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAAGC
CTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTC
ACCTTCGCTAGCTATGGGATGAACTGGGTCCGCCAGGCTCC
AGGGAAGGGGCTGGAGTGGGTCTCATCCATTAGTAGTTCTA
GTAGTTACATATACTACGCAGACTCAGTGAAGGGCCGATTC
ACCATCTCCAGAGACAACGCCAAGAACTCACTGTATCTGCA
AATGAACAGCCTGAGAGCCGAGGACACGGCGGTGTACTAC
TGCGCCAGAGATGGTGGAAGAACGTCCTACACCGCCACAG
CCCACAATTGGTTCGACCCCTGGGGACAGGGTACATTGGTC
ACCGTCTCCTCAGCGAGCACCAAAGGCCCGAGCGTGTTTC
CGCTGGCGCCGAGCAGCAAAAGCACCAGCGGCGGCACCGC
GGCGCTGGGCTGCCTGGTGAAAGATTATTTTCCGGAACCGG
TGACCGTGAGCTGGAACAGCGGCGCGCTGACCAGCGGCGT
GCATACCTTTCCGGCGGTGCTGCAGAGCAGCGGCCTGTATA
GCCTGAGCAGCGTGGTGACCGTGCCGAGCAGCAGCCTGGG
CACCCAGACCTATATTTGCAACGTGAACCATAAACCGAGCA
ACACCAAAGTGGATAAAAAAGTGGAACCGAAAAGCTGCGA
TAAAACCCATACCTGCCCGCCGTGCCCGGCGCCGGAACTGC
TGGGCGGCCCGAGCGTGTTTCTGTTTCCGCCGAAACCGAA
AGATACCCTGATGATTAGCCGCACCCCGGAAGTGACCTGCG
TGGTGGTGGATGTGAGCCATGAAGATCCGGAAGTGAAATTT
AACTGGTATGTGGATGGCGTGGAAGTGCATAACGCGAAAAC
CAAACCGCGCGAAGAACAGTATAACAGCACCTATCGCGTG
GTGAGCGTGCTGACCGTGCTGCATCAGGATTGGCTGAACGG
CAAAGAATATAAATGCAAAGTGAGCAACAAAGCGCTGCCG
GCGCCGATTGAAAAAACCATTAGCAAAGCGAAAGGCCAGC
CGCGCGAACCGCAGGTGTATACCCTGCCGCCGAGCCGCGAT
GAACTGACCAAAAACCAGGTGAGCCTGACCTGCCTGGTGA
AAGGCTTTTATCCGAGCGATATTGCGGTGGAATGGGAAAGC
AACGGCCAGCCGGAAAACAACTATAAAACCACCCCGCCGG
TGCTGGATAGCGATGGCAGCTTTTTTCTGTATAGCAAACTGA
CCGTGGATAAAAGCCGCTGGCAGCAGGGCAACGTGTTTAG
CTGCAGCGTGATGCATGAAGCGCTGCATAACCATTATACCCA
GAAAAGCCTGAGCCTGAGCCCGGGCAAA

115 R DIVMTQSPDSLAVSLGERATINCKSSQSVLFSSNNKNYLAWYQ
QKPGQPPKLLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAE
DVAVYYCQQHASAPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQ
LKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
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QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTK
SFNRGEC

116 DNA &5 | GACATCGTGATGACCCAGTCTCCAGACTCCCTGGCTGTGTC
TCTGGGCGAGAGGGCCACCATCAACTGCAAGTCCAGCCAG
AGTGTTTTATTCAGCTCCAACAATAAGAACTACTTAGCTTGG
TACCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTCATTTA
CTGGGCATCTACCCGGGAATCCGGGGTCCCTGACCGATTCA
GTGGCAGCGGGTCTGGGACAGATTTCACTCTCACCATCAGC
AGCCTGCAGGCTGAAGATGTGGCAGTTTATTACTGTCAGCA
GCACGCCAGTGCCCCTCCTACTTTTGGCGGAGGGACCAAG
GTTGAGATCAAACGTACGGTGGCCGCTCCCTCCGTGTTCAT
CTTCCCACCCTCCGACGAGCAGCTGAAGTCCGGCACCGCCT
CCGTCGTGTGCCTGCTGAACAACTTCTACCCTCGCGAGGCC
AAAGTGCAGTGGAAAGTGGACAACGCCCTGCAGTCCGGCA
ACTCCCAGGAATCCGTCACCGAGCAGGACTCCAAGGACAG
CACCTACTCCCTGTCCTCCACCCTGACCCTGTCCAAGGCCG
ACTACGAGAAGCACAAAGTGTACGCCTGCGAAGTGACCCA
CCAGGGCCTGTCCAGCCCCGTGACCAAGTCCTTCAACCGG
GGCGAGTGC

Pt IL-27 Ab6-B

117 HiE EVQLVESGGGLVKPGGSLRLSCAASGFTFASYGMNWVRQAP
GKGLEWYVSSISSSSSYIY YADSVKGRFTISRDNAKNSLYLOQMN
SLRAEDTAVYYCARDGGRTSYTATAHNWFDPWGQGTLVTVS
SASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWN
SGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNV
DHKPSNTKVDKRVESKYGPPCPSCPAPEFLGGPSVFLFPPKPK
DTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKT
KPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSS
IEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYP
SDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRW
QEGNVFSCSVMHEALHNHYTQKSLSLSLG

118 DNA &Eg# | GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAAGC
CTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTC
ACCTTCGCTAGCTATGGGATGAACTGGGTCCGCCAGGCTCC
AGGGAAGGGGCTGGAGTGGGTCTCATCCATTAGTAGTTCTA
GTAGTTACATATACTACGCAGACTCAGTGAAGGGCCGATTC
ACCATCTCCAGAGACAACGCCAAGAACTCACTGTATCTGCA
AATGAACAGCCTGAGAGCCGAGGACACGGCGGTGTACTAC
TGCGCCAGAGATGGTGGAAGAACGTCCTACACCGCCACAG
CCCACAATTGGTTCGACCCCTGGGGACAGGGTACATTGGTC
ACCGTCTCCTCAGCTTCCACCAAGGGCCCCTCCGTGTTCCC
TCTGGCCCCTTGCTCCCGGTCCACCTCCGAGTCTACCGCCG
CTCTGGGCTGCCTCGTGAAGGACTACTTCCCCGAGCCCGTG
ACCGTGTCCTGGAACTCTGGCGCCCTGACCTCCGGCGTGCA
CACCTTCCCTGCCGTGCTGCAGTCCTCCGGCCTGTACTCCC
TGTCCAGCGTCGTGACCGTGCCCTCCTCCAGCCTGGGCACC
AAGACCTACACCTGTAACGTGGACCACAAGCCCTCCAACA
CCAAAGTGGACAAGCGGGTGGAATCTAAGTACGGCCCTCC
CTGCCCTTCCTGCCCTGCCCCTGAGTTCCTGGGCGGACCTT
CCGTGTTCCTGTTCCCTCCAAAGCCCAAGGACACCCTGATG
ATCTCCCGGACCCCTGAAGTGACCTGCGTGGTGGTGGACGT
GTCCCAGGAAGATCCCGAAGTCCAGTTCAATTGGTACGTGG
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ACGGCGTGGAAGTGCACAACGCCAAGACCAAGCCCAGAG
AGGAACAGTTCAACTCCACCTACCGGGTGGTGTCCGTGCTG
ACCGTGCTGCACCAGGACTGGCTGAACGGCAAAGAGTACA
AGTGCAAAGTGTCCAACAAGGGCCTGCCCTCCAGCATCGA
AAAGACCATCTCCAAGGCCAAGGGCCAGCCCCGCGAGCCCCe
CAAGTGTACACCCTGCCTCCCAGCCAGGAAGAGATGACCA
AGAATCAAGTGTCCCTGACTTGTCTGGTCAAGGGCTTCTAC
CCCTCCGATATCGCCGTGGAGTGGGAGTCCAACGGCCAGCC
CGAGAACAACTACAAGACCACCCCTCCCGTGCTGGACTCC
GACGGCTCCTTCTTCCTGTACTCTCGGCTGACCGTGGACAA
GTCCCGGTGGCAGGAAGGCAACGTCTTCTCCTGCTCCGTGA
TGCACGAGGCCCTGCACAACCACTACACCCAGAAGTCCCT
GTCCCTGTCTCTGGGC
1 IL-27 Abl1-A
119 HCDR1 GFTFRSYG
(IMGT)
120 HCDR2 ISSSGSYI
(IMGT)
121 HCDR3 ARDGGRTSYTATAHNWFDP
(IMGT)
122 HCDR1 FTFRSYGMN
(NT)
123 HCDR2 GISSSGSYIYYADSVKG
(NT)
124 HCDR3 ARDGGRTSYTATAHNWFDP
(NT)
125 VH EVQLVESGGGLVKPGGSLRLSCAASGFTFRSYGMNWVRQAP
GKGLEWVSGISSSGSYTYYADSVKGRFTISRDNAKNSLYLQM
NSLRAEDTAVYYCARDGGRTSYTATAHNWFDPWGQGTLVTV
SS
126 DNA VH GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAAGC
CTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTC
ACCTTCCGTAGCTATGGGATGAACTGGGTCCGCCAGGCTCC
AGGGAAGGGGCTGGAGTGGGTCTCAGGTATTAGTAGTAGT
GGTAGTTACATATACTACGCAGACTCAGTGAAGGGCCGATT
CACCATCTCCAGAGACAACGCCAAGAACTCACTGTATCTGC
AAATGAACAGCCTGAGAGCCGAGGACACGGCGGTGTACTA
CTGCGCCAGAGATGGTGGAAGAACGTCCTACACCGCCACA
GCCCACAATTGGTTCGACCCCTGGGGACAGGGTACATTGGT
CACCGTCTCCTCA
127 LCDR1 QSVLFSSNNKNY
(IMGT)

128 LCDR2 WAS
(IMGT)

129 LCDR3 QQHASAPPT
(IMGT)

130 LCDR1 KSSQSVLFSSNNKNYLA
(NT)

131 LCDR2 WASTRES
(NT)

132 LCDR3 QQHASAPPT
(NT)
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133 VL DIVMTQSPDSLAVSLGERATINCKSSQSVLFSSNNKNYLAWYQ
QKPGQPPKLLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAE
DVAVYYCQQHASAPPTFGGGTKVEIK

134 DNA VL | GACATCGTGATGACCCAGTCTCCAGACTCCCTGGCTGTGTC
TCTGGGCGAGAGGGCCACCATCAACTGCAAGTCCAGCCAG
AGTGTTTTATTCAGCTCCAACAATAAGAACTACTTAGCTTGG
TACCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTCATTTA
CTGGGCATCTACCCGGGAATCCGGGGTCCCTGACCGATTCA
GTGGCAGCGGGTCTGGGACAGATTTCACTCTCACCATCAGC
AGCCTGCAGGCTGAAGATGTGGCAGTTTATTACTGTCAGCA
GCACGCCAGTGCCCCTCCTACTTTTGGCGGAGGGACCAAG
GTTGAGATCAAA

135 B EVQLVESGGGLVKPGGSLRLSCAASGFTFRSYGMNWVRQAP
GKGLEWVSGISSSGSYIYYADSVKGRFTISRDNAKNSLYLQM
NSLRAEDTAVYYCARDGGRTSYTATAHNWFDPWGQGTLVTV
SSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNV
NHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHN
AKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKA
LPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKG
FYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDK
SRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

136 DNA &E## | GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAAGC
CTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTC
ACCTTCCGTAGCTATGGGATGAACTGGGTCCGCCAGGCTCC
AGGGAAGGGGCTGGAGTGGGTCTCAGGTATTAGTAGTAGT
GGTAGTTACATATACTACGCAGACTCAGTGAAGGGCCGATT
CACCATCTCCAGAGACAACGCCAAGAACTCACTGTATCTGC
AAATGAACAGCCTGAGAGCCGAGGACACGGCGGTGTACTA
CTGCGCCAGAGATGGTGGAAGAACGTCCTACACCGCCACA
GCCCACAATTGGTTCGACCCCTGGGGACAGGGTACATTGGT
CACCGTCTCCTCAGCGAGCACCAAAGGCCCGAGCGTGTTT
CCGCTGGCGCCGAGCAGCAAAAGCACCAGCGGCGGCACCG
CGGCGCTGGGCTGCCTGGTGAAAGATTATTTTCCGGAACCG
GTGACCGTGAGCTGGAACAGCGGCGCGCTGACCAGCGGCG
TGCATACCTTTCCGGCGGTGCTGCAGAGCAGCGGCCTGTAT
AGCCTGAGCAGCGTGGTGACCGTGCCGAGCAGCAGCCTGG
GCACCCAGACCTATATTTGCAACGTGAACCATAAACCGAGC
AACACCAAAGTGGATAAAAAAGTGGAACCGAAAAGCTGCG
ATAAAACCCATACCTGCCCGCCGTGCCCGGCGCCGGAACTG
CTGGGCGGCCCGAGCGTGTTTCTGTTTCCGCCGAAACCGAA
AGATACCCTGATGATTAGCCGCACCCCGGAAGTGACCTGCG
TGGTGGTGGATGTGAGCCATGAAGATCCGGAAGTGAAATTT
AACTGGTATGTGGATGGCGTGGAAGTGCATAACGCGAAAAC
CAAACCGCGCGAAGAACAGTATAACAGCACCTATCGCGTG
GTGAGCGTGCTGACCGTGCTGCATCAGGATTGGCTGAACGG
CAAAGAATATAAATGCAAAGTGAGCAACAAAGCGCTGCCG
GCGCCGATTGAAAAAACCATTAGCAAAGCGAAAGGCCAGC
CGCGCGAACCGCAGGTGTATACCCTGCCGCCGAGCCGCGAT
GAACTGACCAAAAACCAGGTGAGCCTGACCTGCCTGGTGA
AAGGCTTTTATCCGAGCGATATTGCGGTGGAATGGGAAAGC
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AACGGCCAGCCGGAAAACAACTATAAAACCACCCCGCCGG
TGCTGGATAGCGATGGCAGCTTTTTTCTGTATAGCAAACTGA
CCGTGGATAAAAGCCGCTGGCAGCAGGGCAACGTGTTTAG
CTGCAGCGTGATGCATGAAGCGCTGCATAACCATTATACCCA
GAAAAGCCTGAGCCTGAGCCCGGGCAAA

137 HE fl DIVMTQSPDSLAVSLGERATINCKSSQSVLFSSNNKNYLAWYQ
QKPGQPPKLLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAE
DVAVYYCQQHASAPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQ
LKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTK
SFNRGEC ,

138 DNA &g | GACATCGTGATGACCCAGTCTCCAGACTCCCTGGCTGTGTC
TCTGGGCGAGAGGGCCACCATCAACTGCAAGTCCAGCCAG
AGTGTTTTATTCAGCTCCAACAATAAGAACTACTTAGCTTGG
TACCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTCATTTA
CTGGGCATCTACCCGGGAATCCGGGGTCCCTGACCGATTCA
GTGGCAGCGGGTCTGGGACAGATTTCACTCTCACCATCAGC
AGCCTGCAGGCTGAAGATGTGGCAGTTTATTACTGTCAGCA
GCACGCCAGTGCCCCTCCTACTTTTGGCGGAGGGACCAAG
GTTGAGATCAAACGTACGGTGGCCGCTCCCTCCGTGTTCAT
CTTCCCACCCTCCGACGAGCAGCTGAAGTCCGGCACCGCCT
CCGTCGTGTGCCTGCTGAACAACTTCTACCCTCGCGAGGCC
AAAGTGCAGTGGAAAGTGGACAACGCCCTGCAGTCCGGCA
ACTCCCAGGAATCCGTCACCGAGCAGGACTCCAAGGACAG
CACCTACTCCCTGTCCTCCACCCTGACCCTGTCCAAGGCCG
ACTACGAGAAGCACAAAGTGTACGCCTGCGAAGTGACCCA
CCAGGGCCTGTCCAGCCCCGTGACCAAGTCCTTCAACCGG
GGCGAGTGC

$i IL-27 Ab1-B

139 Bl EVQLVESGGGLVKPGGSLRLSCAASGFTFRSYGMNWVRQAP
GKGLEWVSGISSSGSYIYYADSVKGRFTISRDNAKNSLYLQM
NSLRAEDTAVYYCARDGGRTSYTATAHNWFDPWGQGTLVTV
SSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSW
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCN
VDHKPSNTKVDKRVESKYGPPCPSCPAPEFLGGPSVFLFPPKP
KDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAK
TKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLP
SSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGF
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKS
RWQEGNVFSCSVMHEALHNHYTQKSLSLSLG

140 DNA &Ef# | GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAAGC
CTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTC
ACCTTCCGTAGCTATGGGATGAACTGGGTCCGCCAGGCTCC
AGGGAAGGGGCTGGAGTGGGTCTCAGGTATTAGTAGTAGT
GGTAGTTACATATACTACGCAGACTCAGTGAAGGGCCGATT
CACCATCTCCAGAGACAACGCCAAGAACTCACTGTATCTGC
AAATGAACAGCCTGAGAGCCGAGGACACGGCGGTGTACTA
CTGCGCCAGAGATGGTGGAAGAACGTCCTACACCGCCACA
GCCCACAATTGGTTCGACCCCTGGGGACAGGGTACATTGGT
CACCGTCTCCTCAGCTTCCACCAAGGGCCCCTCCGTGTTCC
CTCTGGCCCCTTGCTCCCGGTCCACCTCCGAGTCTACCGCC
GCTCTGGGCTGCCTCGTGAAGGACTACTTCCCCGAGCCCGT
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GACCGTGTCCTGGAACTCTGGCGCCCTGACCTCCGGCGTGC
ACACCTTCCCTGCCGTGCTGCAGTCCTCCGGCCTGTACTCC
CTGTCCAGCGTCGTGACCGTGCCCTCCTCCAGCCTGGGCAC
CAAGACCTACACCTGTAACGTGGACCACAAGCCCTCCAAC
ACCAAAGTGGACAAGCGGGTGGAATCTAAGTACGGCCCTC
CCTGCCCTTCCTGCCCTGCCCCTGAGTTCCTGGGCGGACCT
TCCGTGTTCCTGTTCCCTCCAAAGCCCAAGGACACCCTGAT
GATCTCCCGGACCCCTGAAGTGACCTGCGTGGTGGTGGAC
GTGTCCCAGGAAGATCCCGAAGTCCAGTTCAATTGGTACGT
GGACGGCGTGGAAGTGCACAACGCCAAGACCAAGCCCAG
AGAGGAACAGTTCAACTCCACCTACCGGGTGGTGTCCGTG
CTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAAGAGT
ACAAGTGCAAAGTGTCCAACAAGGGCCTGCCCTCCAGCAT
CGAAAAGACCATCTCCAAGGCCAAGGGCCAGCCCCGCGAG
CCCCAAGTGTACACCCTGCCTCCCAGCCAGGAAGAGATGA
CCAAGAATCAAGTGTCCCTGACTTGTCTGGTCAAGGGCTTC
TACCCCTCCGATATCGCCGTGGAGTGGGAGTCCAACGGCCA
GCCCGAGAACAACTACAAGACCACCCCTCCCGTGCTGGAC
TCCGACGGCTCCTTCTTCCTGTACTCTCGGCTGACCGTGGA
CAAGTCCCGGTGGCAGGAAGGCAACGTCTTCTCCTGCTCC
GTGATGCACGAGGCCCTGCACAACCACTACACCCAGAAGT

CCCTGTCCCTGTCTCTGGGC
141 FLAG DYKDDDDK
142 6-HIS HHHHHH
143 HA YPYDVPDYA

2 13 : Fe %1 (=CH2+CH3)

£ | Rt | EERTS
EPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVV
VDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTV

Human | |, |LHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPS

IeG1 | RDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
(SEQ ID NO: 5)

ESKYGPPCPSCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDV
SQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQ
Human | , | DWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEE
eG4 ~ | MTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGS
FFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK
(SEQ ID NO: 6)
ESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDV
Human SQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQ
1G4 | 41 |DPWINGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEE
| MTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGS

(5228P) FFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK
(SEQ ID NO: 7)
ESKYGPPCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDV

Human SQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQ

IgG4 42 DWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEE

(S228P/ : MTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGS

L235E) FFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK
(SEQ ID NO: 8)
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BEH9: HLIL-27 AbIE&E &M E RIL-275 & [H &

[0415] $ 0% 5.0 pg/mLE@EN ZBE T2 EHHAHE
IL-2781 1 pg/mLJE B 2 HiiIL-27 Abl 2 4 & K A& B # 17 M
E o RXGEEHNESHUATHENAENBEGEZER
MeE&EEHmMRESHR2ROD)ERI4T R E -

[0416])] b EMHEFRMA M AYWES > NBEIL-
27 on B Y L IL-27 Ab1 Z B & & # M J7(3.86 pM) o
HREKBEBERIL-27J8 7 51 L 80.9 K 37.4 pM 2 E &~ ¥
FriuIl-27 Abl 2 UMy - HEWL ABES B - M
HOANBHEOLR > BH/NEIL-27TEAHH R HLIL-27 AblZ
B 998 A0 JJ 0 fE AL oMEL B N (4.43 oM) > 40 FE 1 HOE 1€ &
& K B OER AR R R R KRR -

2R 14 : 1L-27 8251 IL-27 Abl Z&E S RYER X KIEN 2 BriES

AL Kp (M) Ka (1/Ms) ka (1/5) SE& X2 524 R2
A IL-27 3.86E-12 | 5.10E+05 1.97E-06 0.4055 0.9991
/NELTL-27 443E-09 | 5.50E+04 | 2.44E-04 0.6732 0.9963
KB IL-27 8.09E-11 | 2.34E+06 | 1.89E-04 0.4685 0.9945
B IL-27 3.74E-11 3.18E+05 1.19E-05 1.3431 0.9979

MEBSEE ¢ IL-27=rHER27 © k=W W ke=HEFE B Ko=EoHAT)
ER T RME>0.95 Ry 2{E <3 ORISR 2 BAThRE S -

B HI10: CDRFZILE ¥

[0417] AR EZHIL-2TH BB 2 F 2 T+ & 4 K&
CORE 7 F A ERME > ZMEZERECDRFI Z XK
M ZEFIEREE B RF RN - £ A SCF IH HEH i
LUTN 4 FE CDREFAI# A g R e & 504k > HRIEAE L& E

892569-1 55205 B » 3t 230 H (FEHRAE =)
114105158 FERLE A0101 1142007326-0
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A

[ 0418] ¥f 5 $TIL-27 Abl -~ ${ IL-27 ADb3 - 7 IL-27
Ab4 ~ BLIL-27 AbS ~ H{IL-27 Ab6 K HiIL-27 Ab7H1 88 - it
ZHIL-27H 88 7 2 & & ZCDRF ] 2tk 18 & JZ [H |
M Hpdm AfTERE - AfgM s > = # CDRIL ¥ &w
LR o] 5% & -

HCDR1 (IMGT)

CLUSTAL O(1.2.4) £HEFFIEYH

1 GFTFRSYG 8 (SEQ ID NO: 119)
5 GFTFRSYG 8 (SEQ ID NO: 31)
4 GFTFASYG 8 (SEQ ID NO: 97)
2 GFTFSRTG 8 (SEQ ID NO: 53)
3 GFTFSRYG 8 (SEQ ID NO: 75)
6 GFTFSSYS 8 (SEQ ID NO: 9)

* % k%

[ 04191 W Bt » M EH K H 8 2 L B = #
CDRI1(IMGT) K %I B N-GFTF[S/A/R][S/R][T/Y][G/S]-C
(SEQ ID NO: 144) > A i fEH - —f&ifi= > N-GFTFXXXX-
C(SEQ ID NO: 145)ff A& 3 o 73 B & 3 [6] = # CDR1(IMGT)
Fr Al o B XOB fE ] B A B 7R A -

[0420) ${IL-27 Abl » ${IL-27 Ab3 ~ $$1L-27 Ab4 -

$UIL-27 AbS ~ U IL-27 Ab6 K HiIL-27 Ab7H1 B8 = # CDR2
(IMGT)FF ¥ Z LE #f g /R LA T -

892569-1 55206 B » 3t 230 H (FEHRAE =)
114105158 FERLE A0101 1142007326-0
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114105158

HCDR2

(IMGT)

CLUSTAL 0(1.2.4)

10
11
7
9
8
12

ISSSGSYT
ISSSSSYT
ISSSSSYT
ISSSSSYI
ISSSSAYI
ISSSSSYT

*kkk k%

ZEFSILE

o o W o W

(SEQ
(SEQ
(SEQ
(SEQ
(SEQ
(SEQ

ID
ID
1D
ID
ID
ID

NO:
NO:
NO:

NO

NO:
NO:

120)
98)
32)
:54)
76)
10)

[0421] Wt - % [F K 1 8 2 3L [ = ## CDR2

(IMGT) ¥ %1 5 N-ISSS[S/G][S/A]YI-C(SEQ ID NO: 146) >

F AR EHL » — 2= > N-ISSSXXYI-C(SEQ ID NO: 147)%f
AR FHH] By 4k 5 E # CDR2(IMGT) fp 41 - H F X & {F ]
i =

ZINES N VN N

HCDR1

(NT)

CLUSTAL 0(1.2.4) ZEFY|LE

13
16
17
14
15
18

HCDR2

FTFRSYGMN
FTFRSYGMN
FTFASYGMN
FTFSRTGMN
FTFSRYGMN
FTFSSYSMN

* % * * Kk k

(NT)

O W W W WY

CLUSTAL O(1.2.4) Z#EFILLY

23
19
20
22
21
24

892569-1

SEQ
SEQ
SEQ
SEQ
SEQ
(SEQ

GISSSGSYIYYADSVKG 17
SISSSSSYIYYADSVKG 17
SISSSSSYIYYADSVKG 17
SISSSSSYIYYADSVKG 17
SISSSSAYILYADSVKG 17
SISSSSSYIYYADSVKG 17

L kkkKk kK

*kkkkkk

1D

ID
ID
ID
1D
ID

NO:
NO:
NO:
NO:
NO:
NO:

(SEQ
(SEQ
(SEQ
(SEQ
(SEQ
(SEQ

34)
122)
100)
56)
78)
12)

ID
ID
ID
ID
ID
ID

55207 B » 3t 230 H(FEHRAE =)

FEESE A0101

NO:
NO:
NO:
NO:
NO:
NO:

[0422] A # CDRI(NT)K A %6 CDR2(NT)FF %] ~ Lk

123)
35)
57)
101)
79)
13)

1142007326-0
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[0423] Wt - % [F K bt 88 2 3L [ &= # CDRI(NT)
% CDR2(NT)E % 43 B B N-FTF[S/A/R][S/R][T/Y][G/S]MN-
C(SEQ ID NO: 148) K N-[G/S]ISSS[S/GI[S/A]YI[L/Y]
YADSVKG-C(SEQ ID NO: 149) - ZEFLEHLEFY » —
Bz = AE A S o Bl & 4 [F & # CDRI1(NT) &z CDR2(NT)
FE 5] N-FTFXXXXMN-C(SEQ ID NO: 150) & N-XISSSXXYIX
YADSVKG-C(SEQ ID NO: 151) » H 1 X B {F o] B & % 5%
7:_%; o

[ 0424 ] = # CDR3(IMGTE; NT) K & # CDR CDRI1
(IMGTE NT) - CDR2(IMGTE; NT) & CDR3(IMGTE; NT){E %1
IL-27 Abl ~ 1 IL-27 Ab3 ~ ${IL-27 Ab4 - $IL-27 Ab5 - %

IL-27 Ab6 . 1 1L-27 Ab7 2 [ 58 & fR 5F »

EH11: IL-27 — PLIL-27 Abl Fab#E W2z E R EERE
®E & H E

[0425] 720 &5 & s B fE F§ 25 mM Tris pH 7.5~ K&
30 mMEA L8 F 5% 2101 mg/mlz A% IL-27 - 31
IL-27 Abl Fabt &Y 2 & 17 - ¥ % &8 & &k 4 (5 /) PACT &
B (Newman® A ,(2005)Acta Cryst. D 61: 1426)7% $& Bl -

[0426] X2 TERMF T ERS &S > BFEPACT A2(0.1
M SPG(T & ~ BiBE — & 8 & T B2 8% )pH 5 K 25% PEG
1500) - b ZEHEBHANEEHVE R K B £ HICSG+En 2
(D’ Arcy® A ,(2007)Acta Cryst. D Biol Cryst. 63: 550-54)%
LR PR R R (MMS)E B o

892569-1 55208 B - 3t 230 H (FEHH:RAE =)
114105158 FERLE A0101 1142007326-0
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[0427] £ 100K -~ fEBC 5 A Eiger2 XE 16M{& Hl 55
~Z station 104, Diamond Light Source, Didcot, England(A =

09795 AR Ux EE K £ - & £ £ F autoPROC(Kabash,
(2010)Acta. Cryst. D. Biol. Cyrst. 66: 125-32; VonrheinZs
A L(2011)Acta Cryst. Biol. Cryst. 67: 292-302)7K gz ¥ H {#
FI STARANISO #% #8 (TickleZ A, STRANISO. Cambridge,
United Kingdon: Global Phasing Ltd.(2018))7) & & Aimless
2 2 (EvansZ A ,(2013)Acta Cryst. Biol. Cryst. 69: 1204-14)
oK & 1A 52 M B S

[ 0428 ] & & (F A 53 F & # ¥ A8 Phaser(McCoy %
A ,(2007)J. Appl. Cyrst. 40: 658-74) K Molrep(Vagin &
AL(1997)J. Appl. Cyrst. 30: 1022-25)3 0l & (B 9) - @41 B 9
N PUIL-27 Abl Fab4hi & £1L-272p285r 1 » 58 B R
AREE-DEBEEHMIEBH ZETFFELERTESE - HLlL-

27 Ab1EAp28 Z I BIMH G F A AE R ISH /R i -

892569-1 55209 B » 3t 230 H(FEHRAE =)
114105158 FERLE A0101 1142007326-0
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%515 : HiIL-27 Abl B2 p28 2 HHE fEFH Bl (< 4.04)

1L27 (p28) i IL-27 Ab1 Fab FEEEA) gl
BE |EF+ |BE& |FK+ |CDRE
GIn37 | O¢ Ser32 N L1 3.0 H-##
CP Phe31 cat L1 3.6 BR7K M
Leu3$ ce Phe31 C? L1 4.1 Bk
Glu42 | O° Ser99 O L3 2.7 H-§#
Glud6 | O Tyr59 o H2 2.7 H-f2
Val49 ce! Tyr57 c4a H2 3.5 Bk
Ser50 Ot Tyr57 oh H2 2.7 H-##
Leul42| C% Ser54 c? H2 3.8 Bk
Aspl46| 092 | Ser53 0# H2 3.7 H-&
0% Ser54 0 H2 2.7 H-§#
o® Ser56 0 H2 4.0 H-§#
Argl49| N°© Thr103 0 H3 3.1 H-#
N© Thr106 ¢} H3 2.9 H-##
NH? | Glyl01 0 H3 3.0 H-#
His150 | N° | Thr108 | 0#! H3 2.7 H-§#
Nd Ce | Tyr57 | C2,C2 | H2 3.5-3.7 P&
Phel53| C(? His110 | N9 H3 3.6 Bkt
C# | Alal07 o H3 3.7 K
ce! Tyr38 Ce L1 3.8 Rk
Leul56 0] Ser33 0s L1 2.6 H-##
C® | Tyr105 | c¥ H3 3.9 Bk e
c4 Ser33 ol L1 3.9 K
Leul62| O Tyr105 ob H3 2.8 H-§#
Glul64| O | Thr103 o H3 2.6 H-5#
0% Lys36 N? L1 3.9 Bt

B2 AR REEEMHAR

[0429]) i — B U R A E & E L i 58 A IL-27-1 IL-
27 Abl FabBE &) M &S B 2K 1T - HLIL-27 Abl Fabsy F
BLIL-272 M 2 M G fF & £ FH CCPAE {47 2 Qt-PISA K
NCONT #2 = % B 32 (WinnZ A ,(2011)Acta Cryst. D Biol.

Cryst.

114105158

892569-1

67:

235-42) o

FEESE A0101

55210 B » 3t 230 H(FEHRAE =)

i A Coot(Emsley & A ,(2010)Acta

1142007326-0
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Cryst. D Biol. Cyrst. 66: 486-501)# 1T & & 4 #f -

(0430 MR A EE B E EE B B CCP4r
NCONTHK i » EHFab/ER F 24 AN 2[R F89IL-27 7 &
Bt - BEJoAIAERISEENIEA & 2 RE - LHEHFTEH
ORI EERE - L4AN 2 IL-27p28 81 1 IL-27 Abl
FabZ BIHYFT A G ERHAELL T RI6AF R -

2% 16A:
CDR $i IL-27 Ab1 Fab IL-27 (p28)&&:
LC-CDRI1 | Leu 30 Gln 37
Phe 31 Gln 37, Leu 38, Phe 153, Ala 157
Ser 32 Gln 37
Ser 33 Gln 37, Leu 156, Gly 159, Phe 160, Asn 161
Asn 34 Leu 156
Lys 36 Glu 164
Tyr 38 Phe 153
LC-CDR3 | Ala 98 Leu 38
Ser 99 Leu 38, Glu 42
Ala 100 Glu 42
HC-CDR1 | Ser 31 Arg 145*
HC-CDR1 | Ser 52 Asp 146, His 150
Ser 53 Leu 142, Asp 146
Ser 54 Leu 142, Asp 143, Asp 146
Ser 56 Leu 53, Lys 56, Asp 146
Tyr 57 Val 49, Ser 50, Leu 53, Asp 146, Leu 147, His 150
Tyr 59 Glu 46
Asn 74 Leu 142**
HC-CDR3 | Gly 101 Arg 149
Arg 102 Arg 149
Thr 103 Arg 149, Glu 164
Ser 104 Arg 149, Arg 152, Phe 153, Leu 156
Tyr 105 Phe 153, Leu 156, Leu 162, Pro 163*, Glu 164
Thr 106 Arg 149, Phe 153 '
Ala 107 Arg 149, His 150, Phe 153
Thr 108 His 150
His 110 Glu 42, Glu 46, Phe 153
Asn 111 Arg 149

[0431] H ™ AMIL-278 "% 88 » & M SPRAR AT H

892569-1
114105158

5211 B » 3t 230 H (FEHRAE =)

FEESE A0101

1142007326-0
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PP WSX-1 K gpl30ll & 2 &4 & REETHIFE - ABFEIL-272 5
WA 148 & 2 WSX-1H #11L-27 Abl gt %5 58 & fll & 45 & (H
10A) - NFHIL-27DL FAR M &8 & 2 gpl30 > BLELIL-27
AbTR I HIIL-2745 & % gp130([E 10B) -

[ 0432]) #{IL-27 Ab1Hl B -GluF %] 2 a A K aCHE iE &
iy HEfE A (E11) - E#HCDR 2R 3B p28H A & &
Z P (R 16B) -

892569-1 55212 B » 3t 230 H(FEHRA =)
114105158 FERLE A0101 1142007326-0
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25 16B : 1L27-p28 Hdiy 1L-27 Abl 27 52 15

1L27 (p28) i IL-27 Ab1 Fab FEREA) | EE
BE |FHF |BE |FEF |CDRE
GIn37 o®! Ser32 0¢ L1 3.0 H-#2
Cb Phe31 | C% L1 3.6 Bk
Leu3$ Ce Phe31 C? L1 3.8 KM
Glu42 o Ser99 O¢ L3 2.8 H-§#
Glu46 0k Tyr59 o* H2 2.8 H-§#
Val49 ce! Tyr57 | C% H2 3.6 Rk
Ser50 0 Tyr57 oh H2 2.7 H-##
Leul42 | C% Ser54 c? H2 3.9 Bk
Aspld46 | O Ser53 (05 H2 2.7 H-##
0¥ Ser54 0s H2 2.7 H-&
0% Ser56 0 H2 2.9 H-7#
Argl49 | N© Thr103 | O H3 2.8 H-f
N© Thrl106 | O H3 2.8 H-§2
NH? | Glylol| O H3 3.0 H-§#
His150 | N | Thr108 | O#! H3 2.8 H-§#
Nacet | Tyr57 | CeL,cd H2 3.5-3.6 | p-2&hn
Phel53 C? His110 | N9 H3 3.8 Bk
C2 | Ala107 | CP H3 3.6 FiK
ce! Tyr38 | C% L1 3.7 KM
Leuls6 0] Ser33 0# L1 2.7 H-##
c¥ | Tyr105 | ¢ H3 3.7 Bk
c® Ser33 CP L1 3.8 7K
Leul62 0 Tyr105 | O H3 3.1 H-§#
Glul64 | O° | Thr103 | O H3 2.7 H-§
O°2 Lys36 | N¢? L1 3.9 M

[0433] B 12t fy T AE34k = P ¥ % - (£ Hp28 K
IL6 2 IL27/#1 IL-27 Ab1 B IL23/IL23R 2 ¥ & ¥ ~ & 11 -

IL6 | 2 gpl3045 & fir B ¥l p28 E Z HiiIL-27 Ab1&E & L 5 &

& o A

ZARAY

Ab14E G L BB & o
[0434] B13R B T a3 =R h ¥ % - F FHp28K

892569-1
114105158

55213 B » 3t 230 H (FEHHRAE =)

FEESE A0101

> pl9. bk Z IL23R&E & fir B A 81 p28 E 2 §T IL-27

1142007326-0
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IL6 2 IL27/$11L-27 Abl1ELIL6/IL6Ra/gpl30 2 & &Y 2 &
e LB pE > IL6.F Z gpl30&E & fir B 5 KX B p28 F Z T IL-
27 Ab1E S LB EE - 559 » ILORaFIEBI-3%f % -

[0435] 1 & (H &Y < B 2 Fp 5 tL 1 #§ /x 4 K BLEBI3
ZHEMMEMFERAZp28EE B ERTH > H B K Ep28
Z R RMAMEE(F A Z EBI3GE & [F B 40 Itk (B 14A-15B) - 1§
BEEmEECN S FERTEBEEREE KD #ERT
it K = B A -

[0436] IL-27% — BB IL6/IL6RA Z 45 8 ¥ # B R
HPRMER_FER > RPERE - kol T R BT HE(E
16A-16D) - H ¥f R IL6RA » FLEBI3 2 % {# p284tH & fF H &
JEAE PR STHY (B 16D) -

[0437)] &5 &M D ER NEIL-27F " p28E H M 55
2R &5 G gpl30EC WSX-1E 38 ([E 17) - EBI3 % 7Y B J& gp130
~TEa BEHNRWSX-1BEAFEESEHMNTT - R AHE
L2725 M hEcEEEER " RRBEET - EBB3H R
p28 2 R A JJ B 5nM -

[0438] fe/NEFHI & » B IL-27 Ab1&E & M6 & 1F
Z NFp28r 2 BB K0 v B R~ BV (B 18A) » 2810 > BT
IL-27 Abl18l N\ #Hp28 2 GIn37 K Leul62M G fE A > H GIn37
AFEFEEW/NNEBEFI F > HLeul62 ¥ fE W /NE F 5+ 2
Cys(H 18B) - /N B p28 ~ &1 4 - Bl #2 JK 0] + & $ii IL-27
Abl LCE a2 RE SR RAEAE S -

[0439] N F 4 B A Z-GluF 5] 2 K ¥f 7> CDIR - &

892569-1 55214 B > 3t 230 H(FEHRAE =)
114105158 FERLE A0101 1142007326-0
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K HoaCHR flg P 2 Argd8 A2 2 TFE 8 i 2 i K& 3 (E 19A-
19B) -

B3 ERFHBEER ZIL-27RR

[0440] £ & 4 AT 8 (RCCOH)H » TL-272 R B fm > A
MENREEFHE&GFT & F ZFRH RCCEEBAESKF £
EBI3 ~ IL-27p28 & IL-27RA 7 7K ¥ 3 fi1 (B 20A) - #4181 jt %
Ha YR & B 2 MKERBEMLE - EBI3(HE 20B) - IL-
27RA(IE 20C) fz IL-27p28(E 20D)H =~ & & 2 & R H B N M
&l 48 2 F EMBRADMER -

[0441] TL-2735 B E( A CDA"TH i f >~ o] 8 |/ &
AR B E - K8 @B # 8 2 KW MK EZHE(PBMC)
A PLCD3+&E 4 A FHIL-27(rhIL-27)/E (3K - CDATTHH HE 4%
FACS/y # H AW R B & M W M 3 K > M - £ F§ CD3 &
rhiIL-275(b 2 TG » BRI L EARN LFEETHE - &
} 4 F ¥ ~ PDCDI1 - HAVCR2 - CD274 - LGALSY -
GBP5 - LAMP3 - RGSI - ILI2RB2 - RSAD2 - IFIT3 &
IF144L 7 FH B0 » K& T 38 2 GZMA K CD200([H 21A) -
CD4"TH I 2 IL27TR B R 2 EE3IEARLE21BH 7
M- BEEITEM  3IEEARS 215 B A EERAMHE - Bl
AIM2 - ALPKI1 + APOL1 -~ GBP5 - IFI44 + IRF1 + LAMP3 -
LOC400696 - PARP3 - RGS1 - SAMDIL - SOCSI
STAT1 ~ TNFSFI3BF XAF1 o + — f 5§ B 45 % & R (B #F
STATI  GBP5 ~ IFI44 + XAF1 & SOCS1)#1RCCHF 2 F £ 4

892569-1 55215 B » 3t 230 H (5EH:RAE =)
114105158 FERLE A0101 1142007326-0
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ROFHRE (B 22A) - HE2MEMEBERA B FEBRCAF
&5 5 M B (B 22B) -

[0442] pt 4 » RCCHE & # Z EBI3 2 (i 4% /K % 0] 76 Ml
G EEURFMmE > RCCEEF R EMBERE L - A
8 FHEBI3-H R M 8 ¥ 2k E M EBI3 K % - B2k 5 fif fF i
BomEBEWLE > RCCEH ZMFF 2 FHEBI3IKEFAS
(B 23A) - B2k EZHREB 2MEEREBERE - HE
PAPE EE2EC S B3 » M R4 RCCE S = Z EBI3/KE B &K = HY
(B 23B); H it HE A& EEBI3/K:# > RCCE EF » 4458
FEMEZORBERFES@E3D) ARSI -

[0443] & 7 M &L HUIL-27 AbL)E 9% L & B RCCHE A
ZEBANYR K Rencafi I izt A A E H - AR =
Ko /NE R BUIL-27 AblE N B 1gG1[E & #f 5 (50 mg/kgfy
BEWRVEBENER2E - 21K 2% > WA  BWEE
MmELFAE sEEESE  HREMNEBBEENRSE Lt -
HATHEREREERBEEALR REE (E24A) > HE2 W H[E
R IEEHRE 2 /NBAMEEE » EHIL-27T ADLEE Z/NEHF - fif
R B E [E K (B 24B) -

[0444] HEE M B RRCCEFZER T 2 N2
IL-27p28 ~ EBI3 R IL-27RAHH ¢ V) /K £ B R B FH 1% AH B -
PUIL-27 Ab14EE B8 N R fir RCCHEL Y o = 7R B — 3% 7 & 14
AN EAS KEMHBEBI3 2 RCCE & » AHLIL-27 AbIfH
BrIL-27FH A EHRE -

892569-1 55216 B » 3t 230 H (5EHHRAE =)
114105158 FERLE A0101 1142007326-0
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B Bl 14 : 7£ R fir Hepal-6 HCC/N B & & o i A Hi IL-27
AbISE B N B [ IL-27

[0445] B T W58 $iL1L-27 Abliif8 £ AT BB & 2
E#E N IR 0 ¥ Hepal-6-LuchE & 40 AL )= & = /)N B 2 BF §&
o HEMBABESRK - BE8R - FI2RRFEISK > #FEHIP
T BT EHYS0 meg/kghHiIL-27 Ab1([E 25A) - A1 B higGl
w2 ¥ BE O/ NEMHEE - AEPLIL-27 AbLJEE /NE - A
ERER2FOEE (E25B) -

(04461 /N B o 2 8 A BT IL-27 Abl 2 7 JE 1 B Bl
EWREMEN - FHABESK  F8X - FI2RRKRFEISK -
/INEFE R EE - 5 meg/kghiIL-27 Abl ~ 25 mg/kghiIL-27
Ab1 B 50 mg/kg#i IL-27 Abla % (B 26A) - £ Fl 253 50
mg/kgHiIL-27 ABIJEHRE 2 /NEH > BEERRE » #HTAE
451 (B 26 B-26F) o

[0447] B THEZE LA EHE L HHLIL-27 AbIZE &
CERBH CBERMEALTCIEER S BHEBN > LR
IL-27 Abl 2 1% » 3T — RV AR ER 2 & B (H
27A-27C) - H E200F KM H 2 ARALRITAF R~ H > H
HE2BEEFEARNAERIIBF Rt - FFEK THER

TERAEALEN ERITA-11BA ££ f -

892569-1 55217 B » 3t 230 H(ZEHRAE =)
114105158 FERLE A0101 1142007326-0
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114105158

R 17A : {£51 IL-27 Abl {817 1% Hepal-6 /|NEEAT B < 5 % 200 7

EHIHIZ A -

A Bt | pHE HHA Bt | pflE

DEFB44-PS 0.18731 | 0.16963 GM7391 0.38252 | 0.02063
C182 0.18735 | 0.00760 GM7391 0.38252 | 0.02063
HIST1H1B 0.20429 | 0.13468 GM7391 0.38252 | 0.02063
GM15114 0.20467 | 0.11272 GM7391 0.38252 | 0.02063
GM2005 0.20501 | 0.01692 GM7391 0.38252 | 0.02063
KHDCI1C 0.21082 | 0.08196 GM7391 0.38252 | 0.02063
GM2005 0.22434 | 0.00235 CD109 0.38422 | 0.08923
SERPINB7 0.22443 | 0.13886 TMEMI173 0.38467 | 0.09117
SERPINBI11 0.22512 | 0.05938 CDH17 0.38479 | 0.03381
CXCL3 0.22982 | 0.15165 KITL 0.38506 | 0.02871
CDH10 0.23008 | 0.04656 SKA3 0.38794 | 0.19907
MIR 1949 0.23543 | 0.13071 PRC1 0.38977 | 0.07960
SLC7A11 0.23650 | 0.01951 MBOAT1 0.39032 | 0.03388
LUZP4 0.24896 | 0.09520 TOP2A 0.39357 | 0.06590
IGHV1-81 0.25160 | 0.51163 1700049E17RIK2 0.39548 | 0.00842
PTPRTOS 0.25229 | 0.03379 SPEER4D 0.39557 | 0.01189
RP1 0.25355 1 0.15378 HIST1H3I 0.39572 | 0.38176
GM15127 0.25399 | 0.05002 TUBA1IA 0.39616 | 0.01385
CRISP1 0.25472 | 0.08655 GM22265 0.39624 | 0.09085
GM15107 0.25489 | 0.05910 TRBJ1-7 0.39684 | 0.15669
SERPINBS5 0.25593 | 0.04019 KIF20B 0.39753 | 0.09225
GM7665 0.25600 | 0.00338 SERPINB2 0.39766 | 0.02587
TMEM?252 0.25889 | 0.01729 GM14402 0.39768 | 0.24963
PNMAS5 0.26178 | 0.09220 PLK4 0.39883 | 0.07277
CXCL15 0.26260 | 0.10373 C330027C09RIK 0.40017 | 0.10461
CLEC2G 0.26543 | 0.03883 GM15091 0.40058 | 0.07631
MMP13 0.26736 | 0.16866 NDCS80 0.40091 | 0.07729
GM15093 0.26907 | 0.07413 MYBLI1 0.40096 | 0.16592
VMNIRS53 0.27031 | 0.06485 KIF2C 0.40131 | 0.07030
GM 14409 0.27619 | 0.15580 GM 12603 0.40134 | 0.08558
GM11884 0.27767 | 0.16819 CYPI11A1 0.40271 | 0.26346
SLC16A4 0.27777 | 0.11590 FANCI 0.40316 | 0.17817
MMP12 0.27973 | 0.07864 CCNA2 0.40376 | 0.05984
KIF5C 0.28118 | 0.10032 RACGAP! 0.40619 | 0.07336
APELA 0.28255 | 0.06005 NCAPH 0.40648 | 0.11248
AFP 0.28256 | 0.04236 GM16094 0.40657 | 0.03168
I1GKV1-122 0.28592 | 0.00900 CH25H 0.40668 | 0.30753
A630095E13RIK 0.29162 | 0.09055 GM15398 0.40844 | 0.10428
GM15109 0.29701 | 0.00582 KNTC1 0.40858 | 0.13345
OLFR111 0.29889 | 0.21068 BST1 0.40915 | 0.09282
TNS4 0.30067 | 0.03812 KIF11 0.41151 | 0.07520
PLEKHS1 0.30148 | 0.07842 GM23576 0.41226 | 0.26181
LNCENCI1 0.30470 | 0.09388 SHCBP1 0.41247 | 0.13607
THBS1 0.30908 | 0.02429 IGHV1-42 0.41274 | 0.44744
PLATR14 0.31317 | 0.08123 GPRCS5A 0.41537 | 0.03331
RASSF9 0.31383 | 0.11251 TNFRSF10B 0.41617 { 0.10473
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ITGA2 0.31895 | 0.06993 IL23A 0.41843 | 0.14139
LOC102634388 0.32002 | 0.02127 ERICH2 0.41910 | 0.14436
LOC102634388 0.32002 | 0.02127 ANLN 0.41967 | 0.04088
GM15093 0.32036 | 0.03800 CASCS 0.41996 | 0.11775
CEP55 0.32092 | 0.10073 GM17689 0.42053 | 0.27734
A630038E17RIK 0.32118 | 0.13340 SOX4 0.42211 | 0.07946
GM25552 0.32317 | 0.12614 GM22069 0.42215 | 0.04943
RPS26 0.32662 | 0.18403 PRR11 0.42277 { 0.07500
STRA6 0.33040 | 0.04984 SEMA3C 0.42285 | 0.02076
GM15093 0.33144 | 0.04030 RETNLA 0.42307 | 0.04289
PSAT1 0.33163 | 0.09265 FRMD7 0.42356 | 0.02106
AKRI1C18 0.33224 | 0.09827 TNFRSF11B 0.42500 | 0.05920
DEPDCI1A 0.33251 | 0.18136 RADS54L 0.42591 | 0.16039
GM10439 0.33495 | 0.06941 GM10488 0.42650 | 0.00744
GM24916 0.33509 | 0.20312 PLAT 0.42677 | 0.06470
STC1 0.33666 | 0.08291 GM13790 0.42685 | 0.11605
DPPA2 0.33711 | 0.08874 DTL 0.42697 | 0.16996
E030011005RIK 0.33714 | 0.04863 SERPINB9B 0.42886 | 0.10643
GM20756 0.33749 | 0.02179 ASNS 0.42974 | 0.04714
GM22771 0.33862 | 0.28971 GM15097 0.42977 { 0.17217
IGKV6-32 0.33990 | 0.44350 TMEDG6 0.43183 | 0.26485
AIM2 0.34040 | 0.00912 SERPINE1 0.43312 | 0.03450
C920009B18RIK 0.34064 | 0.02201 TPX2 0.43325 | 0.05879
BUBI 0.34878 | 0.07548 CENPK 0.43347 | 0.17724
TICRR 0.34960 | 0.17718 2810429104RIK 0.43385 1 0.21706
MIS18BP1 0.35250 | 0.09094 4930461G14RIK 0.43432 | 0.17990
MAGEA6 0.35303 | 0.20666 HIST1IH2AG © 0.43516 | 0.18735
CHIL3 0.35389 | 0.06510 1ER3 0.43524 | 0.14140
IGHV1-78 0.35720 | 0.28499 CHRNBI1 0.43554 | 0.04999
STIL 0.35848 | 0.14130 GM5431 0.43690 | 0.13001
GM26735 0.36001 | 0.06537 GM13247 0.43774 { 0.20349
REG2 0.36041 | 0.49690 AI506816 0.43795 | 0.07730
SPRRI1A 0.36134 | 0.00562 GM7942 0.43806 | 0.04319
PARPBP 0.36204 | 0.14708 CCNBI1 0.44021 | 0.03617
PADI4 0.36592 | 0.09746 ZFP345 0.44040 | 0.24896
GM14139 0.36657 | 0.04225 IGHVR8-8 0.44047 | 0.45075
GPC3 0.36787 | 0.21392 ATADS 0.44240 | 0.11428
MS4A6D 0.37021 | 0.01764 KDELR3 0.44372 | 0.08725
ATP10A 0.37100 | 0.09774 CDC25C 0.44462 | 0.03533
KIF23 0.37107 | 0.04316 IGKV4-72 0.44464 | 0.18026
GM20757 0.37125 | 0.22483 OLFR99 0.44744 | 0.16218
GM2318 0.37176 | 0.01361 GM25544 0.44759 | 0.13854
GM2318 0.37176 | 0.01361 MIR101C 0.44785 | 0.08179
GM2318 0.37176 | 0.01361 HYDIN 0.44832 | 0.14992
GM2318 0.37176 | 0.01361 IGHVS5-16 0.44859 | 0.32098
IGHVI1-9 0.37183 | 0.35845 NOP58 0.44866 | 0.13787
CPB1 0.37389 | 0.54454 CEL 0.44913 | 0.50615
TNFSF4 0.37410 | 0.14201 MS4A4A 0.44926 | 0.11256
RNASEI1 0.37521 | 0.29355 BCL2AI1B 0.44968 | 0.00346
TIMP1 0.37633 | 0.07652 IGKV4-59 0.44969 | 0.49749
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GM6020 0.37895 | 0.48362 CCL3 0.45007 | 0.10701
1700049E17RIK2 0.37958 | 0.00452 GM2933 0.45077 | 0.16505
IGH-VJ558 0.38192 | 0.43479 FAM102B 0.45149 | 0.13304
PRRG4 0.38250 | 0.10001

R 17B : f£51 IL-27 Abl #4817 1% Hepal-6 /NEE ATl 2 H 2 200 1

EAEHN -

#EH Rt | pfE =N 8L | pfE

MUP-PS12 6.33152 | 0.00215 OLFR724 2.07902 | 0.09250
GM26184 5.61658 | 0.08504 GM23277 2.07764 | 0.09120
GKN2 4.82174 | 0.03776 A4GNT 2.07584 | 0.24306
MYHS 3.85386 | 0.31903 MUP21 2.07390 | 0.11490
MIR101B 3.69523 | 0.01108 GM24147 2.07383 | 0.26694
GKN1 3.48462 | 0.04511 MYBPCI1 2.06732 | 0.13917
SLN 3.47316 | 0.18221 CYP3A59 2.06303 | 0.26277
MUCSAC 3.34061 | 0.06276 ACTN2 2.06253 | 0.14714
2310057J18RIK 3.04114 | 0.41002 MIR29A 2.06200 | 0.03405
PSCA 3.02691 | 0.12186 TFF1 2.06146 | 0.08032
GM25623 2.94838 | 0.01329 PLA2GIB 2.05956 | 0.44772
FAME&3B 2.90452 | 0.02016 GM23021 2.05954 | 0.11112
GM23852 2.88192 | 0.07627 GM22607 2.04477 1 0.13834
SPTSSB 2.87259 | 0.09524 RPL10L 2.04430 | 0.06920
MIRLET7F-1 2.79416 | 0.04469 ACE2 2.03841 | 0.35049
MUP-PS16 2.77768 | 0.01138 PRAMEL?3 2.03798 | 0.14902
ANXA10 2.68901 | 0.10472 SULT1BI 2.03237 | 0.24951
LGALS2 2.68519 | 0.13369 ARL14 2.02633 | 0.09522
CHIA1 2.67246 | 0.40779 GM11337 2.02394 | 0.02702
AKP3 2.66042 | 0.36655 CNNI1 2.02048 | 0.02173
SLC13A1 2.62180 | 0.29356 LRIT2 2.01905 | 0.05334
GM766 2.62086 | 0.40345 ACOT4 2.01479 | 0.21202
GM24537 2.61729 | 0.16494 LOC100125594 2.01433 | 0.02079
GM24138 2.60556 | 0.03739 GLB1L2 2.01156 | 0.03963
SIS 2.58535 1 0.37774 GM25605 2.00818 | 0.13287
2210407C18RIK 2.58374 | 0.06005 GM15384 2.00171 | 0.02548
S100G 2.58040 | 0.38773 GM94 1.99674 | 0.10946
GM26354 2.54047 | 0.10968 OLFR1113 1.99669 | 0.12774
CKMT2 2.53798 | 0.26801 G630018N14RIK 1.99666 | 0.30168
GM26055 2.52487 1 0.21572 GM23232 1.99430 | 0.06721
GM5885 2.47858 | 0.03053 GM16378 1.99415 { 0.03571
AGR2 2.45816 | 0.18450 GM22838 1.99362 | 0.08752
VMNI1R167 2.45428 | 0.09317 HSD3B5 1.99243 | 0.20188
GM25167 2.44373 | 0.02641 OLFR746 1.98892 { 0.03312
ATP5C1-PS 2.43743 | 0.04767 GM24254 1.98755 | 0.13006
GM24470 2.43383 | 0.16763 GM24232 1.98629 | 0.22120
MYH2 2.40309 | 0.16324 PRAP1 1.98616 | 0.37196
MIR326 2.37544 | 0.00590 ALPI 1.98615 | 0.41922
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MIR122 2.37543 | 0.02420 MIR3964 1.98298 | 0.03007
MCPT9 2.37520 | 0.06227 GM22787 1.98276 | 0.01829
PSG18 2.35852 | 0.01151 GM26081 1.98214 | 0.17707
MUC6 2.35850 | 0.31084 GM22242 1.98012 | 0.31686
VMN2R115 2.35187 | 0.11114 1GHV1-77 1.97991 | 0.47423
GM25498 2.35108 | 0.00863 OLFR740 1.97966 | 0.21907
2010106E10RIK 2.33919 | 0.46065 OLFR1201 1.97856 | 0.03392
ERBB4 2.32759 | 0.03502 GM22654 1.97558 | 0.51008
LYPDS8 2.31999 | 0.13737 OLFR747 1.97523 | 0.07186
CYP2A5 2.30476 | 0.23296 GM22521 1.97342 | 0.10732
BTNLS-PS 2.30131 | 0.16835 VMNIR172 1.97211 | 0.07313
GM24549 2.28941 | 0.11379 GM13773 1.97144 | 0.21792
GM24465 2.28686 | 0.23556 CLEC2H 1.97034 | 0.20412
SLC26A3 2.28613 | 0.34866 OLFR714 1.96697 | 0.08163
DPCR1 2.28459 | 0.06528 GM22284 1.96490 | 0.13765
GM11844 2.27856 | 0.10541 GM26342 1.96171 | 0.02416
CYP4A32 2.26879 | 0.21331 OLFR190 1.96140 | 0.01845
MIR1928 2.26702 1 0.01338 CCDC152 1.96048 | 0.03753
GKN3 2.26609 | 0.38398 GM26048 1.95935 | 0.18068
KRT4 2.26351 | 0.15392 GM24410 1.95853 | 0.18441
PGC 2.26227 | 0.25834 LGALS4 1.95650 | 0.02146
HISTIH2BA 2.26012 | 0.03903 OLFR969 1.95620 | 0.09460
SPRR2A3 2.25406 | 0.19740 GM6222 1.95616 | 0.09501
IGKV12-41 2.23462 | 0.35478 OLFR913 1.95340 | 0.31106
PARD3BOS3 2.22662 | 0.11494 4930557A04RIK 1.95314 | 0.06455
CLCA4B 2.22470 | 0.41766 GM24750 1.95027 | 0.23848
GM23744 2.20755 | 0.12172 GM23043 1.94750 | 0.04897
VMN2R-PS129 2.20013 | 0.00212 STFA1 1.94574 | 0.08031
GM23241 2.19443 | 0.16439 SUCNRI1 1.94177 | 0.10776
MYOZ2 2.19124 | 0.20907 MYOMI1 1.94136 | 0.17534
MIR192 2.19083 | 0.05530 KILK1B22 1.93841 | 0.12634
MYHI1 2.18765 | 0.16532 GM23917 1.93358 | 0.19490
5033403H07RIK 2.18709 | 0.12308 GM15949 1.93187 | 0.04498
MIRLET7F-2 2.18612 | 0.16167 OLFR709-PS1 1.93037 | 0.07218
GM25009 2.18474 | 0.12429 OBP1A 1.92773 | 0.34212
MUCI13 2.18238 | 0.44121 SULT2A1 1.92697 | 0.35277
PPP1R3A 2.17804 | 0.19680 GM24786 1.92300 | 0.21032
OLFR798 2.17172 | 0.00360 SGK2 1.91561 | 0.15674
SERPINA12 2.15429 | 0.03094 MIRLET7C-1 1.91086 | 0.07251
GM25864 2.15155 | 0.04041 VMNIR90 1.90960 | 0.10180
N-R5S155 2.15090 | 0.06906 GM23342 1.90947 | 0.02984
CYP2C65 2.14174 | 0.14376 REG3G 1.90771 | 0.15987
GM14750 2.14105 | 0.05245 GM24839 1.90586 | 0.26313
GM23026 2.13427 | 0.08632 N-R5S8157 1.90509 | 0.11667
HAMP2 2.12517 | 0.26750 GM25023 1.90492 | 0.02529
GM24527 2.12509 | 0.07768 CES2B 1.90228 | 0.13857
OLFR8&91 2.12488 | 0.07314 IGHVS-11 1.90067 | 0.15551
OLFR68 2.12477 | 0.17461 GM25982 1.89862 | 0.05418
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TRAV6-2 2.12335 | 0.16838 ATP4A 1.89851 | 0.39680
CYP4F40 2.11940 ] 0.18482 GM26162 1.89809 | 0.01472
TRDN 2.11902 | 0.23956 PNPLA3 1.89778 | 0.00313
CFTR 2.11685 ] 0.32080 AUO015336 1.89289 | 0.07944
XIRP2 2.10948 | 0.20311 GM24621 1.89139 | 0.08404
CYP8BI 2.10691 | 0.09121 CYP2C40 1.89106 | 0.40000
GM23629 2.10532 | 0.05899 GM25602 1.89074 | 0.15275
GM25076 2.10385 | 0.09801 ADGRG7 1.88894 | 0.32051
1700080G11RIK 2.10309 | 0.16206 SLC30A10 1.88809 | 0.12880
N-R5596 2.09968 | 0.04925 GM25836 1.88784 | 0.19345
GM11027 2.09669 | 0.30087 GM25629 1.88723 | 0.11919
SLC22A29 2.08861 | 0.26634 GM24861 1.88583 | 0.03961
GSTT2 2.08187 | 0.23716 GM21057 1.88436 | 0.08496
GM23911 2.08111 | 0.19027

[0448] ERFEH » FHHLIL-27 AbI T 3 % (# BH &2
I &) E R > B #E PD-L1 ~ TIGIT & AFP 3 ¥ (JE 28B-28D) >
HEBI3 ~ IL-27 % IL27RAY £ 8 HHE Z % (L (B 28A) - 7K
% IR fF L IL-27 Ab1 % B 2 & » TGFRz& &€ & #l & - H
TNFRSF10B + TNFRSFla, PDGFA ~ £ B % /0 (B 28C R H
28E) -

[0449]) pboh > R HUIL-27 AbLE T 2 6K X & B &
BEMAIEE o FUIL-27 AbIEEE R MEBRE S 2 B K 4 A
KNK#E g VS % (TME © B29A) - B iME > HLIL-27 Abl
£ CD206 &, CD163 5 (B 29B) > H & B i B Wi 4l Ay A1 Bf 1%
s s H B PLIL-27 Abl 3 & % 2 M NKAME B 2 8 (H
30) c NKIZER ST 2 A8 5 M FTHHLIL-27 Abl g &
NKYjge H A€ &£ 2 HEPAl-6f@ B 2R - 559 » fE H #L
IL-27 AbIVER 2 1% » & fE H i 4 i = m 2 sd ¥ B s &8 5 63
Z R (HE31) -
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EH15: TNFSFIS{E /RIL-2THIF 2 &£ ESLY

[0450] TNFSFIS(BEERELXR F oI FA®ER F15) 0 I8
fii B TLIA(TNF# FC 88 1A)EC VEGFI(fL & W & £ & W 7 {lll
HE) > BOCRAENHDEERPEER 2 BREESERT
RXIEWN Z M/ % (25 B ¢ VEGI, a novel cytokine of
the tumor necrosis factor family, is an angiogenesis inhibitor

that suppresses the growth of colon carcinomas 1n

vivo.FASEB J.1999 Human Genome Sciences, Inc.) [ o #
HEERXMHE N R ZEE KT E TH & M HA (2
HMigone® A, Immunity 16(3):479-92(March 2002); Jin%
A Mucosal Immunology6:886-99(December 19, 2012)) o 1
AOIL-27 fl & B 8 % 2 & - (£ [H By 1L-27 2 & » B
TNFSF15 F 38 - i 17 H AF 57 & 7% B 5 Al ] 1L-27 2 08 &
Bl 2 & AVIL-27H1 §l 2 A0 FEHFEREDERLY Z R
% o

[0451] IL-27# &) &L PBMCH ~ 4HfE / ZIL-17A -
IFNy(2( IFNg) k. TNFa(=2( TNFa) 2 & 4 - ff 7 £ 20 F £
IL-27(100 ng/mL)Ef » 2K H3{E £ 6 <~ &= £ A FHPBMCH fi
CD3(0.25 pug/mL)R B 3K - & FF R UL B hom =04 i
17 BR L Pet A1) 2RI &0 #F F2 IL-17A ~ IFNy ~ TNFa R IL-10 2 %
fE : IL-278 K IL-17A ~ IFNy & TNFo” & 4 3% /0 B % % IL-
102 7 4% A % JE (B 32A-32D) -

[0452]) M & # > FE£E{EPBMCH F #ii IL-27 Ab1[H Er
IL-27 5 2 B /v | & 4 B - 45 7 £ A 7 AF §u [L-27
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AbI(1 pg/mL) K » 2K B 3 £ 4 @& [ Hl £ & 2 PBMC M #iu
CD3(0.25 pg/mL)R 4K - #& F&F R B # b =X 40 i
{8 BR f P 51 A ORI 5 ¥ FA IL-17A ~ IFNy » TNFa R IL-102 2
M€ ; ${IL-27 Ab1Z F{IL-17A ~ IFNy & TNFa.” 2 4 1 i1 (B
33A-33D) -

[0453]) & 7R = o] fF B HUIL-27 AbLJE M 2 B30 &) )
BEREVERY KRR KM ERKRE(WL > £FL
PBMCH # M i M 5 7y Hr sh 1T AR R B & 7 - £ B A K
A B A HIL-27 AbI(1 pg/mL)RYFE R T - & 2K B = (& (& Hl
fft 48 < PBMCH $1CD3(0.25 ng/mL) R B 24/NEF - K H &
fx fh < RNASr B H g B DL #8 i o P 51 2k 2 1r & I 3R 3R
i 0 Al EIL-27H &) 2 B KE o #Eh kW E o M 0 w0 B AR
MMP1 - MMP10 % TNFSF15.> [& B % B2 48 Ik > #£ A $ 1L-27
AbTIIHIIL-272 1% » S TEEREZZ MM REH - WL FK18F
e B3R FTHEBEBMELL > FIL-27H# 2% 2 &R
R Zlog BB B AL (xE)MH BN M HBAMAEL - HIL-27
AblER 2t 2 BERFH 8L 2 B ZE M pE)(yEHEY X W
- {ETL-27[H B ~ & > TNFSF15# g ) B8 & W hn - 1€ FA
A 38 A fEAe oo B A A E s E AL 0 M B IL-27
AblJE & Z 1% - TNFSFI5 8 m A A & 3H K & 2 o] = 3H Y
o WAEE3SH R -
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R 18 : FEFERIME IL-27 {2 &K E PBMC Z BgkiEL

FEH TL-27 AP 8 B 200 R

FEHH IL-27 HIHIAT I 2 B 52 200 fEER

fegEEL: |PHE:RIL- fegesb: | PE: HUIL-
[BiIL-27 | 27 Ab1 Atk [ IL-27 27 Ab1 At

HERTE Abl /IgG1] 7 IgG1 HATTE Abl/IgGl1] 7 IgG1
LOC105375002 1.645118 0.000457 MIR519B 0.542762 0.017631
OR2AG1 1.633194 0.02143 MIR4272 0.633358 0.045813
SNORDI115-10 1.61366 0.042825 MIR4712 0.662079 0.013235
MIR548AK 1.594121 0.047753 MIR4738 0.666032 0.008113
VTRNA2-1 1.539071 0.018135 MIR4668 0.676758 0.002044
LOC105375837 1.528625 0.042765 MIR634 0.67895 0.010185
MIR4540 1.506249 0.014019 LINC01233 0.695199 0.03774
TNFSF15 1.48874 0.00196 MIR19B2 0.706896 0.045961
LOC105377950 1.474449 0.017305 LOC105378073 0.712528 0.010495
LOC105375291 1.455875 0.037183 LOC105370770 0.716513 0.010176
LOC392232 1.442977 0.034733 KCCAT198 0.72041 0.040306
IFNA6 1.435639 0.032471 LOC101927552 0.721552 0.002026
MIG7 1.433659 0.011024 MIR1302-1 0.72292 0.031298
LOC105369473 1.428921 0.045657 APOH 0.729982 0.018512
GAGEI 1.427557 0.025117 OR56A3 0.731084 0.014148
LOC100506098 1.426037 0.008256 SDIM1 0.73208 0.001115
LOC105377643 1.416114 0.011246 LOC101928395 0.736856 0.03984
LOC105370479 1.414996 0.016319 LCEIF 0.739268 0.025556
LOC101927342 1.387702 0.001705 LOC100129476 0.740716 0.005034
SPO11 1.384138 0.019734 Cé6orf10 0.741035 0.045023
LOC105374146 1.372296 0.042536 DDX46 0.744975 0.031001
MMP10 1.35563 0.035631 MIR544B 0.745497 0.000331
MIR513A1 1.349552 0.003188 LOC105371152 0.745893 0.001107
LOC105373187 1.33789 0.011411 HBZ 0.746633 0.032099
MIR302E 1.329896 0.049451 LINC00173 0.75377 0.046112
LOC105374715 1.328902 0.039526 MIR95 0.754058 0.029894
CRYGC 1.326275 0.002843 LOC105369893 0.758578 0.042461
NROB1 1.322219 0.03641 RNU6-58P 0.761545 0.022808
LOC105372823 1.322197 0.008592 EPYC 0.763574 0.015155
KRT74 1.321165 0.032883 WWC2-AS1 0.764054 2.67E-05
LOC105375538 1.319595 0.019808 LOC105370359 0.766521 0.01068

LOC105378220 1.319239 0.004044 MIR519A2 0.766808 0.045329
SNORD116-23 1.314349 0.035597 NSAP11 0.768519 0.020859
ROCKI1P1 1.311881 0.009781 TDGF1 0.771131 0.010419
LOC105375734 1.310484 0.01621 LOC646588 0.771593 0.022006
MIR874 1.30894 0.00796 LOC101927281 0.773448 0.028332
LOC102467216 1.306665 0.029327 LOC105374670 0.777386 0.028457
MIR18B 1.305409 0.02179 A2MP1 0.778456 0.001304
LOC105378688 1.30501 0.005119 SLC7Al1 0.779049 0.048778
PIPSL 1.303637 0.013713 PRH2 0.780025 0.029219
LOC105374484 1.302454 0.01914 SNORD114-19 0.781894 0.040583
LRRC46 1.299851 0.040688 LOC105373550 0.78246 0.003341
SMG7-AS1 1.298713 0.039351 LOC101927413 0.785604 0.025946
LOC105378749 1.295692 0.02812 MIR765 0.785901 0.027588
CT55 1.295094 0.029095 ALDH?2 0.787067 0.03251
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Fer IL-27 MIGIFTAE L B 200 BER

FREH IL-27 HIHIBTIH 2 B E 200 AR

FEESE A0101

g | PAE - LIL- g | PME: PUIL-
[BrIL-27 | 27 Ab1#HLEE [Hi IL-27 27 Ab1 AHER

R Abl /IgG1] 1 1gGl HEREFTHR Abl/1gGl] 7 IgG1
MPDZ 1.288722 0.005299 LOC105370607 | 0.787785 0.029023
HIST1H4B 1.288471 0.02363 ZNF717 0.788458 0.019536
LOC105379223 1.287376 0.007854 MIR7-2 0.78937 0.024631
POMI21L4P 1.28655 0.006754 OR2Y1 0.791148 0.005362
HIST1H2AH 1.285763 0.045671 FCGRIC 0.791398 0.036053
OR6C74 1.284028 0.021357 LOC102723879 | 0.792285 0.021851
KRT33A 1.28161 0.041615 LOC153910 0.793028 0.026202
PLCE1-ASI 1.280197 0.023448 MIR410 0.793302 0.007555
ALX1 1.279203 0.042523 LOC102725105 | 0.794407 0.019386
KCNN3 1.274928 0.01882 LOC105373461 0.798351 0.021561
LOC105377124 | 1274321 0.01119 LOC105373109 | 0.799694 0.035357
BMP15 1.272919 0.013839 LOC105376899 0.8002 0.011314
RPLPOP2 1.271495 0.003828 LOC105375857 | 0.800606 0.049069
LOC105374024 | 1271237 0.040873 LOC105371883 | 0.802577 0.001618
ORA4C5 1.270368 0.008923 MIR3121 0.804293 0.01562

LOC105376234 | 1.269085 0.000332 KRTAP19-2 0.805488 0.007923
LINCO01591 1.268954 0.010567 LOC105370057 | 0.805791 0.036764
LOC101928663 1.265242 0.003128 LOC105375969 | 0.806373 0.002891
LOC105375890 | 1.264046 0.005132 TMED3 0.807779 0.049844
IGHV3-16 1.2619 0.010831 LOC105371856 | 0.809355 0.000543
TRIMS55 1.260372 0.014182 EYAl 0.809515 0.008405
LOC105371018 | 1.259721 0.026344 LOC105372147 | 0.810403 0.018231
LOC105371976 | 1256944 0.030406 SNORD115-20 0.81087 0.01113

LOC100129345 1.256654 0.011358 LOC105378424 | 0.812013 0.025289
LOC105375875 1.254562 0.047657 LOC105379104 | 0.812998 0.026458
TMA4SF1 1.253654 0.008913 LOC105378078 | 0.815137 0.043079
LOC105375273 1.25346 0.035173 PCAT18 0.815152 0.012051
LOC101928279 | 1.252743 0.015819 CRYBAI 0.815488 0.008079
MIR4493 1.251366 0.046562 DOCK4-AS1 0.816945 0.003652
LOC105376425 | 1.249945 0.029786 PFN4 0.817389 0.017892
LOC105376243 1.248505 0.004647 LOC105373456 | 0.817412 0.047871
OR4K17 1.24847 0.035361 LOC105376207 | 0.817593 0.03227

LINC00865 1.248322 0.007719 RUFY4 0.817735 0.047204
CAV3 1.246213 0.024171 PGMS5P2 0.820132 0.047774
LOC105369830 | 1244553 0.000338 FLJ20712 0.822198 0.042585
RS1 1.244259 0.009886 LOC105378741 | 0.822688 0.023776
LOC101929284 | 1.243628 0.009664 KIR3DL2 0.822791 0.017144
SPATA17-ASl 1.243442 0.036463 IRS4 0.824149 0.020883
C90rf129 1.241344 0.008005 RNF175 0.824277 0.040132
TEX12 1.239195 0.039282 MIR4473 0.824601 0.01576

OLIG2 1.235907 0.016016 C2101f62-AS1 0.825875 0.029134
SRGAP1 1.232365 0.0168 TPI1P3 0.826368 0.005535
LOC105374323 1.23136 0.006316 OR6K2 0.82656 0.027951
MIR1283-1 1.230642 0.005018 LOC105375971 0.827067 0.028154
GID4 1.229305 0.016043 LOC105377841 0.827522 0.046396
LOC105374770 | 1.229204 0.023076 LOC105370772 | 0.828585 0.019601

892569-1 55 206 B - 3 230 H(FHARAAE)
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114105158

84

FEHh TL-27 AR E 2 B 200 AR

FiHH TL-27 fRI AT 2 B3 200 AR

foseE(k . | PE: HLIL- fegee(n: | PE: HIIL-
[BiIL-27 | 27 Abl#HtL [5i IL-27 27 Ab1 #HEE

Y Ab1/IgG1] 7 IgG1 HRFTSE Ab1 /IgG1] 7 IgG1
IGFL2 1.226273 0.0209 OR5H6 0.828925 0.033792
LOC105376944 1.225754 0.017134 LOC400958 0.829718 0.027201
ALGIL 1.224177 0.002154 KCNAB1-AS2 0.830199 0.046563
PCDHB18P 1.223959 0.009905 ANXASL1 0.830719 0.017418
RIMBP2 1.223519 0.039249 LOC102724520 0.831113 0.019589
OR52B4 1.22324 0.024734 ALS2CRI11 0.831379 0.005442
ADGRL2 1.223099 0.02921 LINC01052 0.831661 0.038213
SCG5 1.222368 0.013456 MIR492 0.8348 0.041657
LOC105376570 1.221999 0.007463 LOC101928119 0.835502 0.004564
LOC654841 1.221214 0.016472 SYT4 0.836312 0.025009
HAS2-AS1 1.221198 0.047307 LOC101928421 0.836388 0.04031

SPATA24 1.220361 0.009933 CASC23 0.838526 0.026392
LINCO01538 1.218128 0.007969 LOC105375855 0.838859 0.027901
CCDC85C 1.217577 0.040344 LINC00366 0.839834 0.009281
LOC105370571 1.216124 0.013425 DEPDC7 0.841512 0.035067
LOC101927499 1.214266 0.029007 LOC102724330 | 0.842675 0.033285
TFPI2 1.213888 0.020451 PLA2G2D 0.843078 0.032033
TSSK3 1.212747 0.003353 LINC01166 0.844555 0.044378
LOC105371818 1.21189 0.040895 RPE65 0.845494 0.005261
NPYIR 1.211641 0.033039 GLIS3 0.845755 0.047774
LOC105376530 1.211121 0.008511 LINC01523 0.84612 0.021712
EVX1-AS 1.208195 0.026851 LOC105374787 0.84724 0.001573
NPAS3 1.207602 0.019453 IGLV3-32 0.84882 0.010713
OR51Q1 1.206806 0.037877 LOC105373595 | 0.849597 0.020159
LOC101927418 1.206024 0.018913 LOC728040 0.849791 0.01671

SSTR2 1.20578 0.043155 LINC00597 0.849976 0.037685
LOC653653 1.205761 0.036703 MIR3591 0.850417 0.045077
LOC105372249 1.203904 0.010203 KRTAP10-3 0.851393 0.03041

LOC102723639 1.203543 0.007388 ZC3H12B 0.853207 0.026583
LOC105375476 1.203038 0.015508 LOC105370690 | 0.853241 0.001048
FKBP7 1.201988 0.042042 ZIC3 0.853712 0.039829
HRAT56 1.201942 0.020195 FGF10-AS]1 0.853729 0.035366
MIR4778 1.201939 0.017579 PMS2P5 0.854195 0.048446
LOC105378180 1.201664 0.020417 SUGTIP1 0.854792 0.034214
SCARA3 1.200146 0.008278 LOC105369293 0.855263 0.044491
LOC101930294 1.199177 0.022741 DEFB119 0.85586 0.008256
GUCY1A2 1.197934 0.000492 LOC105369488 | 0.856419 0.018871
MGAM2 1.197312 0.042246 NRXN1 0.856769 0.047832
TEX14 1.197177 0.037082 LVCATS 0.856829 0.028297
OR2L13 1.19687 0.022817 KIZ-AS1 0.857975 0.033864
IGSF10 1.195837 0.02574 LOC105378283 0.858492 0.036091
SFRP2 1.194806 0.008784 MIR1290 0.858598 0.031938
GALNTI16 1.194743 0.022064 GKAP1 0.858622 0.042287
TM4SF19 1.194237 0.042563 LGR5 0.858793 0.01244

LOC101927055 1.194215 0.029334 NUDT10 0.85898 0.015489
XIRP2-AS1 1.194173 0.045563 DSCAM-ASI 0.85983 0.003654
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114105158

FE IL-27 {IHIFTAEL HE 200 BER

FEEH TL-27 HIHI A H 2 B 2 200 FEER

feges L | P{E: BLIL- fegee(s: | PE:HIL-
[T IL-27 | 27 AblAHEE [tIL-27 | 27Abl1MtL

ERTe Ab1/1gG1]  1gG1 BRIy Abl/IgG1] 7 1gG1
KCNJ16 1.194028 0.018938 LOC105376640 0.86136 0.004118
LOC105370561 1.194006 0.046886 LOC105377693 | 0.862866 0.038576
ASIC2 1.193784 0.020987 SFTA3 0.863502 0.038347
LOC401191 1.19219 0.013408 CYYRI1-ASI 0.864454 0.033992
INCA1 1.189251 0.007965 C9orf3 0.864736 0.006764
LOC105376161 1.188411 0.016143 LOC105373886 | 0.864772 0.012476
ADAMTS3 1.188383 0.048302 LOC105370060 | 0.865766 0.0341

LOC101928231 1.187861 0.031467 CTBP2 0.866251 0.009633
CMYAS5 1.187321 0.024627 LOC101927328 0.86679 0.033119
IGSF5 1.187268 0.046046 ZNF449 0.866794 0.036778
MIR3177 1.187017 0.041887 OGN 0.86879 0.02991

GPC4 1.186929 0.023815 MAPILC3B2 0.869085 0.00058
0C90 1.186462 0.046711 ASPN 0.87022 0.049977
ST8SIA6-AS] 1.185617 0.034159 LOC105370018 | 0.873226 0.033161
SPDYE4 1.185393 0.007728 LOC105376347 0.87418 0.033977
CHODL-ASI 1.185235 0.029759 OR52D1 0.874677 0.037917
USP17L17 1.184052 0.037856 SFTA1P 0.87492 0.012883
LOC105376975 1.182382 0.011412 LOC105376658 | 0.877883 0.038524
LOC101927109 1.180499 0.008781 LINC00092 0.878605 0.03258
CLCNKB 1.179758 0.033508 ERVK3-2 0.878835 0.001504
NRII2 1.179102 0.020533 LOC105379385 | 0.878896 0.02955
CASC17 1.179066 0.018346 ATP8B3 0.879183 0.00631

FAM19A3 1.177994 0.002009 CTRB2 0.880249 0.025135
LOC105375586 1.177235 0.025561 LINC01527 0.880518 0.040258
SUMO1P3 1.176228 0.027566 KRTAP19-7 0.880746 0.030687
FLJ44874 1.175661 0.037981 LOC105376244 | 0.881151 0.036515
NACAPI1 1.175123 0.02547 LOC105376554 | 0.881259 0.022378
PTPN3 1.175009 0.028207 ZNF30 0.8823 0.024368
SSX2B 1.174369 0.003748 LINC00894 0.88431 0.020883
SSX2B 1.174369 0.003748 MIR592 0.884366 0.023417
LOXHDI 1.173847 0.008937 LOH12CR2 0.886427 0.036694
LINCO01104 1.172936 0.038443 ZNF846 0.887147 0.019874
SERPINIIL 1.172725 0.00357 LINC01202 0.887201 0.036865
LOC101928387 1.172215 0.007858 CACNG4 0.8877 0.031884
CDH12 1.171839 0.00615 LOC642648 0.888364 0.019056
LPIN3 1.171832 0.027473 LOC105370526 | 0.888491 0.002669
LOC105369575 1.171058 0.022101 TRIM45 0.889074 0.046329
SHC3 1.170409 0.014611 AQP11 0.889428 0.005461
AIFM3 1.170074 0.001628 ANKEF1 0.889878 0.019532
LOC105370564 1.16947 0.031193 PTGDR2 0.890525 0.042594
KCNJ14 1.169446 0.03716 LOC100129869 | 0.891023 0.036875
LOC102723323 1.16941 0.005804 RBMI2B-AS1 0.892387 0.00632
LOC101929608 1.169147 0.005278 LOC105378081 0.894442 0.029207
LINC01039 1.168287 0.028847 MIR365A 0.895999 0.04973

LOC105374980 1.168286 0.039283 LINC00581 0.896004 0.048047
GAL 1.167357 0.013476 LYPDS 0.896025 0.042973
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FErh IL-27 {IGIFA S B 200 AN

FEeh IL-27 AR B2 200 AN

feget: | PHE:HIL- feg: | PE: HIL-

[FiIL-27 | 27 Abl AL [FiIL-27 | 27Abl#HEE
RS Abl /1gG1]  1gG1 HRGY Abl /1gG1] 1 1gG1
MIR107 1.1655 0.014498 OR14I1 0.896295 0.007798
SCGB1A1 1.165175 0.007183 FAM217A 0.89866 0.019317
LOC101927277 | 1.164914 0.022585 TMEM?254-AS1 | 0.898681 0.049183
LMOD3 1.164303 0.013973 LARS2-ASI 0.898922 0.014049
MIR520G 1.163434 0.033228 CCDCI150 0.899017 0.002703
LINC01618 1.162641 0.049271 GLI1 0.899604 0.00209
LOC101929528 1.16255 0.024828 CDI163L1 0.90077 0.019563
LOC105375710 | 1.162468 0.036178 MAP2K2 0.901533 0.028712
LOC102724732 | 1.162206 0.015044 DIRC3 0.901772 0.047553
GEM 1.161606 0.005818 1QCC 0.901863 0.009081
HLX-ASI 1.161435 0.03007 IRX6 0.901966 0.041501
LOC441239 1.160728 0.018365 TRIM63 0.903387 0.048605
LOC105373823 1.157242 0.000638 SPATA18 0.90354 0.004953
TINAG 1.157194 0.039893 LPEQ6126 0.903553 0.030286
MFAP2 1.155841 0.026956 RIPPLY3 0.905238 0.027728
TUB-AS] 1.154582 0.031326 ZNF192P1 0.905716 0.021822

114105158

[0454]) 2 @& BT - 42/ (8 F & #t X1 IL-27
AbI(1 pg/mL)BC A B ¥ B F 4 T » = %F AN HPBMCH #it
CD3(0.25 pg/ml)R] 5 24/ By B30 Or £7 R R o & RNAULHE H
#& M qPCR - i A 2 N 7 £ 1 Taqman 5 $F 2K & M TNFSF15
ek Y o e OHl E TNFSFISH B # 8 (RQ) - & R B E L
IL-274l #] 2 {& TNFSF153% 37 ¥& jin - H 3 37 H AR 38 5 2 &
A AEJEAE - N OB A #F 1B PBMCH - H HiT IL-27 Ab1/G % Z
%% > TNFSFISRBE AW - W/ B 36A-36BF /x i -

[ 04551 ff ¥ B Z K & £ PBMCI & ¥ F & >
TNFSF1S58# g% ) 2 M0 # 38 fn i — D 58 - 5 £ A PBMC
Fo Or Ff ¥ L BY (3% (L PBMC) ~ i 2 A 1:2fE X Z {E PBMCE
£ B ERAPBMC(A# IEPBMC+HE £ 5k) ~ fRiFfFIE 2B
BB K (FF EE ZXK) > At CD3JE {E £ PBMC(0.25
wg/mL)(CE {E PMBC)E  fif 72 A 1:2EE R Z B % 2K H A §it CD3

892569-1 55 229 B » 3t 230 H (5EHHRAE =)

FEESE A0101
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(0.25 pg/mL)JE(L Z PBMC(CE{L PMBCHE % B() - K 4l g 55
24N o K AR RNASY B DL 45 1 qPCRZA Hl 2 TNFSFI1S
K o B37H 2 FoR BLE R E A > A $TIL-27 Ab1{
M IL-27 2 %% By TNFSF15# g ¥ 2 & & 2 1k -

[0456]) 3 58 TNFSF1588 % ) 2 % JE ¥ 54 IL-27[H B
R R MR > H OB R E CD39EC CDI12R Z H A it %8 1M
=T RBER M E  WEISRH o AIE - H1eGIEE
brBE - B IL-27 40 B8 ($7 IL-27 Abl ~ 1 pg/mL) -~ #{ CD39
[gG4i #8 (1 ng/mL) ~ HFLCDI12R IgGIHLAG (1 pug/mL) Bk i1
CDII2R TgG4Hi 88 (1 ug/mL)FE A T - 4% A PBMCH
EREKUTEER @AM T HHHLCD3(0.25 pg/mL) ] % 24
INBE o fE24/NBF B UL FE RNA 5 8 FH A 8 TL1A/TNFSFI15
DuoSet ELISA(R&D Systems) » EHEEE L F K+ =~
TNFSF 158 g %7 o

[0457] BL4F > 4B 39A R B 39Bsr i » £ & (E PBMC
> FH H1IL-27 AbI[HERIL-27 2 % - 78 28 34 53 b TNFSF15
SO HEEsgYMHELIL > 8 )2 % % (B 39A-39B) -
f£ TgG1 ¥ B2 B¢ 1 IL-27 4 & ($1 IL-27 Abl - 1 pg/mL){F 4
T~ #E ANBEPBMCH EZIK T 4A E W Ml 72 B A i
CD3(0.25 pug/mL)H 3 - £F 1K ~ FE2RKBESK - W
RNA » HH PR KRR > TNFSFISE sf ¥/ B 8 & (RQ)#E
M qPCRARHE - fEAFIFEUWEIEEY LIFR - TNFSF15
& 5 A 2L ELISAZK & Hl -

892569-1 55230 B » 3t 230 H(FEHRAE =)
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GRIE!

FERGRIEEE AR EEL ] (SURFACE ONCOLOGY, LLC.)

<110>

<120>

<140>
<141>
<150>
<151>
<150>
<151>

<160>
<170>
<210>
211>
212>
213>

<220>
<223>

<400>

P IL-27 fifg e ik

™

2020-09-25

US 63/081,705
2020-09-22

US 62/906,008
2019-09-25

156

PatentIn 3.5k

1

229

PRT

AT F4(Artificial Sequence)
NJE EBI3 &EH

1

Met Thr Pro Gln Leu Leu Leu Ala Leu Val

1

5

Pro Cys Ser Gly Arg Lys Gly Pro Pro

20 25

Val Gln Cys Arg Ala Ser Arg Tyr Pro

35 40

Thr Leu Pro Pro Ala Pro Asn Ser Thr

50

55

Thr Tyr Arg Leu Gly Met Ala Ala Arg

65

70

Gln Gln Thr Pro Thr Ser Thr Ser Cys

85

Phe Ser Met Ala Pro Tyr Val Leu Asn

100 105

Gly Ser Ser Ser Ser Phe Val Pro Phe

892569-1

114105158

115 120

FEESE A0101

10

Ala

Ile

Ser

Gly

Thr

90

Val

Ile

Leu Trp Ala Ser

Ala Leu Thr Leu
30

Ala Val Asp Cys
45

Pro Val Ser Phe
60

His Ser Trp Pro
75

Ile Thr Asp Val

Thr Ala Val His
110

Thr Glu His Ile
125

F1H > 102 HIFHIER)

Cys
15

Pro

Ser

Ile

Cys

Gln

95

Pro

Ile

Pro

Arg

Trp

Ala

Leu

80

Leu

Trp

Lys

1142007326-0
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Pro Asp Pro Pro Glu Gly Val Arg Leu Ser Pro Leu Ala Glu Arg Gln

130

135

140

Leu Gln Val Gln Trp Glu Pro Pro Gly Ser Trp Pro

145

150

155

Phe Ser Leu Lys Tyr Trp Ile Arg Tyr Lys Arg Gln

165

170

Phe His Arg Val Gly Pro Ile Glu Ala Thr Ser Phe

185

Val Arg Pro Arg Ala Arg Tyr Tyr Val Gln Val Ala

195

200

Thr Asp Tyr Gly Glu Leu Ser Asp Trp Ser Leu Pro

210

215

Met Ser Leu Gly Lys

225

210> 2

L211> 243
<212> PRT

220

Q13> ATFF¥I(Artificial Sequence)

<220>

<223> ANBEH p28 &EH

<400> 2

Phe

Gly

Ile

Ala

205

Ala

Met Gly Gln Thr Ala Gly Asp Leu Gly Trp Arg Leu Ser

1

5

10

Leu Pro Leu Leu Leu Val Gln Ala Gly Val Trp Gly

25

Pro Gly Arg Pro Gln Leu Ser Leu Gln Glu Leu Arg

35

40

Phe

Arg
45

Val Ser Leu His Leu Ala Arg Lys Leu Leu Ser Glu Val

50

55

60

Ala His Arg Phe Ala Glu Ser His Leu Pro Gly Val Asn

65

892569-1

114105158

70

FEESE A0101

75

Pro Glu Ile
160

Ala Ala Arg
175

Leu Arg Ala
190

Gln Asp Leu

Thr Ala Thr

Leu Leu Leu
15

Pro Arg Pro
30

Glu Phe Thr

Arg Gly Gln

Leu Tyr Leu
80

F2H - 102 HIFHIER)

1142007326-0



202521984

Leu Pro Leu Gly Glu Gln Leu Pro Asp Val Ser Leu Thr Phe Gln Ala
85 90 95

Trp Arg Arg Leu Ser Asp Pro Glu Arg Leu Cys Phe Ile Ser Thr Thr
100 105 110

Leu Gln Pro Phe His Ala Leu Leu Gly Gly Leu Gly Thr Gln Gly Arg
115 120 125

Trp Thr Asn Met Glu Arg Met Gln Leu Trp Ala Met Arg Leu Asp Leu
130 135 140

Arg Asp Leu Gln Arg His Leu Arg Phe Gln Val Leu Ala Ala Gly Phe
145 150 155 160

Asn Leu Pro Glu Glu Glu Glu Glu Glu Glu Glu Glu Glu Glu Glu Glu
165 170 175

Arg Lys Gly Leu Leu Pro Gly Ala Leu Gly Ser Ala Leu Gln Gly Pro
180 185 190

Ala Gln Val Ser Trp Pro Gln Leu Leu Ser Thr Tyr Arg Leu Leu His
195 200 205

Ser Leu Glu Leu Val Leu Ser Arg Ala Val Arg Glu Leu Leu Leu Leu
210 215 220

Ser Lys Ala Gly His Ser Val Trp Pro Leu Gly Phe Pro Thr Leu Ser
225 230 235 240

Pro Gln Pro

<210> 3

211> 636

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223>  ANFH WSX1

<400> 3

Met Arg Gly Gly Arg Gly Ala Pro Phe Trp Leu Trp Pro Leu Pro Lys

1 5 10 15
892569-1 53 H 102 HFy1F)

114105158 FEESE A0101 1142007326-0
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Leu Ala Leu Leu
20

Gln Gly Ser Ala
35

Asp Leu Asn Cys
50

Glu Leu His Leu
65

Val Ala Val Ala

Leu Thr Met Ser
100

Pro Leu Trp Pro
115

Asn Ala Pro Arg
130

Leu Glu Ala Thr
145

Val Leu Ile Cys

Thr Leu Leu Glu
180

Ile GIn Asp Leu
195

Arg Met Glu Lys
210

Ser Phe Gln Thr
225

Pro

Gly

Ser

Gln

Ala

85

Asp

Pro

Leu

Val

Gln

165

Pro

Glu

Glu

Pro

Leu Leu Trp Val
25

Pro Leu Gln Cys
40

Trp Glu Pro Leu
55

Ser Gln Lys Tyr
70

Gly Arg Ser Trp

Lys Leu Leu Val
105

Val Phe Val Asn
120

Gly Pro Asp Val
135

His Trp Ala Pro
150

Phe His Tyr Arg

Glu Leu Lys Thr
185

Leu Ala Thr Gly
200

Glu Asp Leu Trp
215

Pro Ser Ala Pro
230

Leu Phe Gln Arg

Tyr Gly Val Gly
45

Gly Asp Leu Gly
60

Arg Ser Asn Lys
75

Val Ala Ile Pro
90

Trp Gly Thr Lys

Leu Glu Thr Gln
125

Asp Phe Ser Glu
140

Pro Thr Trp Pro
155

Arg Cys Gln Glu
170

Ile Pro Leu Thr

Tyr Lys Val Tyr
205

Gly Glu Trp Ser
220

Lys Asp Val Trp
235

Thr

30

Pro

Ala

Thr

Arg

Ala

110

Met

Asp

Ser

Ala

Pro

190

Gly

Pro

Val

Asn Leu Cys Gly Thr Pro Gly Gly Glu Glu Pro Leu Leu Leu

892569-1

114105158

F4H > 102 HIFHIER)

FEESE A0101

Arg Pro

Leu Gly

Pro Ser

Gln Thr
80

Glu Gln
95

Gly Gln

Lys Pro

Asp Pro

His Lys
160

Ala Trp
175

Val Glu

Arg Cys

Ile Leu

Ser Gly

240

Trp Lys

1142007326-0
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Ala Pro Gly

Gly Gly Arg
275

Ile Pro Ser
290

Ser Trp Glu
305

Ser Ala Pro

Leu Leu Val

Val Asp Trp
355

Arg Leu Pro
370

Val Gly Val
385

Leu Ala Ser

Leu Val Gly

Pro Ala Ile
435

Leu Thr His
450

Cys Met Asn
465

892569-1

114105158

245

Pro Cys Val Gln

260

Glu Leu Ser Pro

Gly Ala Glu Trp

295

Pro Leu Thr Asn

Arg

310

Ser Val Ala
325

Thr Trp Gln Pro

340

Ala

Pro

Pro

Ala

Pro

420

Ala

Tyr

Val

Arg Asp Gly

Gly Asn Leu
375

Tyr Arg Ile
390

Ser Ser Val
405

Thr Leu Trp

Trp Gly Glu

Thr Leu Cys

455

Ser Gly Asn
470

FEESE A0101

Val Ser
265

Glu Gly
280

Ala Arg

Leu Ser

Val Ser

Gly Pro
345

Asp Pro
360

Ser Ala

Thr Val

Trp Gly

Arg Leu

425

Val Pro
440

Ala Gln

Thr Gln

FSH>

250

Tyr Lys Val

Ile Thr Cys

Val Ser Ala
300

Leu Val Cys
315

Ser Ile Ala
330

Gly Glu Pro

Leu Glu Lys

Leu Leu Pro
380

Thr Ala Val
395

Phe Arg Glu
410

Gln Asp Ala

Arg His Gln

Ser Gly Thr
460

Ser Val Thr
475

255

Trp Phe Trp
270

Cys Cys Ser
285

Val Asn Ala

Leu Asp Ser

Gly Ser Thr
335

Leu Glu His
350

Leu Asn Trp
365

Gly Asn Phe

Ser Ala Ser

Glu Leu Ala
415

Pro Pro Gly
430

Leu Arg Gly
445

Ser Pro Ser

Leu Pro Asp

$ 102 H(P31%R)

Val

Leu

Thr

Ala

320

Glu

Val

Val

Thr

Gly

400

Pro

Thr

Val

Leu
480

1142007326-0



202521984

Pro Trp Gly Pro

Gln Gly Pro Pro
500

Leu Arg Trp Lys
515

Leu Leu Gly Cys
530

Leu Arg His Lys
545

Pro Ala Asn Ser

Ala Gln Pro Leu
580

Pro Pro Pro Val
595

Leu Asp Ser Gly
610

Gly Leu Leu Gly
625

210> 4
211> 918
<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>

Cys

485

Gly

Val

Gly

Val

Ser

565

Gly

Met

Tyr

Pro

Glu Leu Trp Val

Pro Ile Leu Arg
505

Leu Pro Gly Ile
520

Leu Ser Leu Ala
535

Leu Pro Arg Trp
550

Ser Gly Gln Pro

Asp Leu Pro Ile
585

Glu Ser Ser Gln
600

Glu Lys His Phe
615

Pro Arg Pro Gln
630

<223> ANJH gpl30 EH

<400> 4

Thr Ala Ser Thr Ile Ala
490 495

Leu His Leu Pro Asp Asn
510

Leu Phe Leu Trp Gly Leu
525

Thr Ser Gly Arg Cys Tyr
540

Val Trp Glu Lys Val Pro
555

His Met Glu GIn Val Pro
570 575

Leu Glu Val Glu Glu Met
590

Pro Ala Gln Ala Thr Ala
605

Leu Pro Thr Pro Glu Glu
620

Val Leu Ala
635

Gly

Thr

Phe

His

Asp

560

Glu

Glu

Pro

Leu

Met Leu Thr Leu Gln Thr Trp Leu Val Gln Ala Leu Phe Ile Phe Leu

1

5

10 15

Thr Thr Glu Ser Thr Gly Glu Leu Leu Asp Pro Cys Gly Tyr Ile Ser

20

892569-1

114105158

25

30

F 6 H 4102 H(FHIER)

FEESE A0101

1142007326-0



202521984

Pro Glu Ser Pro Val Val Gln Leu His Ser Asn Phe Thr Ala Val Cys
35 40 45

Val Leu Lys Glu Lys Cys Met Asp Tyr Phe His Val Asn Ala Asn Tyr
50 55 60

Ile Val Trp Lys Thr Asn His Phe Thr Ile Pro Lys Glu Gln Tyr Thr
65 70 75 80

Ile Ile Asn Arg Thr Ala Ser Ser Val Thr Phe Thr Asp Ile Ala Ser
85 90 95

Leu Asn Ile Gln Leu Thr Cys Asn Ile Leu Thr Phe Gly Gln Leu Glu
100 105 110

Gln Asn Val Tyr Gly Ile Thr Ile Ile Ser Gly Leu Pro Pro Glu Lys
115 120 125

Pro Lys Asn Leu Ser Cys Ile Val Asn Glu Gly Lys Lys Met Arg Cys
130 135 140

Glu Trp Asp Gly Gly Arg Glu Thr His Leu Glu Thr Asn Phe Thr Leu
145 150 155 160

Lys Ser Glu Trp Ala Thr His Lys Phe Ala Asp Cys Lys Ala Lys Arg
165 170 175

Asp Thr Pro Thr Ser Cys Thr Val Asp Tyr Ser Thr Val Tyr Phe Val
180 185 190

Asn Ile Glu Val Trp Val Glu Ala Glu Asn Ala Leu Gly Lys Val Thr
195 200 205

Ser Asp His Ile Asn Phe Asp Pro Val Tyr Lys Val Lys Pro Asn Pro
210 215 220

Pro His Asn Leu Ser Val Ile Asn Ser Glu Glu Leu Ser Ser Ile Leu
225 230 235 240

Lys Leu Thr Trp Thr Asn Pro Ser Ile Lys Ser Val Ile Ile Leu Lys
245 250 255

Tyr Asn Ile Gln Tyr Arg Thr Lys Asp Ala Ser Thr Trp Ser Gln Ile
892569-1 BT7H 102 H(Fy1F)

114105158 FEESE A0101 1142007326-0



202521984

Pro Pro Glu

275

Leu Lys Pro

Asp

305

Thr

Asp

Thr

Thr

Thr

385

Thr

Pro

Phe

Ser

Pro

465

Tyr

290

Gly

Tyr

Pro

Leu

Leu

370

Lys

Val

Ala

Pro

Val

450

Cys

Lys

Glu

Ser

Pro

355

Thr

Leu

Arg

Cys

Lys

435

Lys

Ile

260

Asp Thr

Phe Thr

Gly Tyr

Asp Arg

325

His Thr
340

Pro Phe

Arg Trp

Thr Val

Asn Leu

405

Asp Phe

420

Asp Asn

Lys Tyr

Thr Asp

Leu Arg Gly Asn

892569-1

114105158

485

FEESE A0101

Ala

Glu

Trp

310

Pro

Gln

Glu

Lys

Asn

390

Val

Gln

Met

Ser

Tyr

295

Ser

Ser

Gly

Ala

Ser

375

Leu

Gly

Ala

Leu

265

Thr Arg Ser
280

Val Phe Arg

Asp Trp Ser

Lys Ala Pro
330

Tyr Arg Thr
345

Asn Gly Lys
360

His Leu Gln

Thr Asn Asp

Lys Ser Asp
410

Thr His Pro
425

Trp Val Glu
440

Ile Leu Glu Trp Cys

455

Trp Gln Gln Glu Asp

470

Leu Ala Glu Ser Lys

490

Ser Phe

Ile Arg
300

Glu Glu
315

Ser Phe

Val Gln

Ile Leu

Asn Tyr
380

Arg Tyr
395

Ala Ala

Val Met

Trp Thr

Val Leu
460

Gly Thr
475

Cys Tyr

Thr

285

Cys

Ala

Trp

Leu

Asp

365

Thr

Leu

Val

Asp

Thr

445

Ser

Val

Leu

270

Val Gln

Met Lys

Ser Gly

Tyr Lys
335

Val Trp
350

Tyr Glu

Val Asn

Ala Thr

Leu Thr

415

Leu Lys

430

Pro Arg

Asp Lys

His Arg

Ile Thr
495

%8 H > 4102 H(FHIFR)

Asp

Glu

Ile

320

Ile

Lys

Val

Ala

Leu

400

Ile

Ala

Glu

Ala

Thr

480

Val

1142007326-0



202521984

Thr

Tyr

Lys

Asp

545

Ile

Tyr

Ala

Thr

Val

625

Phe

Asp

Arg

Thr

Pro

705

Thr

Pro Val

Leu Lys
515

Val Gly
530

Val Gln

Ile Gly

Thr Leu

Ala Tyr
595

Thr Pro
610

Cys Leu

Asn Lys

Pro Ser

His Asn

675

Asp Val
690

Glu Asp

Glu Gly

892569-1

114105158

Tyr

500

Gln

Lys

Asn

Asn

Ser

580

Thr

Lys

Ala

Arg

Lys

660

Phe

Ser

Leu

His

Ala Asp Gly

Ala Pro Pro

Asn Glu Ala
535

Gly Phe Ile
550

Glu Thr Ala
565

Ser Leu Thr

Asp Glu Gly

Phe Ala Gln
615

Phe Leu Leu
630

Asp Leu Ile
645

Ser His Ile

Asn Ser Lys

Val Val Glu
695

Lys Ser Leu
710

Ser Ser Gly

FEESE A0101

Pro Gly
505

Ser Lys
520

Val Leu

Arg Asn

Val Asn

Ser Asp
585

Gly Lys
600

Gly Glu

Thr Thr

Lys Lys

Ala Gln
665

Asp Gln

680

Ile Glu

Asp Leu

Ile Gly

Ser Pro Glu

Gly Pro Thr

Glu Trp Asp
540

Tyr Thr Ile
555

Val Asp Ser
570

Thr Leu Tyr

Asp Gly Pro

Ile Glu Ala
620

Leu Leu Gly
635

His Ile Trp
650

Trp Ser Pro

Met Tyr Ser

Ala Asn Asp
700

Ser

Val

525

Gln

Phe

Ser

Met

Glu

605

Ile

Val

Pro

His

Asp

685

Lys

Ile Lys
510

Arg Thr

Leu Pro

Tyr Arg

His Thr
575

Val Arg
590

Phe Thr

Val Val

Leu Phe

Asn Val

655

Thr Pro
670

Gly Asn

Lys Pro

Phe Lys Lys Glu Lys Ile

715

Gly Ser Ser Cys Met Ser

FI9H - 102 HFHIER)

Ala

Lys

Val

Thr

560

Glu

Met

Phe

Pro

Cys

640

Pro

Pro

Phe

Phe

Asn

720

Ser

1142007326-0
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Ser

Thr

His

Pro

785

His

Gln

Arg

Lys

Met

865

Thr

Thr

Arg Pro

Ser Ser
755

Gln Val
770

Leu Leu

Val Asp

Asn Cys

Ser Lys

835

Gln Gln

850

Lys Met

Glu Gly

Asp Glu

Ser

740

Thr

Pro

Asp

Gly

Ser

820

Gln

Ile

Phe

Gln

Gly
900

725

Ile

Val

Ser

Ser

Gly

805

Gln

Val

Ser

Gln

Val

885

Met

Ser Ser

Gln Tyr

Val Gln
775

Glu Glu
790

Asp Gly

His Glu

Ser Ser

Asp His
855

Glu Val
870

Glu Arg

Pro Lys

Gly Gly Tyr Met Pro Gln

915

210> 5
211> 232
<212> PRT

213>

<220>

<223>

892569-1

114105158

ANFE 1961

FEESE A0101

730

Ser Asp Glu Asn Glu Ser
745

Ser Thr Val Val His Ser
760 765

Val Phe Ser Arg Ser Glu
780

Arg Pro Glu Asp Leu Gln
795

Ile Leu Pro Arg Gln Gln
810

Ser Ser Pro Asp Ile Ser
825

Val Asn Glu Glu Asp Phe
840 845

Ile Ser Gln Ser Cys Gly
860

Ser Ala Ala Asp Ala Phe
875

Phe Glu Thr Val Gly Met
890

Ser Tyr Leu Pro Gln Thr
905

AT F4(Artificial Sequence)

735

Ser Gln
750

Gly Tyr

Ser Thr

Leu Val

Tyr Phe
815

His Phe
830

Val Arg

Ser Gly

Gly Pro

Glu Ala

895

Val Arg
910

%10 H » #1102 HIFSIR)

Asn

Arg

Gln

Asp

800

Lys

Glu

Leu

Gln

Gly

880

Ala

Gln

1142007326-0
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<400> 5

Glu

1

Pro

Lys

Val

Asp

Tyr

Asp

Leu

Arg

Lys

145

Asp

Lys

Ser

Ser

Pro Lys

Glu Leu

Asp Thr

Asp Val
50

Gly Val

Asn Ser

Trp Leu

Pro Ala
115

Glu Pro
130

Asn Gln

Ile Ala

Thr Thr

Lys Leu

195

Cys Ser
210

892569-1

114105158

Ser

Leu

20

Leu

Ser

Glu

Thr

Asn

100

Pro

Gln

Val

Val

Pro

180

Thr

Val

Cys

Gly

Met

His

Val

Tyr

85

Gly

Ile

Val

Ser

Glu

165

Pro

Val

Met

FEESE A0101

Asp Lys

Gly Pro

Ile Ser

Glu Asp

55

His Asn
70

Arg Val

Lys Glu

Glu Lys

Tyr Thr

135

Leu Thr

150

Trp Glu

Val Leu

Asp Lys

Thr His

Ser Val
25

Arg Thr
40

Pro Glu

Ala Lys

Val Ser

Tyr Lys
105

Thr Ile
120

Leu Pro

Cys Leu

Ser Asn

Asp Ser

185

Ser Arg
200

Thr

10

Phe

Pro

Val

Thr

Val

90

Cys

Ser

Pro

Val

Cys Pro

Leu Phe

Glu Val

Lys Phe
60

Lys Pro
75

Leu Thr

Lys Val

Lys Ala

Ser Arg

140

Lys Gly
155

Pro

Pro

Thr

45

Asn

Arg

Val

Ser

Lys

125

Asp

Phe

Gly Gln Pro Glu

170

Asp

Gly Ser

Phe

Trp Gln Gln Gly

His Glu Ala Leu His Asn His

215

220

205

Tyr

Cys Pro
15

Pro Lys
30

Cys Val

Trp Tyr

Glu Glu

Leu His
95

Asn Lys
110

Gly Gln

Glu Leu

Tyr Pro

Asn Asn

175

Phe Leu
190

Asn Val

Thr Gln

%11 H - #1102 HIFSIR)

Ala

Pro

Val

Val

Gln

80

Gln

Ala

Pro

Thr

Ser

160

Tyr

Tyr

Phe

Lys

1142007326-0
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Ser Leu Ser Leu Ser Pro Gly Lys
225 230

210> 6

211> 229

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> ANFH 1gG4

<400> 6
Glu Ser Lys Tyr Gly Pro Pro Cys Pro Ser Cys Pro Ala Pro Glu Phe
1 5 10 15

Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr
20 25 30

Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val
35 40 45

Ser Gln Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val
50 55 60

Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser
65 70 75 80

Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu
85 90 95

Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ser
100 105 110

Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro
115 120 125

Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln
130 135 140

Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
145 150 155 160

Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr
165 170 175

892569-1 F12H #1102 H(FYIFR)

114105158 FEESE A0101 1142007326-0



202521984

Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr

180

185

Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe

195

200

205

Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys

210

Leu Ser Leu
225

<210> 7
211> 229
<212> PRT
<213>
<220>
<223>
<400> 7
Glu Ser Lys
|

Leu Gly Gly
Leu Met Ile

35

Gly Lys

ANFE 19G4 (S228P)

Tyr Gly Pro
5

Pro Ser Val
20

Ser Arg Thr

215

AT F4(Artificial Sequence)

Pro Cys Pro

Phe Leu Phe
25

Pro Glu Val
40

Ser Gln Glu Asp Pro Glu Val Gln Phe

50

Glu Val His
65

Thr Tyr Arg

Asn Gly Lys

Ser Ile Glu
115

892569-1

114105158

Asn Ala Lys
70

Val Val Ser
85

Glu Tyr Lys
100

Lys Thr Ile

55

Thr Lys Pro

Val Leu Thr

Cys Lys Val
105

Ser Lys Ala
120

220

Pro Cys Pro
10

Pro Pro Lys

Thr Cys Val

Asn Trp Tyr
60

Arg Glu Glu
75

Val Leu His
90

Ser Asn Lys

Lys Gly Gln

Ala

Pro

Val

45

Val

Gln

Gln

Gly

Pro
125

Ser Arg Leu
190

Ser Cys Ser

Ser Leu Ser

Pro Glu Phe
15

Lys Asp Thr
30

Val Asp Val

Asp Gly Val

Phe Asn Ser
80

Asp Trp Leu
95

Leu Pro Ser
110

Arg Glu Pro

%13 H - #1102 HIFSIR)

FEESE A0101

1142007326-0
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Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr

130

135

Val Ser Leu Thr Cys Leu Val

145

150

Val Glu Trp Glu Ser Asn Gly

165

Lys Gly Phe

Gln Pro Glu
170

Pro Pro Val Leu Asp Ser Asp Gly Ser Phe

180

Thr Val Asp Lys Ser Arg Trp

195

Val Met His Glu Ala Leu His

210

215

Leu Ser Leu Gly Lys

225

210> 8
211> 229
<212> PRT

185

Gln Glu Gly
200

Asn His Tyr

Q13> ATFF¥I(Artificial Sequence)

<220>

<223> ANMH 1gG4 (S228P / L233E)

<400> 8

Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro

1

5

10

Glu Gly Gly Pro Ser Val Phe Leu Phe Pro

20

25

Leu Met Ile Ser Arg Thr Pro Glu Val Thr

35

40

Ser Gln Glu Asp Pro Glu Val Gln Phe Asn

50

55

Glu Val His Asn Ala Lys Thr Lys Pro Arg

65

892569-1

114105158

70

FEESE A0101

140

Tyr Pro Ser
155

Asn Asn Tyr

Phe Leu Tyr

Asn Val Phe
205

Thr Gln Lys
220

Cys Pro Ala

Pro Lys Pro

Cys Val Val
45

Trp Tyr Val
60

Glu Glu Gln
75

Lys Asn Gln

Asp Ile Ala
160

Lys Thr Thr
175

Ser Arg Leu
190

Ser Cys Ser

Ser Leu Ser

Pro Glu Phe
15

Lys Asp Thr
30

Val Asp Val

Asp Gly Val

Phe Asn Ser
80

%14 H - 3102 HIFSIR)

1142007326-0
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Thr

Asn

Ser

Gln

Val

145

Val

Pro

Thr

Val

Leu
225

Tyr Arg

Gly Lys

Ile Glu
115

Val Tyr
130

Ser Leu

Glu Trp

Pro Val

Val Asp
195

Met His
210

Ser Leu

210> 9
L211> 8
<212> PRT

213>

<220>

<223>

<400> 9

Val

Glu

100

Lys

Thr

Thr

Glu

Leu

180

Lys

Glu

Gly

B CDR1

Val

85

Tyr

Thr

Leu

Cys

Ser

165

Asp

Ser

Ala

Lys

Ser Val Leu Thr Val Leu His
90

Lys Cys Lys Val Ser Asn Lys
105

Ile Ser Lys Ala Lys Gly Gln
120

Pro Pro Ser Gln Glu Glu Met
135 140

Leu Val Lys Gly Phe Tyr Pro
150 155

Asn Gly Gln Pro Glu Asn Asn
170

Ser Asp Gly Ser Phe Phe Leu
185

Arg Trp Gln Glu Gly Asn Val
200

Leu His Asn His Tyr Thr Gln
215 220

AT F4(Artificial Sequence)

Gly Phe Thr Phe Ser Ser Tyr Ser

1

<210> 10
L211> 8
<212> PRT

892569-1

114105158

5

Gln

Gly

Pro

125

Thr

Ser

Tyr

Tyr

Phe

205

Lys

Asp Trp
95

Leu Pro
110

Arg Glu

Lys Asn

Asp Ile

Lys Thr

175

Ser Arg
190

Ser Cys

Ser Leu

%15 H - #1102 HIFSIR)

FEESE A0101

Leu

Ser

Pro

Gln

Ala

160

Thr

Leu

Ser

Ser

1142007326-0
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Q13> ATFF¥I(Artificial Sequence)

<220>
<223> HEH## CDR2

<400> 10
Ile Ser Ser Ser Ser Ser Tyr Ile
1 5

<210> 11

211> 19

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> H## CDR3

<400> 11
Ala Arg Asp Gly Gly Arg Thr Ser Tyr Thr Ala Thr Ala His Asn Trp
1 5 10 15

Phe Asp Pro

<210> 12

211> 9

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> HE## CDRI

<400> 12
Phe Thr Phe Ser Ser Tyr Ser Met Asn
1 5

<210> 13

L211> 17

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> HEH## CDR2

<400> 13
Ser Ile Ser Ser Ser Ser Ser Tyr Ile Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15
Gly
892569-1 516 H - #1102 H(7P51%R)

114105158 FEESE A0101 1142007326-0



114105158

202521984

210> 14
L211> 19
<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> H## CDR3

<400> 14
Ala Arg Asp Gly Gly
| 5

Phe Asp Pro

210> 15
211> 126
<212> PRT

Arg Thr Ser Tyr Thr Ala Thr Ala His Asn Trp
10 15

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> HEEE

<400> 15
Glu Val Gln Leu Val
| 5

Ser Leu Arg Leu Ser
20

Ser Met Asn Trp Val
35

Ser Ser Ile Ser Ser
50

Lys Gly Arg Phe Thr
65

Leu Gln Met Asn Ser
85

Ala Arg Asp Gly Gly
100

892569-1

Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
10 15

Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
25 30

Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
40 45

Ser Ser Ser Tyr Ile Tyr Tyr Ala Asp Ser Val
55 60

Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
70 75 80

Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
90 95

Arg Thr Ser Tyr Thr Ala Thr Ala His Asn Trp
105 110

%17 H » #1102 HIFSIR)

FEESE A0101

1142007326-0
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Phe Asp Pro Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

115

<210> 16

211> 378
<212> DNA
<213>

<220>
<223>

<400> 16
gaggtgcage

tcctgtgeag
ccagggaagg
gcagactcag
ctgcaaatga
ggaagaacgt
ttggtcaccg
210> 17

L211> 12

<212> PRT
<213>

<220>
<223>

<400> 17

DNA

tggtggagtc
cctetggatt
ggctggagtg
tgaagggccg
acagcctgag
cctacaccge

tctectea

E3# CDR1

120

tgggegaggc
caccttcagt
ggtctcatec
attcaccatc
agccgaggac

cacagccecac

125

AT F4(Artificial Sequence)

ctggtcaage ctggggggtce
agctatagea tgaactgggt
attagtagta gtagtagtta
tccagagaca acgccaagaa
acggeggtgt actactgege

aattggttcg accectgggg

AT F4(Artificial Sequence)

Gln Ser Val Leu Phe Ser Ser Asn Asn Lys Asn Tyr

1

<210> 18
211> 3
<212> PRT
<213>

<220>
<223>

<400> 18

Trp Ala Ser

1

210> 19

892569-1

114105158

5

5 CDR2

FEESE A0101

10

AT F4(Artificial Sequence)

%18 H » £ 102 HFSIR)

cctgagactce
ccgecagget
catatactac
ctcactgtat
cagagatggt

acagggtaca

60

120

180

240

300

360

378

1142007326-0
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211> 9
<212> PRT
Q13> ATFF¥I(Artificial Sequence)

<220>
<223> EEHE CDR3

<400> 19
Gln Gln His Ala Ser Ala Pro Pro Thr
| 5

<210> 20

L211> 17

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> EEH CDR1

<400> 20
Lys Ser Ser Gln Ser Val Leu Phe Ser Ser Asn Asn Lys Asn Tyr Leu
1 5 10 15

Ala

<210> 21

L21l> 7

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> EEHHE CDR2

<400> 21
Trp Ala Ser Thr Arg Glu Ser
1 5

210> 22

211> 9

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> EEHHE CDR3

<400> 22
Gln Gln His Ala Ser Ala Pro Pro Thr
| 5
892569-1 519 H > #1102 H(F51FR)

114105158 FEESE A0101 1142007326-0
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<210> 23

211> 113

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> iR

<400> 23
Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly
1 5 10 15

Glu Arg Ala Thr Ile Asn Cys Lys Ser Ser Gln Ser Val Leu Phe Ser
20 25 30

Ser Asn Asn Lys Asn Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln
35 40 45

Pro Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75 80

Ile Ser Ser Leu Gln Ala Glu Asp Val Ala Val Tyr Tyr Cys Gln Gln
85 90 95

His Ala Ser Ala Pro Pro Thr Phe Gly Gly Gly Thr Lys Val Glu Ile

100 105 110
Lys
210> 24
211> 339
<212> DNA
Q13> ATFF¥I(Artificial Sequence)
<220>
<223> DNA B
<400> 24
gacatcgtga tgacccagtc tccagactce ctggetgtgt ctetgggega gagggecace 60
atcaactgca agtccageca gagtgtttta ttcagctcca acaataagaa ctacttaget 120
tggtaccage agaaaccagg acagectcect aagetgetca tttactggge atctaccegg 180
892569-1 5520 H - 4102 H(7PF1%R)

114105158 FEESE A0101 1142007326-0
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gaatccgggg tccectgaccg attcagtgge agegggtcetg ggacagattt cactcetcace

atcagcagee tgcaggetga agatgtggea gtttattact gtcagecagea cgecagtgee

cctectactt ttggcggagg gaccaaggtt gagatcaaa

210> 25
L211> 456
<212> PRT

213>

<220>
<223> HEEE

<400> 25

Glu

1

Ser

Ser

Ser

Lys

65

Leu

Ala

Phe

Thr

Ser

145

Glu

Val Gln

Leu Arg

Met Asn
35

Ser Ile
50

Gly Arg

Gln Met

Arg Asp

Asp Pro

115

Lys Gly
130

Gly Gly

Pro Val

892569-1

114105158

Leu Val
5

Leu Ser
20

Trp Val

Ser Ser

Phe Thr

Asn Ser
85

Gly Gly

100

Trp Gly

Pro Ser

Thr Ala

Thr Val

AT F4(Artificial Sequence)

Glu Ser Gly Gly Gly Leu Val
10

Cys Ala Ala Ser Gly Phe Thr
25

Arg Gln Ala Pro Gly Lys Gly
40

Ser Ser Ser Tyr Ile Tyr Tyr
55 60

Ile Ser Arg Asp Asn Ala Lys
70 75

Leu Arg Ala Glu Asp Thr Ala
90

Arg Thr Ser Tyr Thr Ala Thr
105

Gln Gly Thr Leu Val Thr Val
120

Val Phe Pro Leu Ala Pro Ser
135 140

Ala Leu Gly Cys Leu Val Lys
150 155

Ser Trp Asn Ser Gly Ala Leu

Lys Pro Gly Gly
15

Phe Ser Ser Tyr
30

Leu Glu Trp Val
45

Ala Asp Ser Val

Asn Ser Leu Tyr
80

Val Tyr Tyr Cys
95

Ala His Asn Trp
110

Ser Ser Ala Ser
125

Ser Lys Ser Thr

Asp Tyr Phe Pro
160

Thr Ser Gly Val

F21 H - #1002 HIFSIR)

FEESE A0101

1142007326-0



202521984

His

Ser

Cys

Glu

225

Pro

Lys

Val

Asp

Tyr

305

Asp

Leu

Arg

Lys

Asp
385

Thr Phe

Val Val
195

Asn Val
210

Pro Lys

Glu Leu

Asp Thr

Asp Val
275

Gly Val
290

Asn Ser

Trp Leu

Pro Ala

Glu Pro
355

Asn Gln
370

Ile Ala

892569-1

114105158

165

Pro Ala
180

Thr Val

Asn His

Ser Cys

Leu Gly

245

Leu Met
260

Ser His

Glu Val

Thr Tyr

Asn Gly

325

Pro Ile

340

Gln Val

Val Ser

Val Glu

Val Leu

Pro Ser

Lys Pro
215

Asp Lys
230

Gly Pro

Ile Ser

Glu Asp

His Asn
295

Arg Val
310

Lys Glu

Glu Lys

Tyr Thr

Leu Thr

375

Trp Glu
390

FEESE A0101

Gln Ser
185

Ser Ser
200

Ser Asn

Thr His

Ser Val

Arg Thr
265

Pro Glu
280

Ala Lys

Val Ser

Tyr Lys

Thr Ile
345

Leu Pro
360

Cys Leu

Ser Asn

FE2H

170

Ser

Leu

Thr

Thr

Phe

250

Pro

Val

Thr

Val

Cys

330

Ser

Pro

Val

Gly

175

Gly Leu Tyr Ser Leu
190

Gly Thr Gln Thr Tyr
205

Lys Val Asp Lys Lys
220

Cys Pro Pro Cys Pro
235

Leu Phe Pro Pro Lys
255

Glu Val Thr Cys Val
270

Lys Phe Asn Trp Tyr
285

Lys Pro Arg Glu Glu
300

Leu Thr Val Leu His
315

Lys Val Ser Asn Lys
335

Lys Ala Lys Gly Gln
350

Ser Arg Asp Glu Leu
365

Lys Gly Phe Tyr Pro
380

Gln Pro Glu Asn Asn
395

$ 102 H(P51%R)

Ser

Ile

Val

Ala

240

Pro

Val

Val

Gln

Gln

320

Ala

Pro

Thr

Ser

Tyr
400

1142007326-0



202521984

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr

Ser Lys Leu Thr Val

405

420

410

425

415

Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe
430

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys

435

440

Ser Leu Ser Leu Ser Pro Gly Lys

450

<210> 26
211>
212>
<213>

<220>
<223>

<400> 26
gaggtgcage

tcctgtgeag
CCagggaageg
gcagactcag
ctgcaaatga
ggaagaacgt
ttggtcaccg
agcaaaagca
gaaccggtga
geggtgetgce
agectgggcea
gataaaaaag
ccggaactge
atgattagcc
gaagtgaaat

cgegaagaac

892569-1

114105158

1368
DNA
AT F4(Artificial Sequence)

DNA

tggtggagtc
cctetggatt
ggctggagtg
tgaagggccg
acagcctgag
cctacaccge
tctectecage
CCagCgecey
ccgtgagetg
agagcagegg
ccecagaccta
tggaaccgaa
tgggeggecce
gcaccccgga
tftaactggta

agtataacag

455

tgggegaggc
caccttcagt
ggtctcatec
attcaccatc
agccgaggac
cacagcccac
gagcaccaaa
caccgeggeg
gaacageggc
cctgtatage
tatttgcaac
aagctgegat
gagegtgttt
agtgacctge
tgtggatggc

cacctatcge

FEESE A0101

ctggtcaagce
agctatagea
attagtagta
tccagagaca
acggecggtgt
aattggttcg
ggccecgageg
ctgggctgcec
gecgetgaccea
ctgagcagcg
gtgaaccata
aaaacccata
ctgttteege
gtggtggteg
gtggaagtgc

gtggtgageg

%23 H - #1102 HIFSIR)

445

ctggggggtce
tgaactgggt
gtagtagtta
acgccaagaa
actactgege
acccctgggg
tgtttceget
tggtgaaaga
gecggegtgca
tggtgaccgt
aaccgagcaa
cectgeecgee
cgaaaccgaa
atgtgagceca
ataacgcgaa

tgctgaccgt

cctgagactce
ccgecagget
catatactac
ctcactgtat
cagagatggt
acagggtaca
ggcgeegage
ftattttccg
taccttteceg
gcecgageage
caccaaagtg
gtgeceeggeg
agataccctg
tgaagatccg
aaccaaaccg

gctgeatcag

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900

960

1142007326-0



202521984

gattggctga
attgaaaaaa
ccgecgagec
ftttatccga
aaaaccacce
gtggataaaa
ctgcataacc
210> 27

211> 220
<212> PRT
<213>

<220>
<223>

R S
<400> 27
Asp Ile Val
1

Glu Arg Ala

Asn
35

Ser Asn

Pro Pro
50

Lys

Pro Asp Arg
65

Ile Ser Ser

His Ala Ser

Thr
115

Lys Arg

Glu Gln Leu Lys Ser Gly

892569-1

114105158

acggcaaaga
ccattagcaa
gcgatgaact
gecgatattge
cgeeggtgct
geegetggea

attataccca

Met Thr
5

Thr Ile
20

Lys Asn

Leu Leu Ile

Phe Ser

Leu Gln
85

Ala Pro
100

Val Ala

Tyr

Gly

70

Ala

Pro

Ala

atataaatgce
agcgaaaggc
gaccaaaaac
gotggaatgg
ggatagcgat
gcagggcaac

gaaaagcectg

40

55

Ser Gly

120

FEESE A0101

aaagtgagca
cagccgegeg
caggtgagec
gaaagcaacg
ggcagetttt
gtgtttaget

agectgagec

AT F4(Artificial Sequence)

Gln Ser Pro Asp Ser Leu

10

Asn Cys Lys Ser Ser Gln

25

Leu Ala Trp Tyr Gln

Tyr Trp Ala Ser Thr

Ser Gly Thr
75

Glu Asp Val Ala Val Tyr Tyr

90

Thr Phe Gly Gly Gly Thr Lys

105

Pro Ser Val Phe Ile Phe Pro

acaaagcgcet
aaccgcaggt
tgacctgect
gcecagecegga
ftctgtatag
gcagecgtgat

cgggeaaa

Ala Val Ser

Ser Val Leu

30

Gln Lys Pro

45

Arg Glu Ser

60

Asp Phe Thr

Cys

Val
110

Pro
125

%24 H - #1102 HIFSIR)

gcceggegecg
gtataccctg
ggtgaaaggc
aaacaactat
caaactgacc

gcatgaageg

Leu Gly
15

Phe Ser

Gly Gln

Gly Val

Leu Thr

80

Gln Gln
95

Glu Ile

Ser Asp

Thr Ala Ser Val Val Cys Leu Leu Asn Asn

1020

1080

1140

1200

1260

1320

1368

1142007326-0



202521984

130 135 140

Phe Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu
145 150 155 160

Gln Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp
165 170 175

Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr
180 185 190

Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser
195 200 205

Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

210 215 220

<210> 28
211> 660
<212> DNA
Q13> ATFF¥I(Artificial Sequence)
<220>
<223> DNA B
<400> 28
gacatcgtga tgacccagtc tccagactcc ctggetgtgt ctetgggega gagggecace 60
atcaactgca agtccageca gagtgtttta ttcagctcca acaataagaa ctacttaget 120
tggtaccage agaaaccagg acagectcect aagetgetca tttactggge atctaccegg 180
gaatccgggg tccectgaccg attcagtgge agegggtcetg ggacagattt cactcetcace 240
atcagcagee tgcaggetga agatgtggea gtttattact gtcagecagea cgecagtgee 300
cctectactt ttggeggagg gaccaaggtt gagatcaaac gtacggtgge cgetecectee 360
gtgttcatct tcccacccete cgacgageag ctgaagtcecg geaccgecte cgtegtgtgce 420
ctgctgaaca acttctaccce tcgegaggec aaagtgcagt ggaaagtgga caacgecctg 480
cagtccggea actceccagga atccgtcacce gagecaggact ccaaggacag cacctactcee 540
ctgtecteca cectgaccecet gtcecaaggece gactacgaga agcacaaagt gtacgectge 600
gaagtgacce accagggect gtceccagecce gtgaccaagt ccttcaaccg gggegagtgce 660
<210> 29
211> 452
<212> PRT

892569-1 25 H » #£102 H(F51%R)

114105158 FEESE A0101 1142007326-0



202521984

213>

<220>
<223>

<400>

AT F4(Artificial Sequence)

B
29

Glu Val Gln

1

Ser

Ser

Ser

Lys

65

Leu

Ala

Phe

Thr

Ser

145

Glu

His

Ser

Leu

Met

Ser

50

Gly

Gln

Arg

Asp

Lys

130

Glu

Pro

Thr

Val

Arg

Asn

35

Ile

Arg

Met

Asp

Pro

115

Gly

Ser

Val

Phe

Val
195

892569-1

114105158

Leu Val
5

Leu Ser
20

Trp Val

Ser Ser

Phe Thr

Asn Ser
85

Gly Gly
100

Trp Gly

Pro Ser

Thr Ala

Thr Val
165

Pro Ala
180

Thr Val

FEESE A0101

Glu Ser

Cys Ala

Arg Gln

Ser Ser
55

Ile Ser
70

Leu Arg

Arg Thr

Gln Gly

Val Phe

135

Ala Leu
150

Ser Trp

Val Leu

Pro Ser

Gly Gly

Ala Ser
25

Ala Pro
40

Ser Tyr

Gly Leu Val
10

Gly Phe Thr

Gly Lys Gly

Ile Tyr Tyr
60

Arg Asp Asn Ala Lys

75

Ala Glu Asp Thr Ala

Ser Tyr
105

90

Thr Ala Thr

Thr Leu Val Thr Val

120

Pro Leu Ala Pro Cys

Gly Cys

Asn Ser

Gln Ser
185

Ser Ser
200

140

Leu Val Lys
155

Gly Ala Leu
170

Ser Gly Leu

Leu Gly Thr

Lys Pro Gly Gly

Phe

Leu

45

Ala

Asn

Val

Ala

Ser

125

Ser

Asp

Thr

Tyr

Lys
205

15

Ser Ser
30

Glu Trp

Asp Ser

Ser Leu

Tyr Tyr
95

His Asn
110

Ser Ala

Arg Ser

Tyr Phe

Ser Gly
175

Ser Leu
190

Thr Tyr

%26 H - #1102 HIFSIR)

Tyr

Val

Val

Tyr

80

Cys

Trp

Ser

Thr

Pro

160

Val

Ser

Thr

1142007326-0



202521984

Cys

Glu

225

Leu

Leu

Ser

Glu

Thr

305

Asn

Ser

Gln

Val

Val

385

Pro

Thr

Val Met His Glu Ala

Asn Val Asp
210

Ser Lys Tyr

Gly Gly Pro

Met Ile Ser
260

Gln Glu Asp
275

Val His Asn
290

Tyr Arg Val

Gly Lys Glu

Ile Glu Lys
340

Val Tyr Thr
355

Ser Leu Thr
370

Glu Trp Glu

Pro Val Leu

Val Asp Lys
420

892569-1

114105158

His Lys

Gly Pro
230

Ser Val
245

Arg Thr

Pro Glu

Ala Lys

Val Ser
310

Tyr Lys
325

Thr Ile

Leu Pro

Cys Leu

Ser Asn
390

Asp Ser
405

Ser Arg

Pro Ser Asn
215

Pro Cys Pro

Phe Leu Phe

Pro Glu Val
265

Val Gln Phe
280

Thr Lys Pro
295

Val Leu Thr

Cys Lys Val

Ser Lys Ala
345

Pro Ser Gln
360

Val Lys Gly
375

Gly Gln Pro

Asp Gly Ser

Thr Lys Val Asp Lys Arg Val

220

Ser Cys Pro
235

Pro Pro Lys
250

Thr Cys Val

Asn Trp Tyr

Arg Glu Glu
300

Val Leu His
315

Ser Asn Lys
330

Lys Gly Gln

Glu Glu Met

Phe Tyr Pro
380

Glu Asn Asn
395

Phe Phe Leu
410

Ala

Pro

Val

Val

285

Gln

Gln

Gly

Pro

Thr

365

Ser

Tyr

Tyr

Trp Gln Glu Gly Asn Val Phe

425

Pro Glu Phe
240

Lys Asp Thr
255

Val Asp Val
270

Asp Gly Val

Phe Asn Ser

Asp Trp Leu
320

Leu Pro Ser
335

Arg Glu Pro
350

Lys Asn Gln

Asp Ile Ala

Lys Thr Thr
400

Ser Arg Leu
415

Ser Cys Ser
430

Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser

%27 H » #1102 HIFSIR)

FEESE A0101

1142007326-0



202521984

435

Leu Ser Leu Gly

450

<210> 30
211>
212>
<213>

<220>
<223>

<400> 30
gaggtgcage

tcctgtgeag
CCagggaageg
gcagactcag
ctgcaaatga
ggaagaacgt
ttggtcaccg
tceeggteca
gagceecgtga
geegtgetge
agectgggcea
gacaagcggg
ctgggeggac
cggacccectg
ttcaattggt
cagttcaact
aacggcaaag
accatctcca
caggaagaga
tccgatatceg

ccteeegtge

892569-1

114105158

1356
DNA
AT F4(Artificial Sequence)

DNA

tggtggagtc
cctetggatt
ggctggagtg
tgaagggccg
acagcctgag
cctacaccge
tctectecage
cctecgagtce
cegtgtectg
agtccteegg
ccaagaccta
tggaatctaa
ctteegtgtt
aagtgacctg
acgtggacgg
ccacctaccg
agtacaagtg
aggccaaggy
tgaccaagaa
ccgtggagtg

tggactccga

440

tgggegaggc
caccttcagt
ggtctcatec
attcaccatc
agccgaggac
cacagcccac
ttccaccaag
taccgecget
gaactctggce
cctgtactcee
cacctgtaac
gtacggecect
cctgttecect
cgtggtggtg
cgtggaagtg
ggtggtgtec
caaagtgtcc
ccagceecge
tcaagtgtcc
ggagtccaac

cggetectte

FEESE A0101

ctggtcaagce
agctatagea
attagtagta
tccagagaca
acggecggtgt
aattggttcg
ggceectecg
ctgggctgcec
geectgaccet
ctgtccageg
gtggaccaca
ceetgeectt
ccaaagccca
gacgtgtccce
cacaacgcca
gtgctgaccg
aacaagggcc
gagcccecaag
ctgacttgtc
ggceageeeg

ttcetgtact

%28 H - 4102 HIFSIR)

445

ctggggggtce
tgaactgggt
gtagtagtta
acgccaagaa
actactgege
acccctgggg
tgttcectet
tcgtgaagga
ccggegtgea
tcgtgaccgt
agccectecaa
cctgeectge
aggacaccct
aggaagatcc
agaccaagcc
tgctgcacca
tgcectecag
tgtacaccct
tggtcaaggg
agaacaacta

ctecggetgac

cctgagactce
ccgecagget
catatactac
ctcactgtat
cagagatggt
acagggtaca
ggceecttge
ctacttcccc
cacctteect
geeetectee
caccaaagtg
ccetgagttce
gatgatctcce
cgaagtccag
cagagaggaa
ggactggetg
catcgaaaag
geeteccage
cttctacccce
caagaccacc

cgtggacaag

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960

1020
1080
1140
1200

1260

1142007326-0



202521984

tceeggtgge aggaaggeaa cgtettetee tgetecgtga tgecacgagge cctgeacaac

cactacacce agaagtccect gteectgtet ctggge

<210>
211>
212>
<213>

<220>
<223>

<400>

31

8

PRT

ANTF4(Artificial Sequence)

B CDR1
31

Gly Phe Thr Phe Arg Ser Tyr Gly

1

<210>
211>
212>
<213>

<220>
<223>

<400>

5

32

8

PRT

ANTF4(Artificial Sequence)

B3 CDR2
32

Ile Ser Ser Ser Ser Ser Tyr Ile

1

<210>
211>
212>
<213>

<220>
<223>

<400>

5

33

19

PRT

ANTF4(Artificial Sequence)

B CDR3
33

Ala Arg Asp Gly Gly Arg Thr Ser Tyr Thr Ala Thr Ala His Asn Trp

1

5 10

Phe Asp Pro

<210>
211>
212>
<213>

<220>
<223>

892569-1

114105158

34

9

PRT

ANTF4(Artificial Sequence)

B CDR1

FEESE A0101

F29 H - #1102 HIFSIR)

15

1320

1356

1142007326-0



202521984

<400> 34
Phe Thr Phe Arg Ser Tyr Gly Met Asn
1 5

<210> 35

L211> 17

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> HEH## CDR2

<400> 35
Ser Ile Ser Ser Ser Ser Ser Tyr Ile Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 36

211> 19

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> H## CDR3

<400> 36
Ala Arg Asp Gly Gly Arg Thr Ser Tyr Thr Ala Thr Ala His Asn Trp
1 5 10 15

Phe Asp Pro

<210> 37

L211> 126

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> HEEE

<400> 37

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Arg Ser Tyr
892569-1 5530 H - #1102 H(PF1%R)

114105158 FEESE A0101 1142007326-0



202521984

20

25 30

Gly Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val

35

40

45

Ser Ser Ile Ser Ser Ser Ser Ser Tyr Ile Tyr Tyr Ala Asp Ser Val

50

55

60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr

65

70

75

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr

85

90

80

Tyr Cys
95

Ala Arg Asp Gly Gly Arg Thr Ser Tyr Thr Ala Thr Ala His Asn Trp

100

105

Phe Asp Pro Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

115

<210> 38

211> 378
<212> DNA
<213>

<220>
<223>

<400> 38
gaggtgcage

tcctgtgeag
ccagggaagg
gcagactcag
ctgcaaatga
ggaagaacgt
ttggtcaccg
<210> 39
211> 12
<212>
<213>

<220>
<223>

892569-1

114105158

PRT
AT F4(Artificial Sequence)

DNA

tggtggagtc
cctetggatt
ggctggagtg
tgaagggccg
acagcctgag
cctacaccge

tctectea

E3# CDR1

120

tgggegaggc
cacctteegg
ggtctcatec
attcaccatc
agccgaggac

cacagccecac

FEESE A0101

125

AT F4(Artificial Sequence)

ctggtcaage ctggggggtce
agctatggga tgaactgggt
attagtagta gtagtagtta
tccagagaca acgccaagaa
acggeggtgt actactgege

aattggttcg accectgggg

31 H - 102 HIFSIR)

110

cctgagactce
ccgecagget
catatactac
ctcactgtat
cagagatggt

acagggtaca

60

120

180

240

300

360

378

1142007326-0



202521984

<400> 39

Gln Ser Val Leu Phe Ser Ser Asn Asn Lys Asn Tyr
1 5 10

<210> 40

211> 3

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> & CDR2

<400> 40
Trp Ala Ser
1

<210> 41

211> 9

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> EEHE CDR3

<400> 41
Gln Gln His Ala Ser Ala Pro Pro Thr
| 5

210> 42

L211> 17

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> EEH CDR1

<400> 42
Lys Ser Ser Gln Ser Val Leu Phe Ser Ser Asn Asn Lys Asn Tyr Leu
1 5 10 15

Ala

<210> 43

L21l> 7

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

892569-1 32 H #1102 H(FYIFR)

114105158 FEESE A0101 1142007326-0



202521984

<220>
<223> & CDR2

<400> 43
Trp Ala Ser Thr Arg Glu Ser
1 5

210> 44

211> 9

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> EEHHE CDR3

<400> 44
Gln Gln His Ala Ser Ala Pro Pro Thr
| 5

<210> 45

211> 113

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
223> EEHH

<400> 45
Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly
1 5 10 15

Glu Arg Ala Thr Ile Asn Cys Lys Ser Ser Gln Ser Val Leu Phe Ser
20 25 30

Ser Asn Asn Lys Asn Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln
35 40 45

Pro Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75 80

Ile Ser Ser Leu Gln Ala Glu Asp Val Ala Val Tyr Tyr Cys Gln Gln
85 90 95

His Ala Ser Ala Pro Pro Thr Phe Gly Gly Gly Thr Lys Val Glu Ile
892569-1 533 H - 102 H(PF1%R)

114105158 FEESE A0101 1142007326-0



202521984

Lys

<210> 46

<211> 339
<212> DNA
<213>

<220>
<223>

<400> 46
gacatcgtga

atcaactgca
tggtaccage
gaatccgggg
atcagcagcc
cctectactt
210> 47

L211> 456
<212> PRT

100

DNA 558

tgacccagtc
agtccageca
agaaaccagg
tcectgacceg
tgcaggctga

ttggcggagg

tccagactcec
gagtgtttta
acagcectcect
attcagtggce
agatgtggca

gaccaaggtt

105 110

AT F4(Artificial Sequence)

ctggctgtgt ctctgggcga
ttcagctcca acaataagaa
aagctgetca tttactgggce
agcgggtctg ggacagattt
gtttattact gtcagcagcea

gagatcaaa

gagggccace
ctacttagcet
atctaccegg
cactctcacc

cgeecagtgec

114105158

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> HEEE
<400> 47

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Arg Ser Tyr
20 25 30

Gly Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ser Ser Ile Ser Ser Ser Ser Ser Tyr Ile Tyr Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
65 70 75 80

892569-1 34 H > HE 102 H(FYIFR)

FEESE A0101

60
120
180
240
300

339

1142007326-0



202521984

Leu

Ala

Phe

Thr

Ser

145

Glu

His

Ser

Cys

Glu

225

Pro

Lys

Val

Asp

Tyr

Gln Met

Arg Asp

Asp Pro
115

Lys Gly
130

Gly Gly

Pro Val

Thr Phe

Val Val
195

Asn Val
210

Pro Lys

Glu Leu

Asp Thr

Asp Val
275

Gly Val
290

Asn Ser

892569-1

114105158

Asn Ser
85

Gly Gly
100

Trp Gly

Pro Ser

Thr Ala

Thr Val
165

Pro Ala
180

Thr Val

Asn His

Ser Cys

Leu Gly

245

Leu Met

260

Ser His

Glu Val

Thr Tyr

FEESE A0101

Leu Arg

Arg Thr

Gln Gly

Val Phe
135

Ala Leu
150

Ser Trp

Val Leu

Pro Ser

Lys Pro
215

Asp Lys
230

Gly Pro

Ile Ser

Glu Asp

His Asn

295

Arg Val

Ala Glu

Ser Tyr
105

Thr Leu
120

Pro Leu

Gly Cys

Asn Ser

Gln Ser
185

Ser Ser
200

Ser Asn

Thr His

Ser Val

Arg Thr
265

Pro Glu
280

Ala Lys

Val Ser

E35H

Asp Thr Ala
90

Thr Ala Thr

Val Thr Val

Ala Pro Ser
140

Leu Val Lys
155

Gly Ala Leu
170

Ser Gly Leu

Leu Gly Thr

Thr Lys Val
220

Thr Cys Pro
235

Phe Leu Phe
250

Pro Glu Val

Val Lys Phe

Thr Lys Pro
300

Val

Ala

Ser

125

Ser

Asp

Thr

Tyr

Gln

205

Asp

Pro

Pro

Thr

Asn
285

Tyr

His

110

Ser

Lys

Tyr

Ser

Ser

190

Thr

Lys

Cys

Pro

Cys

270

Trp

Tyr

95

Asn

Ala

Ser

Phe

Gly

175

Leu

Tyr

Lys

Pro

Lys

255

Val

Tyr

Arg Glu Glu

Val Leu Thr Val Leu His

$ 102 H(P51%R)

Cys

Trp

Ser

Thr

Pro

160

Val

Ser

Ile

Val

Ala

240

Pro

Val

Val

Gln

Gln

1142007326-0



202521984

305 310 315 320

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Ala

325 330

Val Ser Asn Lys
335

Leu Pro Ala Pro Ile Glu Lys
340

Thr Ile Ser Lys
345

Ala Lys Gly Gln
350

Pro

Arg Asp Glu Leu Thr
365

Leu Pro Pro Ser
360

Arg Glu Pro Gln Val Tyr Thr
355

Lys Asn Gln Val Ser

370

Ser Leu Thr
375

Cys Leu Val Lys Gly Phe Tyr Pro

380

Asp Ile Ala Val Pro Glu Asn Asn

385

Glu Trp Glu Ser Asn Gly Gln
390 395

Tyr
400

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly

405 410

Ser Phe Phe Leu Tyr
415

Ser Lys Leu Thr Phe

420

Val Asp Lys Ser Arg Trp Gln

425

Gln Gly Asn Val
430

Val Met His Glu Ala Leu His Asn
440

His Tyr Thr Gln
445

Ser Cys Ser Lys

435

Leu Ser Pro Gly
455

Ser Leu Ser Lys

450

<210> 48

211> 1368

<212> DNA

Q13> ATFF¥I(Artificial Sequence)

<220>

<223> DNA E g

<400> 48

gaggtgcage tggtggagtc tgggggagac
tcctgtgeag cctetggatt caccttecegg
ccagggaagg ggctggagtg ggtetcatee
gcagactcag tgaagggecg attcaccatce

ctgcaaatga acagcctgag agecgaggac

892569-1

114105158

FEESE A0101

ctggtcaagce
agctatggga
attagtagta

tccagagaca

acggeggtgt

%36 H » £ 102 HFSIR)

ctggggggtce
tgaactgggt
gtagtagtta
acgccaagaa

actactgege

cctgagactce
ccgecagget
catatactac
ctcactgtat

cagagatggt

60

120

180

240

300

1142007326-0



202521984

ggaagaacgt
ttggtcaccg
agcaaaagca
gaaccggtga
geggtgetgce
agectgggcea
gataaaaaag
ccggaactge
atgattagcc
gaagtgaaat
cgcgaagaac
gattggctga
attgaaaaaa
ccgecegagec
ftttatccga
aaaaccaccc
gtggataaaa
ctgcataacc
<210> 49
Q211> 220
<212>
<213>

<220>
<223>

<400> 49

PRT
AT F4(Artificial Sequence)

i

cctacaccge
tctectecage
CCagCgecey
ccgtgagetg
agagcagegg
ccecagaccta
tggaaccgaa
tgggeggecce
gcaccccgga
tftaactggta
agtataacag
acggcaaaga
ccattagcaa
gcgatgaact
gecgatattge
cgeeggtgct
geegetggea

attataccca

cacagcccac
gagcaccaaa
caccgeggeg
gaacageggc
cctgtatage
tatttgcaac
aagctgegat
gagegtgttt
agtgacctge
tgtggatggc
cacctatcge
atataaatgce
agcgaaaggc
gaccaaaaac
gotggaatgg
ggatagcgat
gcagggcaac

gaaaagcectg

aattggttcg
ggccecgageg
ctgggctgcec
gecgetgaccea
ctgagcagcg
gtgaaccata
aaaacccata
ctgttteege
gtggtggteg
gtggaagtgc
gtggtgageg
aaagtgagca
cagccgegeg
caggtgagec
gaaagcaacg
ggcagetttt
gtgtttaget

agectgagec

acccctgggg
tgtttceget
tggtgaaaga
gecggegtgca
tggtgaccgt
aaccgagcaa
cectgeecgee
cgaaaccgaa
atgtgagceca
ataacgcgaa
tgctgaccgt
acaaagcgcet
aaccgcaggt
tgacctgect
gcecagecegga
ftctgtatag
gcagecgtgat

cgggeaaa

acagggtaca
ggcgeegage
ftattttccg
taccttteceg
gcecgageage
caccaaagtg
gtgeceeggeg
agataccctg
tgaagatccg
aaccaaaccg
gctgeatcag
gcceggegecg
gtataccctg
ggtgaaaggc
aaacaactat
caaactgacc

gcatgaageg

Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly

1

5

10

15

Glu Arg Ala Thr Ile Asn Cys Lys Ser Ser Gln Ser Val Leu Phe Ser

20

25

30

Ser Asn Asn Lys Asn Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln

35

892569-1

114105158

40

FEESE A0101

37 H - #1102 HIFSIR)

45

360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1368

1142007326-0



202521984

Pro

Pro

65

Ile

His

Lys

Glu

Phe

145

Gln

Ser

Glu

Ser

Pro

50

Asp

Ser

Ala

Arg

Gln

130

Tyr

Ser

Thr

Lys

Pro
210

<210>
211>
212>
<213>

<220>
<223>

<400>

gacatcgtga tgacccagtc tccagactce ctggetgtgt ctetgggega gagggecace

atcaactgca agtccageca gagtgtttta ttcagctcca acaataagaa ctacttaget

Lys

Arg

Ser

Ser

Thr

115

Leu

Pro

Gly

Tyr

His

195

Val

50
660
DNA

Leu Leu Ile

Phe Ser Gly
70

Leu Gln Ala
85

Ala Pro Pro
100

Val Ala Ala

Lys Ser Gly

Arg Glu Ala
150

Asn Ser Gln
165

Ser Leu Ser
180

Lys Val Tyr

Thr Lys Ser

Tyr

55

Ser

Glu

Thr

Pro

Thr

135

Lys

Glu

Ser

Ala

Phe
215

Trp Ala Ser

Gly Ser Gly

Asp Val Ala
90

Phe Gly Gly
105

Ser Val Phe
120

Ala Ser Val

Val Gln Trp

Ser Val Thr
170

Thr Leu Thr
185

Cys Glu Val
200

Asn Arg Gly

AT F4(Artificial Sequence)

DNA 558

50

892569-1

114105158

FEESE A0101

Thr Arg Glu
60

Thr Asp Phe
75

Val Tyr Tyr

Gly Thr Lys

Ile Phe Pro
125

Val Cys Leu
140

Lys Val Asp
155

Glu Gln Asp

Leu Ser Lys

Thr His Gln
205

Glu Cys
220

Ser Gly Val

Thr Leu Thr
80

Cys Gln Gln
95

Val Glu Ile
110

Pro Ser Asp

Leu Asn Asn

Asn Ala Leu
160

Ser Lys Asp
175

Ala Asp Tyr
190

Gly Leu Ser

%38 H - 4102 HFSIR)

1142007326-0



202521984

tggtaccage
gaatccgggg
atcagcagcc
cctectactt
gtgttcatct
ctgctgaaca
cagtccggea
ctgtecteca
gaagtgacce
<210> 51

Q211> 452
<212>
<213>

<220>
<223>

<400> 51

Glu Val Gln Leu Val

1

Ser Leu Arg Leu Ser

Gly Met Asn Trp Val

35

Ser Ser Ile Ser Ser

50

Lys Gly Arg Phe Thr

65

Leu Gln Met Asn Ser

Ala Arg Asp Gly Gly

PRT
AT F4(Artificial Sequence)

agaaaccagg
tcectgacceg
tgcaggctga
ttggcggagg
tcccacccte
acttctaccc
actcccagga
ccetgaccecet

accagggect

5

20

85

100

acagcectcect
attcagtggce
agatgtggca
gaccaaggtt
cgacgagcag
tcgegaggcec
atccgtcace
gtccaaggcece

gtccagececee

40

55

aagctgctca
agegggtcetg
gtttattact
gagatcaaac
ctgaagtccg
aaagtgcagt
gagcaggact
gactacgaga

gtgaccaagt

10

Cys Ala Ala Ser Gly Phe

25

Arg Gln Ala Pro Gly Lys

Ser Ser Ser Tyr Ile Tyr

75

90

105

tttactgggc
ggacagattt
gtcagcagca
gtacggtggc
gcaccgecte
ggaaagtgga
ccaaggacag
agcacaaagt

ccttcaaccg

atctaccegg
cactctcacc
cgeecagtgec
cgeteectec
cgtegtgtgc
caacgcecectg
cacctactcc
gtacgectge

gggegagtgc

Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly

15

Thr Phe Arg Ser Tyr

30

Gly Leu Glu Trp Val

45

Tyr Ala Asp Ser Val

60

Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
70

80

Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

95

Arg Thr Ser Tyr Thr Ala Thr Ala His Asn Trp
110

Phe Asp Pro Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser

892569-1

114105158

FEESE A0101

%39 H - #1102 HIFSIR)

180

240

300

360

420

480

540

600

660

1142007326-0



202521984

Thr

Ser

145

Glu

His

Ser

Cys

Glu

225

Leu

Leu

Ser

Glu

Thr

305

Asn

Ser

115

Lys Gly
130

Glu Ser

Pro Val

Thr Phe

Val Val
195

Asn Val
210

Ser Lys

Gly Gly

Met Ile

Gln Glu
275

Val His

290

Tyr Arg

Gly Lys

Ile Glu

892569-1

114105158

Pro

Thr

Thr

Pro

180

Thr

Asp

Tyr

Pro

Ser

260

Asp

Asn

Val

Glu

Lys
340

Ser Val Phe
135

Ala Ala Leu
150

Val Ser Trp
165

Ala Val Leu

Val Pro Ser

His Lys Pro
215

Gly Pro Pro
230

Ser Val Phe
245

Arg Thr Pro

Pro Glu Val

Ala Lys Thr
295

Val Ser Val
310

Tyr Lys Cys
325

Thr Ile Ser

FEESE A0101

120

Pro Leu

Gly Cys

Asn Ser

Gln Ser
185

Ser Ser
200

Ser Asn

Cys Pro

Leu Phe

Glu Val

265

Gln Phe
280

Lys Pro

Leu Thr

Lys Val

Lys Ala
345

Ala Pro Cys
140

Leu Val Lys
155

Gly Ala Leu
170

Ser Gly Leu

Leu Gly Thr

Thr Lys Val
220

Ser Cys Pro
235

Pro Pro Lys
250

Thr Cys Val

Asn Trp Tyr

Arg Glu Glu
300

Val Leu His
315

Ser Asn Lys
330

Lys Gly Gln

125

Ser

Asp

Thr

Tyr

Lys

205

Asp

Ala

Pro

Val

Val

285

Gln

Gln

Gly

Pro

Arg Ser Thr

Tyr Phe Pro
160

Ser Gly Val
175

Ser Leu Ser
190

Thr Tyr Thr

Lys Arg Val

Pro Glu Phe
240

Lys Asp Thr
255

Val Asp Val
270

Asp Gly Val

Phe Asn Ser

Asp Trp Leu
320

Leu Pro Ser
335

Arg Glu Pro
350

F40 H - 3102 HIFSIR)

1142007326-0



202521984

Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln

355

Val Ser Leu Thr Cys Leu Val

370

375

Val Glu Trp Glu Ser Asn Gly

385

390

360 365

Lys Gly Phe Tyr Pro Ser Asp Ile Ala
380

Gln Pro Glu Asn Asn Tyr Lys Thr Thr
395 400

Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu

405

Thr Val Asp Lys Ser Arg Trp

420

Val Met His Glu Ala Leu His

Leu Ser Leu Gly
450

<210>
211>
212>
<213>

<220>
<223>

<400>

gaggtgcage
tcctgtgeag
CCagggaageg
gcagactcag
ctgcaaatga
ggaagaacgt
ttggtcaccg
tceeggteca
gagceecgtga

geegtgetge

435

52
1356
DNA

410 415

Gln Glu Gly Asn Val Phe Ser Cys Ser
425 430

Asn His Tyr Thr Gln Lys Ser Leu Ser
440 445

AT F4(Artificial Sequence)

DNA
52

892569-1

114105158

tggtggagtc
cctetggatt
ggctggagtg
tgaagggccg
acagcctgag
cctacaccge
tctectecage
cctecgagtce
cegtgtectg

agtccteegg

FEESE A0101

tgggggaggc ctggtcaage ctggggggtc cctgagactce
caccttccgg agetatggga tgaactgggt ccgecagget
ggtctcatcee attagtagta gtagtagtta catatactac
attcaccatc tccagagaca acgccaagaa ctcactgtat
agecgaggac acggeggtgt actactgege cagagatggt
cacagceccac aattggttcg accectgggg acagggtaca
ttccaccaag ggeecectecg tgttecctet ggeccecttge
taccgecget ctgggetgee tegtgaagga ctacttecce
gaactctgge gecectgaccet ccggegtgea caccttecect

cctgtactee ctgtecageg tegtgaccgt gecectectec

F41H - 3102 HIFSIR)

60

120

180

240

300

360

420

480

540

600

1142007326-0



202521984

agectgggcea

gacaagcggg

ctgggeggac

cggacccectg
ttcaattggt
cagttcaact
aacggcaaag
accatctcca
caggaagaga
tccgatatceg
ccteeegtge

tceeggtggce

cactacacce

<210> 53
211> 38
212>
<213>

<220>
<223>

<400> 53

PRT
AT F4(Artificial Sequence)

ccaagaccta
tggaatctaa
ctteegtgtt
aagtgacctg
acgtggacgg
ccacctaccg
agtacaagtg
aggccaaggy
tgaccaagaa
ccgtggagtg
tggactccga
aggaaggcaa

agaagtccct

B CDR1

cacctgtaac
gtacggecect
cctgttecect
cgtggtggtg
cgtggaagtg
ggtggtgtec
caaagtgtcc
ccagceecge
tcaagtgtcc
ggagtccaac
cggetectte
cgtettetee

gtcectgtcet

Gly Phe Thr Phe Ser Arg Thr Gly

1

<210> 54
211> 38

212>
<213>

<220>
<223>

<400> 54

PRT
AT F4(Artificial Sequence)

5

B3 CDR2

Ile Ser Ser Ser Ser Ser Tyr Ile

1

210> 55
L211> 19

5

gtggaccaca
ceetgeectt
ccaaagccca
gacgtgtccce
cacaacgcca
gtgctgaccg
aacaagggcc
gagcccecaag
ctgacttgtc
ggceageeeg
ttcetgtact
tgctecgtga

ctgggc

agccectecaa
cctgeectge
aggacaccct
aggaagatcc
agaccaagcc
tgctgcacca
tgcectecag
tgtacaccct
tggtcaaggg
agaacaacta
ctecggetgac

tgcacgaggce

caccaaagtg
ccetgagttce
gatgatctcce
cgaagtccag
cagagaggaa
ggactggetg
catcgaaaag
geeteccage
cttctacccce
caagaccacc
cgtggacaag

cctgecacaac

660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1356

<212> PRT

892569-1 F42H o H 102 H(FYIFR)

114105158 FEESE A0101 1142007326-0



202521984

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> H## CDR3

<400> 55
Ala Arg Asp Gly Gly Arg Thr Ser Tyr Thr Ala Thr Ala His Asn Trp
1 5 10 15

Phe Asp Pro

<210> 56

211> 9

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> HE## CDRI

<400> 56
Phe Thr Phe Ser Arg Thr Gly Met Asn
1 5

<210> 57

L211> 17

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> HEH## CDR2

<400> 57
Ser Ile Ser Ser Ser Ser Ser Tyr Ile Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 58

211> 19

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> H## CDR3

<400> 58
Ala Arg Asp Gly Gly Arg Thr Ser Tyr Thr Ala Thr Ala His Asn Trp
892569-1 43 H - 102 H(PF1%R)

114105158 FEESE A0101 1142007326-0



202521984

Phe Asp Pro

210> 59
211> 126
<212> PRT

10

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> HEEE

<400> 59
Glu Val Gln Leu Val
| 5

Ser Leu Arg Leu Ser
20

Gly Met Asn Trp Val
35

Ser Ser Ile Ser Ser
50

Lys Gly Arg Phe Thr
65

Leu Gln Met Asn Ser
85

Ala Arg Asp Gly Gly
100

Phe Asp Pro Trp Gly
115

210> 60
211> 378
<212> DNA

Glu Ser

Cys Ala

Arg Gln

Ser Ser

55

Ile Ser

70

Leu Arg

Arg Thr

Gln Gly

Gly Gly Gly Leu Val
10

Ala Ser Gly Phe Thr
25

Ala Pro Gly Lys Gly
40

Ser Tyr Ile Tyr Tyr
60

Arg Asp Asn Ala Lys
75

Ala Glu Asp Thr Ala
90

Ser Tyr Thr Ala Thr
105

Thr Leu Val Thr Val
120

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> DNA E g

<400> 60

892569-1

114105158

FEESE A0101

15

Lys Pro Gly Gly
15

Phe Ser Arg Thr
30

Leu Glu Trp Val
45

Ala Asp Ser Val

Asn Ser Leu Tyr
80

Val Tyr Tyr Cys
95

Ala His Asn Trp
110

Ser Ser
125

F 44 H - 2102 HIFIIR)

1142007326-0



202521984

gaggtgcage
tcctgtgeag
ccagggaagg
gcagactcag
ctgcaaatga
ggaagaacgt
ttggtcaccg
<210> 61

211> 12

<212> PRT
<213>

<220>
<223>

<400> 61

tggtggagtc
cctetggatt
ggctggaatg
tgaagggccg
acagcctgag
cctacaccge

tctectea

E3# CDR1

tgggegaggc
caccttcagt
ggtctcatec
attcaccatc
agccgaggac

cacagccecac

ctggtcaage ctggggggtce
aggactggga tgaactgggt
attagtagta gtagtagtta
tccagagaca acgccaagaa
acggeggtgt actactgege

aattggttcg accectgggg

AT F4(Artificial Sequence)

Gln Ser Val Leu Phe Ser Ser Asn Asn Lys Asn Tyr

1

<210> 62
211> 3
<212> PRT
<213>

<220>
<223>

<400> 62

Trp Ala Ser

1

<210> 63
211> 9
<212> PRT
<213>

<220>
<223>

<400> 63

5

T CDR2

5 CDR3

10

AT F4(Artificial Sequence)

AT F4(Artificial Sequence)

Gln Gln His Ala Ser Ala Pro Pro Thr

1

210> 64

892569-1

114105158

5

FEESE A0101

F45 H - #1102 HIFSIR)

cctgagactce
ccgecagget
catatactac
ctcactgtat
cagagatggt

acagggtaca

60

120

180

240

300

360

378

1142007326-0



202521984

L11> 17
<212> PRT
Q13> ATFF¥I(Artificial Sequence)

<220>
<223> EEH CDR1

<400> 064
Lys Ser Ser Gln Ser Val Leu Phe Ser Ser Asn Asn Lys Asn Tyr Leu
1 5 10 15

Ala

<210> 65

L21l> 7

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> EEHHE CDR2

<400> 65
Trp Ala Ser Thr Arg Glu Ser
1 5

<210> 66

211> 9

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> EEHHE CDR3

<400> 66
Gln Gln His Ala Ser Ala Pro Pro Thr
| 5

210> 67

211> 113

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
223> EEHH

<400> 67

Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly

1 5 10 15
892569-1 5546 H - 4102 H(PF1%R)

114105158 FEESE A0101 1142007326-0



202521984

Glu Arg Ala Thr Ile Asn Cys Lys Ser Ser Gln Ser Val Leu Phe Ser
20 25 30

Ser Asn Asn Lys Asn Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln
35 40 45

Pro Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75 80

Ile Ser Ser Leu Gln Ala Glu Asp Val Ala Val Tyr Tyr Cys Gln Gln
85 90 95

His Ala Ser Ala Pro Pro Thr Phe Gly Gly Gly Thr Lys Val Glu Ile

100 105 110

Lys
<210> 68
211> 339
<212> DNA
Q13> ATFF¥I(Artificial Sequence)
<220>
<223> DNA B
<400> 68
gacatcgtga tgacccagtc tccagactce ctggetgtgt ctetgggega gagggecace 60
atcaactgca agtccageca gagtgtttta ttcagctcca acaataagaa ctacttaget 120
tggtaccage agaaaccagg acagectcect aagetgetca tttactggge atctaccegg 180
gaatccgggg tccectgaccg attcagtgge agegggtcetg ggacagattt cactcetcace 240
atcagcagee tgcaggetga agatgtggea gtttattact gtcagecagea cgecagtgee 300
cctectactt ttggeggagg gaccaaggtt gagatcaaa 339
<210> 69
211> 456
<212> PRT
Q13> ATFF¥I(Artificial Sequence)
<220>
<223> EE#

892569-1 547 H - £ 102 H(PF1%R)

114105158

FEESE A0101

1142007326-0



202521984

<400> 69

Glu

1

Ser

Gly

Ser

Lys

65

Leu

Ala

Phe

Thr

Ser

145

Glu

His

Ser

Cys

Val Gln

Leu Arg

Met Asn
35

Ser Ile
50

Gly Arg

Gln Met

Arg Asp

Asp Pro
115

Lys Gly
130

Gly Gly

Pro Val

Thr Phe

Val Val

195

Asn Val
210

892569-1

114105158

Leu Val
5

Leu Ser
20

Trp Val

Ser Ser

Phe Thr

Asn Ser
85

Gly Gly
100

Trp Gly

Pro Ser

Thr Ala

Thr Val
165

Pro Ala
180

Thr Val

Asn His

FEESE A0101

Glu

Cys

Arg

Ser

Ile

70

Leu

Arg

Gln

Val

Ala

150

Ser

Val

Pro

Lys

Ser

Ala

Gln

Ser

55

Ser

Arg

Thr

Gly

Phe

135

Leu

Trp

Leu

Ser

Pro
215

Gly Gly

Ala Ser
25

Ala Pro
40

Ser Tyr

Arg Asp

Ala Glu

Ser Tyr
105

Thr Leu
120

Gly Leu Val
10

Gly Phe Thr

Gly Lys Gly

Ile Tyr Tyr

60

Asn Ala Lys

Asp Thr Ala

90

Thr Ala Thr

Val Thr Val

Pro Leu Ala Pro Ser

Gly Cys

Asn Ser

Gln Ser
185

Ser Ser
200

Ser Asn

140

Leu Val Lys
155

Gly Ala Leu
170

Ser Gly Leu

Leu Gly Thr

Thr Lys Val
220

Lys Pro Gly Gly

Phe

Leu

45

Ala

Asn

Val

Ala

Ser

125

Ser

Asp

Thr

Tyr

Gln

205

Asp

15

Ser Arg
30

Glu Trp

Asp Ser

Ser Leu

Tyr Tyr
95

His Asn
110

Ser Ala

Lys Ser

Tyr Phe

Ser Gly

175

Ser Leu
190

Thr Tyr

Lys Lys

F48 H - £ 102 HIFHIR)

Thr

Val

Val

Tyr

80

Cys

Trp

Ser

Thr

Pro

160

Val

Ser

Ile

Val

1142007326-0



202521984

Glu Pro Lys

225

Pro

Lys

Val

Asp

Tyr

305

Asp

Leu

Arg

Lys

Asp

385

Lys

Ser

Ser

Glu

Asp

Asp

Gly

290

Asn

Trp

Pro

Glu

Asn

370

Ile

Thr

Lys

Cys

Leu

Thr

Val

275

Val

Ser

Leu

Ala

Pro

355

Gln

Ala

Thr

Leu

Ser
435

Ser Leu Ser

892569-1

114105158

Ser

Leu

Leu

260

Ser

Glu

Thr

Asn

Pro

340

Gln

Val

Val

Pro

Thr

420

Val

Leu

Cys

Gly

245

Met

His

Val

Tyr

Gly

325

Ile

Val

Ser

Glu

Pro

405

Val

Met

Ser

Asp Lys
230

Gly Pro

Ile Ser

Glu Asp

His Asn

295

Arg Val

310

Lys Glu

Glu Lys

Tyr Thr

Leu Thr
375

Trp Glu

390

Val Leu

Asp Lys

His Glu

Pro Gly

FEESE A0101

Thr His

Ser Val

Arg Thr
265

Pro Glu
280

Ala Lys

Val Ser

Tyr Lys

Thr Ile
345

Leu Pro
360

Cys Leu

Ser Asn

Asp Ser

Ser Arg
425

Ala Leu
440

Lys

Thr Cys Pro Pro Cys Pro
235

Phe Leu Phe Pro Pro Lys
250 255

Pro Glu Val Thr Cys Val
270

Val Lys Phe Asn Trp Tyr
285

Thr Lys Pro Arg Glu Glu
300

Val Leu Thr Val Leu His
315

Cys Lys Val Ser Asn Lys
330 335

Ser Lys Ala Lys Gly Gln
350

Pro Ser Arg Asp Glu Leu
365

Val Lys Gly Phe Tyr Pro
380

Gly Gln Pro Glu Asn Asn
395

Asp Gly Ser Phe Phe Leu
410 415

Trp Gln Gln Gly Asn Val
430

His Asn His Tyr Thr Gln
445

F49 H - £ 102 HIFSIR)

Ala

240

Pro

Val

Val

Gln

Gln

320

Ala

Pro

Thr

Ser

Tyr

400

Tyr

Phe

Lys

1142007326-0



202521984

450

<210> 70

211> 1368
<212> DNA
<213>

<220>
<223>

<400> 70
gaggtgcage

tcctgtgeag
CCagggaageg
gcagactcag
ctgcaaatga
ggaagaacgt
ttggtcaccg
agcaaaagca
gaaccggtga
geggtgetgce
agectgggcea
gataaaaaag
ccggaactge
atgattagcc
gaagtgaaat
cgcgaagaac
gattggctga
attgaaaaaa
ccgecegagec
ftttatccga
aaaaccaccc
gtggataaaa

ctgcataacc

892569-1

114105158

DNA

tggtggagtc
cctetggatt
ggctggaatg
tgaagggccg
acagcctgag
cctacaccge
tctectecage
CCagCgecey
ccgtgagetg
agagcagegg
ccecagaccta
tggaaccgaa
tgggeggecce
gcaccccgga
tftaactggta
agtataacag
acggcaaaga
ccattagcaa
gcgatgaact
gecgatattge
cgeeggtgct
geegetggea

attataccca

455

tgggegaggc
caccttcagt
ggtctcatec
attcaccatc
agccgaggac
cacagcccac
gagcaccaaa
caccgeggeg
gaacageggc
cctgtatage
tatttgcaac
aagctgegat
gagegtgttt
agtgacctge
tgtggatggc
cacctatcge
atataaatgce
agcgaaaggc
gaccaaaaac
gotggaatgg
ggatagcgat
gcagggcaac

gaaaagcectg

FEESE A0101

AT F4(Artificial Sequence)

ctggtcaagce
aggactggga
attagtagta
tccagagaca
acggecggtgt
aattggttcg
ggccecgageg
ctgggctgcec
gecgetgaccea
ctgagcagcg
gtgaaccata
aaaacccata
ctgttteege
gtggtggteg
gtggaagtgc
gtggtgageg
aaagtgagca
cagccgegeg
caggtgagec
gaaagcaacg
ggcagetttt
gtgtttaget

agectgagec

50 H - 4102 HIFSIR)

ctggggggtce
tgaactgggt
gtagtagtta
acgccaagaa
actactgege
acccctgggg
tgtttceget
tggtgaaaga
gecggegtgca
tggtgaccgt
aaccgagcaa
cectgeecgee
cgaaaccgaa
atgtgagceca
ataacgcgaa
tgctgaccgt
acaaagcgcet
aaccgcaggt
tgacctgect
gcecagecegga
ftctgtatag
gcagecgtgat

cgggeaaa

cctgagactce
ccgecagget
catatactac
ctcactgtat
cagagatggt
acagggtaca
ggcgeegage
ftattttccg
taccttteceg
gcecgageage
caccaaagtg
gtgeceeggeg
agataccctg
tgaagatccg
aaccaaaccg
gctgeatcag
gcceggegecg
gtataccctg
ggtgaaaggc
aaacaactat
caaactgacc

gcatgaageg

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960

1020
1080
1140
1200
1260
1320

1368

1142007326-0



202521984

210> 71

211>
212>
213>

220
PRT

<220>

<223>

i

<400> 71

Asp

1

Glu

Ser

Pro

Pro

65

Ile

His

Lys

Glu

Phe

145

Gln

Ser

Ile Val

Arg Ala

Asn Asn
35

Pro Lys
50

Asp Arg

Ser Ser

Ala Ser

Arg Thr

115

Gln Leu
130

Tyr Pro

Ser Gly

Thr Tyr

892569-1

114105158

Met Thr

Thr Ile
20

Lys Asn

Leu Leu

Phe Ser

Leu Gln
85

Ala Pro
100

Val Ala

Lys Ser

Arg Glu

Asn Ser
165

Ser Leu
180

Gln

Asn

Tyr

Ile

Gly

70

Ala

Pro

Ala

Gly

Ala

150

Gln

Ser

AT F4(Artificial Sequence)

Ser Pro Asp

Cys Lys Ser
25

Leu Ala Trp
40

Tyr Trp Ala
55

Ser Gly Ser

Glu Asp Val

Thr Phe Gly
105

Pro Ser Val
120

Thr Ala Ser
135

Lys Val Gln

Glu Ser Val

Ser

10

Ser

Tyr

Ser

Gly

Ala

90

Gly

Phe

Val

Trp

Thr
170

Leu Ala Val Ser

Gln

Gln

Thr

Thr

75

Val

Gly

Ile

Val

Lys
155

Ser Val Leu
30

Gln Lys Pro
45

Arg Glu Ser
60

Asp Phe Thr

Tyr Tyr Cys

Thr Lys Val
110

Phe Pro Pro
125

Cys Leu Leu
140

Val Asp Asn

Glu Gln Asp Ser

Ser Thr Leu Thr Leu Ser Lys Ala

185

190

% S1H - 3102 HIFSIR)

FEESE A0101

Leu Gly

Phe Ser

Gly Gln

Gly Val

Leu Thr
80

Gln Gln
95

Glu Ile

Ser Asp

Asn Asn

Ala Leu
160

Lys Asp
175

Asp Tyr

1142007326-0



202521984

Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser

195

200

205

Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

210

210> 72
211> 660
212>
<213>

<220>
<223>

<400> 72
gacatcgtga

atcaactgca
tggtaccage
gaatccgggg
atcagcagcc
cctectactt
gtgttcatct
ctgctgaaca
cagtccggea
ctgtecteca
gaagtgacce
210> 73
Q211> 452
<212>
<213>

<220>
<223>

<400> 73

DNA
AT F4(Artificial Sequence)

PRT
AT F4(Artificial Sequence)

DNA 558

tgacccagtc
agtccageca
agaaaccagg
tcectgacceg
tgcaggctga
ttggcggagg
tcccacccte
acttctaccc
actcccagga
ccetgaccecet

accagggect

215

tccagactcec
gagtgtttta
acagcectcect
attcagtggce
agatgtggca
gaccaaggtt
cgacgagcag
tcgegaggcec
atccgtcace
gtccaaggcece

gtccagececee

ctggctgtgt
ttcagctcca
aagctgctca
agegggtcetg
gtttattact
gagatcaaac
ctgaagtccg
aaagtgcagt
gagcaggact
gactacgaga

gtgaccaagt

220

ctectgggega
acaataagaa
tttactgggc
ggacagattt
gtcagcagca
gtacggtggc
gcaccgecte
ggaaagtgga
ccaaggacag
agcacaaagt

ccttcaaccg

gagggccace
ctacttagcet
atctaccegg
cactctcacc
cgeecagtgec
cgeteectec
cgtegtgtgc
caacgcecectg
cacctactcc
gtacgectge

gggegagtgc

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly

1

5

10

15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Arg Thr

60

120

180

240

300

360

420

480

540

600

660

20 25 30

892569-1 B 52 H 102 H(FFFR)

114105158 FEESE A0101 1142007326-0



202521984

Gly

Ser

Lys

65

Leu

Ala

Phe

Thr

Ser

145

Glu

His

Ser

Cys

Glu
225

Met

Ser

50

Gly

Gln

Arg

Asp

Lys

130

Glu

Pro

Thr

Val

Asn

210

Ser

Asn

35

Ile

Arg

Met

Asp

Pro

115

Gly

Ser

Val

Phe

Val

195

Val

Lys

Leu Gly Gly

Leu Met Ile

892569-1

114105158

Trp Val

Ser Ser

Phe Thr

Asn Ser
85

Gly Gly
100

Trp Gly

Pro Ser

Thr Ala

Thr Val
165

Pro Ala
180

Thr Val

Asp His

Tyr Gly

Pro Ser

245

Ser Arg

Arg Gln Ala Pro
40

Ser Ser Ser Tyr
55

Ile Ser Arg Asp
70

Leu Arg Ala Glu

Arg Thr Ser Tyr
105

Gln Gly Thr Leu
120

Val Phe Pro Leu
135

Ala Leu Gly Cys
150

Ser Trp Asn Ser

Val Leu Gln Ser
185

Pro Ser Ser Ser
200

Lys Pro Ser Asn
215

Pro Pro Cys Pro
230

Val Phe Leu Phe

Gly Lys Gly

Ile Tyr Tyr
60

Asn Ala Lys
75

Asp Thr Ala
90

Thr Ala Thr

Val Thr Val

Ala Pro Cys
140

Leu Val Lys
155

Gly Ala Leu
170

Ser Gly Leu

Leu Gly Thr

Thr Lys Val
220

Leu Glu Trp Val

45

Ala

Asn

Val

Ala

Ser

125

Ser

Asp

Thr

Tyr

Lys

205

Asp

Asp Ser

Ser Leu

Tyr Tyr
95

His Asn
110

Ser Ala

Arg Ser

Tyr Phe

Ser Gly

175

Ser Leu
190

Thr Tyr

Lys Arg

Ser Cys Pro Ala Pro Glu

235

Pro Pro Lys Pro Lys Asp

250

255

Thr Pro Glu Val Thr Cys Val Val Val Asp

% 53 H - #1102 HIFSIR)

FEESE A0101

Val

Tyr

80

Cys

Trp

Ser

Thr

Pro

160

Val

Ser

Thr

Val

Phe

240

Thr

Val

1142007326-0



202521984

260 265

Ser Gln Glu Asp Pro Glu Val Gln Phe

275 280

Glu Val His Asn Ala Lys Thr Lys Pro

Thr

305

Asn

Ser

Gln

Val

Val

385

Pro

Thr

Val

Leu

290

Tyr

Gly

Ile

Val

Ser

370

Glu

Pro

Val

Met

Ser
450

<210>
211>
212>
<213>

<220>
<223>

892569-1

114105158

295

Arg Val Val Ser Val Leu Thr
310

Lys Glu Tyr Lys Cys Lys Val
325

Glu Lys Thr Ile Ser Lys Ala
340 345

Tyr Thr Leu Pro Pro Ser Gln
355 360

Leu Thr Cys Leu Val Lys Gly
375

Trp Glu Ser Asn Gly Gln Pro
390

Val Leu Asp Ser Asp Gly Ser
405

Asp Lys Ser Arg Trp Gln Glu
420 425

His Glu Ala Leu His Asn His
435 440

Leu Gly

74

1356

DNA

ANTF4(Artificial Sequence)

DNA

FEESE A0101

Asn Trp Tyr

Arg Glu Glu
300

Val Leu His
315

Ser Asn Lys
330

Lys Gly Gln

Glu Glu Met

Phe Tyr Pro
380

Glu Asn Asn
395

Phe Phe Leu
410

Gly Asn Val

Tyr Thr Gln

Val

285

Gln

Gln

Gly

Pro

Thr

365

Ser

Tyr

Tyr

Phe

Lys
445

270

Asp Gly

Phe Asn

Asp Trp

Leu Pro
335

Arg Glu
350

Lys Asn

Asp Ile

Lys Thr

Ser Arg
415

Ser Cys
430

Ser Leu

%54 H - #1102 HIFSIR)

Val

Ser

Leu

320

Ser

Pro

Gln

Ala

Thr

400

Leu

Ser

Ser

1142007326-0



202521984

<400> 74
gaggtgcage

tcctgtgeag
CCagggaageg
gcagactcag
ctgcaaatga
ggaagaacgt
ttggtcaccg
tceeggteca
gagceecgtga
geegtgetge
agectgggcea
gacaagcggg
ctgggeggac
cggacccectg
ttcaattggt
cagttcaact
aacggcaaag
accatctcca
caggaagaga
tccgatatceg
ccteeegtge

tceeggtggce

cactacacce

<210> 75
211> 38
212>
<213>

<220>
<223>

<400> 75

892569-1

114105158

PRT
AT F4(Artificial Sequence)

tggtggagtc
cctetggatt
ggctggaatg
tgaagggccg
acagcctgag
cctacaccge
tctectecage
cctecgagtce
cegtgtectg
agtccteegg
ccaagaccta
tggaatctaa
ctteegtgtt
aagtgacctg
acgtggacgg
ccacctaccg
agtacaagtg
aggccaaggy
tgaccaagaa
ccgtggagtg
tggactccga
aggaaggcaa

agaagtccct

B CDR1

tgggegaggc
caccttcagt
ggtctcatec
attcaccatc
agccgaggac
cacagcccac
ttccaccaag
taccgecget
gaactctggce
cctgtactcee
cacctgtaac
gtacggecect
cctgttecect
cgtggtggtg
cgtggaagtg
ggtggtgtec
caaagtgtcc
ccagceecge
tcaagtgtcc
ggagtccaac
cggetectte
cgtettetee

gtcectgtcet

FEESE A0101

ctggtcaagce
aggactggga
attagtagta
tccagagaca
acggecggtgt
aattggttcg
ggceectecg
ctgggctgcec
geectgaccet
ctgtccageg
gtggaccaca
ceetgeectt
ccaaagccca
gacgtgtccce
cacaacgcca
gtgctgaccg
aacaagggcc
gagcccecaag
ctgacttgtc
ggceageeeg
ttcetgtact
tgctecgtga

ctgggc

%55 H - #1102 HFPSIR)

ctggggggtce
tgaactgggt
gtagtagtta
acgccaagaa
actactgege
acccctgggg
tgttcectet
tcgtgaagga
ccggegtgea
tcgtgaccgt
agccectecaa
cctgeectge
aggacaccct
aggaagatcc
agaccaagcc
tgctgcacca
tgcectecag
tgtacaccct
tggtcaaggg
agaacaacta
ctecggetgac

tgcacgaggce

cctgagactce
ccgecagget
catatactac
ctcactgtat
cagagatggt
acagggtaca
ggceecttge
ctacttcccc
cacctteect
geeetectee
caccaaagtg
ccetgagttce
gatgatctcce
cgaagtccag
cagagaggaa
ggactggetg
catcgaaaag
geeteccage
cttctacccce
caagaccacc
cgtggacaag

cctgecacaac

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960

1020
1080
1140
1200
1260
1320
1356

1142007326-0



202521984

Gly Phe Thr Phe Ser Arg Tyr Gly

1

<210>
211>
212>
<213>

<220>
<223>

<400>

5

76

8

PRT

ANTF4(Artificial Sequence)

B3 CDR2
76

Ile Ser Ser Ser Ser Ala Tyr Ile

1

<210>
211>
212>
<213>

<220>
<223>

<400>

Ala Arg Asp Gly Gly Arg Thr Ser Tyr Thr Ala Thr Ala His Asn Trp

1

5

77

19

PRT

AT F4(Artificial Sequence)
EE 8 CDR3

77

5 10

Phe Asp Pro

<210>
211>
212>
<213>

<220>
<223>

<400>

78

9

PRT

ANTF4(Artificial Sequence)

B CDR1
78

Phe Thr Phe Ser Arg Tyr Gly Met Asn

1

<210>
211>
212>
<213>

<220>
<223>

892569-1

114105158

5

79
17
PRT
ANTF4(Artificial Sequence)

B3 CDR2

FEESE A0101

%56 H » #1102 HFSIR)

1142007326-0



202521984

<400> 79
Ser Ile Ser Ser Ser Ser Ala Tyr Ile Leu Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> &0

211> 19

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> H## CDR3

<400> &0
Ala Arg Asp Gly Gly Arg Thr Ser Tyr Thr Ala Thr Ala His Asn Trp
1 5 10 15

Phe Asp Pro

<210> 81

L211> 126

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> HEEE

<400> 81
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Arg Tyr
20 25 30

Gly Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ser Ser Ile Ser Ser Ser Ser Ala Tyr Ile Leu Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
65 70 75 80

892569-1 B 57T H 102 H(F1FR)

114105158 FEESE A0101 1142007326-0



202521984

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

85

90

95

Ala Arg Asp Gly Gly Arg Thr Ser Tyr Thr Ala Thr Ala His Asn Trp

100

105

110

Phe Asp Pro Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

115

<210> 82

211> 378
<212> DNA
<213>

<220>
<223>

<400> &2
gaggtgcage

tcctgtgeag
ccagggaagg
gcagactcag
ctgcaaatga
ggaagaacgt
ttggtcaccg
<210> 83
211> 12
<212>
<213>

<220>
<223>

<400> &3

PRT
AT F4(Artificial Sequence)

DNA

tggtggagtc
cctetggatt
ggctggagtg
tgaagggccg
acagcctgag
cctacaccge

tctectea

E3# CDR1

120

tgggegaggc
caccttcagt
ggtctcatec
attcaccatc
agccgaggac

cacagccecac

125

AT F4(Artificial Sequence)

ctggtcaage ctggggggtce
aggtatggga tgaactgggt
attagtagta gtagtgctta
tccagagaca acgccaagaa
acggeggtgt actactgege

aattggttcg accectgggg

Gln Ser Val Leu Phe Ser Ser Asn Asn Lys Asn Tyr

1

<210> 84
211> 3

212>
<213>

<220>
<223>

892569-1

114105158

PRT
AT F4(Artificial Sequence)

5

T CDR2

FEESE A0101

10

% 58 H - 4k 102 H(FSIR)

cctgagactce
ccgecagget
catactgtac
ctcactgtat
cagagatggt

acagggtaca

60

120

180

240

300

360

378

1142007326-0



202521984

<400> &4

Trp Ala Ser
1

<210> 85

211> 9

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> EEHE CDR3

<400> 85
Gln Gln His Ala Ser Ala Pro Pro Thr
| 5

<210> &6

L211> 17

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> EEH CDR1

<400> &6
Lys Ser Ser Gln Ser Val Leu Phe Ser Ser Asn Asn Lys Asn Tyr Leu
1 5 10 15

Ala

<210> &7

L21l> 7

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> EEHHE CDR2

<400> &7
Trp Ala Ser Thr Arg Glu Ser
1 5

<210> &8

211> 9

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

892569-1 B 59 H o 102 H(FF15R)

114105158 FEESE A0101 1142007326-0



202521984

<220>
<223> EEHE CDR3

<400> 88
Gln Gln His Ala Ser Ala Pro Pro Thr
| 5

<210> &9

211> 113

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
223> EEHH

<400> &9
Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly
1 5 10 15

Glu Arg Ala Thr Ile Asn Cys Lys Ser Ser Gln Ser Val Leu Phe Ser
20 25 30

Ser Asn Asn Lys Asn Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln
35 40 45

Pro Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75 80

Ile Ser Ser Leu Gln Ala Glu Asp Val Ala Val Tyr Tyr Cys Gln Gln
85 90 95

His Ala Ser Ala Pro Pro Thr Phe Gly Gly Gly Thr Lys Val Glu Ile
100 105 110

Lys

<210> 90

211> 339

<212> DNA

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> DNA B

892569-1 60 H » 102 H(FF15R)

114105158 FEESE A0101 1142007326-0



114105158

202521984

<400> 90

gacatcgtga tgacccagtce
atcaactgca agtccageca
tggtaccage agaaaccagg
gaatccgggg tcectgacceg

atcagcagee tgcaggetga

cctectactt

<210> 91

211> 456
<212> PRT
<213>

<220>
<223>

i

<400> 91

Glu Val Gln Leu Val
| 5

Ser Leu Arg Leu Ser
20

Gly Met Asn Trp Val
35

Ser Ser Ile Ser Ser
50

Lys Gly Arg Phe Thr
65

Leu Gln Met Asn Ser
85

Ala Arg Asp Gly Gly
100

Phe Asp Pro Trp Gly
115

Thr Lys Gly Pro Ser

892569-1

ttggcggagg

Glu Ser

Cys Ala

Arg Gln

Ser Ser

55

Ile Ser

70

Leu Arg

Arg Thr

Gln Gly

Val Phe

FEESE A0101

tccagactcec
gagtgtttta
acagcectcect
attcagtggce

agatgtggca

gaccaaggtt gagatcaaa

AT F4(Artificial Sequence)

Gly Gly Gly Leu Val
10

Ala Ser Gly Phe Thr
25

Ala Pro Gly Lys Gly
40

Ala Tyr Ile Leu Tyr
60

Arg Asp Asn Ala Lys
75

Ala Glu Asp Thr Ala
90

Ser Tyr Thr Ala Thr
105

Thr Leu Val Thr Val
120

Pro Leu Ala Pro Ser

ctggctgtgt ctctgggcga gagggecace
ttcagctcca acaataagaa ctacttaget
aagctgetca tttactggge atctaccegg
agcgggtcetg ggacagattt cactctcace

gtttattact gtcagcagca cgecagtgcec

Lys Pro Gly Gly
15

Phe Ser Arg Tyr
30

Leu Glu Trp Val
45

Ala Asp Ser Val

Asn Ser Leu Tyr
80

Val Tyr Tyr Cys
95

Ala His Asn Trp
110

Ser Ser Ala Ser
125

Ser Lys Ser Thr

%61 H - 3102 HIFSIR)

60
120
180
240
300

339

1142007326-0



202521984

130 135 140

Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro
145 150 155 160

Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val
165 170 175

His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser
180 185 190

Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile
195 200 205

Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val
210 215 220

Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala
225 230 235 240

Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
245 250 255

Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val
260 265 270

Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
275 280 285

Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln
290 295 300

Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln
305 310 315 320

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
325 330 335

Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro
340 345 350

Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
355 360 365

892569-1 62 H o H 102 H(FIFR)

114105158 FEESE A0101 1142007326-0



202521984

Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
370 375 380

Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr
385 390 395 400

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
405 410 415

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe
420 425 430

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys
435 440 445

Ser Leu Ser Leu Ser Pro Gly Lys

450 455

210> 92
Q211> 1368
<212> DNA
Q13> ATFF¥I(Artificial Sequence)
<220>
<223> DNA E##
<400> 92
gaggtgcage tggtggagtc tgggggagge ctggtcaage ctggggggte cctgagactce 60
tcctgtgeag cectetggatt caccttcagt aggtatggga tgaactgggt ccgecagget 120
ccagggaagg ggctggagtg ggtcectcatec attagtagta gtagtgetta catactgtac 180
gcagactcag tgaagggecg attcaccatc tccagagaca acgcecaagaa ctcactgtat 240
ctgcaaatga acagcecctgag agecgaggac acggeggtgt actactgege cagagatggt 300
ggaagaacgt cctacaccge cacageccac aattggttcg accectgggg acagggtaca 360
ttggtcaccg tctectcage gagecaccaaa ggececgageg tgtttecget ggegecgage 420
agcaaaagea ccageggegg caccgeggeg ctgggetgee tggtgaaaga ttattttecg 480
gaaccggtga ccgtgagetg gaacagegge gegetgacca geggegtgea tacctttecg 540
geggtgetge agageagegg cctgtatage ctgagecageg tggtgaccgt gecgageage 600
agecctgggea cccagaccta tatttgcaac gtgaaccata aaccgagecaa caccaaagtg 660
gataaaaaag tggaaccgaa aagctgegat aaaacccata cctgeccgece gtgeecggeg 720

892569-1 % 63 H - £ 102 HFHIR)

114105158 FEESE A0101 1142007326-0



202521984

ccggaactge
atgattagcc
gaagtgaaat
cgcgaagaac
gattggctga
attgaaaaaa
ccgecegagec
ftttatccga
aaaaccaccc
gtggataaaa
ctgcataacc
<210> 93

Q211> 220
<212> PRT
<213>

<220>
<223>

L7
<400> 93
Asp Ile Val
1

Glu Arg Ala

Ser Asn Asn
35

Pro Pro Lys
50

Pro Asp Arg
65

Ile Ser Ser

tgggeggecce
gcaccccgga
tftaactggta
agtataacag
acggcaaaga
ccattagcaa
gcgatgaact
gecgatattge
cgeeggtgct
geegetggea

attataccca

Met Thr
5

Thr Ile
20

Lys Asn

gagegtgttt
agtgacctge
tgtggatggc
cacctatcge
atataaatgce
agcgaaaggc
gaccaaaaac
gotggaatgg
ggatagcgat
gcagggcaac

gaaaagcectg

40

ctgttteege
gtggtggteg
gtggaagtgc
gtggtgageg
aaagtgagca
cagccgegeg
caggtgagec
gaaagcaacg
ggcagetttt
gtgtttaget

agectgagec

AT F4(Artificial Sequence)

Gln Ser Pro Asp Ser Leu

10

Asn Cys Lys Ser Ser Gln

25

Tyr Leu Ala Trp Tyr Gln

Leu Leu Ile Tyr Trp Ala Ser Thr

Phe Ser
70

Leu Gln
85

55

Gly Ser Gly Ser Gly Thr

75

Ala Glu Asp Val Ala Val

90

cgaaaccgaa
atgtgagceca
ataacgcgaa
tgctgaccgt
acaaagcgcet
aaccgcaggt
tgacctgect
gcecagecegga
ftctgtatag
gcagecgtgat

cgggeaaa

agataccctg
tgaagatccg
aaccaaaccg
gctgeatcag
gcceggegecg
gtataccctg
ggtgaaaggc
aaacaactat
caaactgacc

gcatgaageg

Ala Val Ser Leu Gly

15

Ser Val Leu Phe Ser

30

Gln Lys Pro Gly Gln

45

Arg Glu Ser Gly Val

60

Asp Phe Thr Leu Thr

80

Tyr Tyr Cys Gln Gln

95

His Ala Ser Ala Pro Pro Thr Phe Gly Gly Gly Thr Lys Val Glu Ile

892569-1

114105158

FEESE A0101

%64 H - 3102 HIFHIR)

780
840
900
960
1020
1080
1140
1200
1260
1320

1368

1142007326-0



202521984

100

105

110

Lys Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp

115

Glu Gln Leu Lys Ser Gly Thr

130

Phe Tyr Pro Arg Glu Ala Lys

145

Gln Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys

Ser Thr Tyr Ser Leu Ser Ser

Glu Lys

Ser Pro Val Thr Lys Ser Phe

210

<210> 94
211> 660
<212> DNA
<213>

<220>
<223>

<400> 94
gacatcgtga

atcaactgca
tggtaccage
gaatccgggg
atcagcagcc
cctectactt
gtgttcatct
ctgctgaaca

cagtccggea

892569-1

114105158

120

135

150

165

180

His Lys Val Tyr Ala
195

DNA 558

tgacccagtc
agtccageca
agaaaccagg
tcectgacceg
tgcaggctga
ttggcggagg
tcccacccte
acttctaccc

actcccagga

200

215

tccagactcec
gagtgtttta
acagcectcect
attcagtggce
agatgtggca
gaccaaggtt
cgacgagcag
tcgegaggcec

atccgtcace

FEESE A0101

155

170

185

AT F4(Artificial Sequence)

ctggctgtgt
ttcagctcca
aagctgctca
agegggtcetg
gtttattact
gagatcaaac
ctgaagtccg
aaagtgcagt

gagcaggact

%65 H » £ 102 HFSIR)

125

140

205

Asn Arg Gly Glu Cys

220

ctectgggega
acaataagaa
tttactgggc
ggacagattt
gtcagcagca
gtacggtggc
gcaccgecte
ggaaagtgga

ccaaggacag

Ala Ser Val Val Cys Leu Leu Asn Asn

Val Gln Trp Lys Val Asp Asn Ala Leu

160

Asp
175

Thr Leu Thr Leu Ser Lys Ala Asp Tyr
190

Cys Glu Val Thr His Gln Gly Leu Ser

gagggccace
ctacttagcet
atctaccegg
cactctcacc
cgeecagtgec
cgeteectec
cgtegtgtgc
caacgcecectg

cacctactcc

60

120

180

240

300

360

420

480

540

1142007326-0



202521984

ctgtecteca cectgaccecet gtcecaaggece gactacgaga agcacaaagt gtacgectge

gaagtgacce accagggect gtceccagecce gtgaccaagt ccttcaaccg gggegagtgce

<210>
211>
212>
<213>

<220>
<223>

<400>

95
452
PRT

AT F4(Artificial Sequence)

B
95

Glu Val Gln

1

Ser

Gly

Ser

Lys

65

Leu

Ala

Phe

Thr

Ser
145

Leu

Met

Ser

50

Gly

Gln

Arg

Asp

Lys

130

Glu

Arg

Asn

35

Ile

Arg

Met

Asp

Pro

115

Gly

Ser

Glu Pro Val

892569-1

114105158

Leu Val

Leu Ser
20

Trp Val

Ser Ser

Phe Thr

Asn Ser
85

Gly Gly

100

Trp Gly

Pro Ser

Thr Ala

Thr Val
165

Glu

Cys

Arg

Ser

Ile

70

Leu

Arg

Gln

Val

Ala

150

Ser

Ser Gly Gly Gly Leu Val
10

Ala Ala Ser Gly Phe Thr
25

Gln Ala Pro Gly Lys Gly
40

Ser Ala Tyr Ile Leu Tyr
55 60

Ser Arg Asp Asn Ala Lys
75

Arg Ala Glu Asp Thr Ala
90

Thr Ser Tyr Thr Ala Thr
105

Gly Thr Leu Val Thr Val
120

Phe Pro Leu Ala Pro Cys
135 140

Leu Gly Cys Leu Val Lys
155

Trp Asn Ser Gly Ala Leu
170

Lys Pro Gly Gly
15

Phe Ser Arg Tyr
30

Leu Glu Trp Val
45

Ala Asp Ser Val

Asn Ser Leu Tyr
80

Val Tyr Tyr Cys
95

Ala His Asn Trp
110

Ser Ser Ala Ser
125

Ser Arg Ser Thr

Asp Tyr Phe Pro
160

Thr Ser Gly Val
175

66 H » 4 102 HFHIR)

FEESE A0101

1142007326-0



202521984

His

Ser

Cys

Glu

225

Leu

Leu

Ser

Glu

Thr

305

Asn

Ser

Gln

Val

Val
385

Pro Pro Val Leu Asp

Thr Phe Pro
180

Val Val Thr
195

Asn Val Asp
210

Ser Lys Tyr

Gly Gly Pro

Met Ile Ser
260

Gln Glu Asp
275

Val His Asn
290

Tyr Arg Val

Gly Lys Glu

Ile Glu Lys
340

Val Tyr Thr
355

Ser Leu Thr
370

Glu Trp Glu

892569-1

114105158

Ala Val Leu

Val Pro Ser

His Lys Pro
215

Gly Pro Pro
230

Ser Val Phe
245

Arg Thr Pro

Pro Glu Val

Ala Lys Thr
295

Val Ser Val
310

Tyr Lys Cys
325

Thr Ile Ser

Leu Pro Pro

Cys Leu Val
375

Gln Ser
185

Ser Ser
200

Ser Asn

Cys Pro

Leu Phe

Glu Val
265

Gln Phe
280

Lys Pro

Leu Thr

Lys Val

Lys Ala
345

Ser Gln
360

Lys Gly

Ser Gly Leu

Leu Gly Thr

Tyr

Lys
205

Ser Leu
190

Thr Tyr

Thr Lys Val Asp Lys Arg

220

Ser Cys Pro
235

Pro Pro Lys
250

Thr Cys Val

Asn Trp Tyr

Arg Glu Glu
300

Val Leu His
315

Ser Asn Lys
330

Lys Gly Gln

Glu Glu Met

Phe Tyr Pro
380

Ser Asn Gly Gln Pro Glu Asn Asn

390

FEESE A0101

395

Ala

Pro

Val

Val

285

Gln

Gln

Gly

Pro

Thr

365

Ser

Tyr

Pro Glu

Lys Asp
255

Val Asp
270

Asp Gly

Phe Asn

Asp Trp

Leu Pro

335

Arg Glu

350

Lys Asn

Asp Ile

Lys Thr

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg

%67 H - £ 102 HFSIR)

Ser

Thr

Val

Phe

240

Thr

Val

Val

Ser

Leu

320

Ser

Pro

Gln

Ala

Thr

400

Leu

1142007326-0



202521984

405

410

415

Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser

420

425

430

Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser

435

Leu Ser Leu Gly

450

<210> 96
211>
212>
<213>

<220>
<223>

<400> 96
gaggtgcage

tcctgtgeag
CCagggaageg
gcagactcag
ctgcaaatga
ggaagaacgt
ttggtcaccg
tceeggteca
gagceecgtga
geegtgetge
agectgggcea
gacaagcggg
ctgggeggac
cggacccectg
ttcaattggt
cagttcaact

aacggcaaag

892569-1

114105158

1356
DNA
AT F4(Artificial Sequence)

DNA

tggtggagtc
cctetggatt
ggctggagtg
tgaagggccg
acagcctgag
cctacaccge
tctectecage
cctecgagtce
cegtgtectg
agtccteegg
ccaagaccta
tggaatctaa
ctteegtgtt
aagtgacctg
acgtggacgg
ccacctaccg

agtacaagtg

440

tgggegaggc
caccttcagt
ggtctcatec
attcaccatc
agccgaggac
cacagcccac
ttccaccaag
taccgecget
gaactctggce
cctgtactcee
cacctgtaac
gtacggecect
cctgttecect
cgtggtggtg
cgtggaagtg
ggtggtgtec

caaagtgtcc

FEESE A0101

ctggtcaagce
aggtatggga
attagtagta
tccagagaca
acggecggtgt
aattggttcg
ggceectecg
ctgggctgcec
geectgaccet
ctgtccageg
gtggaccaca
ceetgeectt
ccaaagccca
gacgtgtccce
cacaacgcca
gtgctgaccg

aacaagggcc

% 68 H - £ 102 H(FHIR)

445

ctggggggtce
tgaactgggt
gtagtgctta
acgccaagaa
actactgege
acccctgggg
tgttcectet
tcgtgaagga
ccggegtgea
tcgtgaccgt
agccectecaa
cctgeectge
aggacaccct
aggaagatcc
agaccaagcc
tgctgcacca

tgcectecag

cctgagactce
ccgecagget
catactgtac
ctcactgtat
cagagatggt
acagggtaca
ggceecttge
ctacttcccc
cacctteect
geeetectee
caccaaagtg
ccetgagttce
gatgatctcce
cgaagtccag
cagagaggaa
ggactggetg

catcgaaaag

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960

1020

1142007326-0



202521984

accatctcecca aggecaaggg ccageccege gagececcaag tgtacacccet gecteccage 1080
caggaagaga tgaccaagaa tcaagtgtcc ctgacttgte tggtcaaggg cttctaccece 1140
tccgatatcg ccgtggagtg ggagtccaac ggecageccg agaacaacta caagaccace 1200
ccteeegtge tggactccga cggetectte ttectgtact ctecggctgac cgtggacaag 1260
tcccggtgge aggaaggeaa cgtettetee tgcteegtga tgcacgagge cctgeacaac 1320
cactacaccc agaagtccct gtcecctgtet ctgggce 1356
<210> 97

211> 8

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> HE## CDRI

<400> 97
Gly Phe Thr Phe Ala Ser Tyr Gly
1 5

<210> 98

211> 8

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> HEH## CDR2

<400> 98
Ile Ser Ser Ser Ser Ser Tyr Ile
1 5

<210> 99

211> 19

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> H## CDR3

<400> 99

Ala Arg Asp Gly Gly Arg Thr Ser Tyr Thr Ala Thr Ala His Asn Trp
1 5 10 15
Phe Asp Pro

892569-1 69 H o H 102 H(FFFR)

114105158 FEESE A0101 1142007326-0



202521984

<210> 100

211> 9

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> HE## CDRI

<400> 100
Phe Thr Phe Ala Ser Tyr Gly Met Asn
1 5

<210> 101

L211> 17

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> HEH## CDR2

<400> 101
Ser Ile Ser Ser Ser Ser Ser Tyr Ile Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 102

211> 19

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> H## CDR3

<400> 102
Ala Arg Asp Gly Gly Arg Thr Ser Tyr Thr Ala Thr Ala His Asn Trp
1 5 10 15

Phe Asp Pro

<210> 103
L211> 126
<212> PRT
Q13> ATFF¥I(Artificial Sequence)

<220>
<223> HEEE

892569-1 E70H 102 H(FF15R)

114105158 FEESE A0101 1142007326-0



202521984

<400> 103

Glu Val Gln Leu Val
| 5

Ser Leu Arg Leu Ser
20

Gly Met Asn Trp Val
35

Ser Ser Ile Ser Ser
50

Lys Gly Arg Phe Thr
65

Leu Gln Met Asn Ser
85

Ala Arg Asp Gly Gly
100

Phe Asp Pro Trp Gly

Glu Ser

Cys Ala

Arg Gln

Ser Ser

55

Ile Ser

70

Leu Arg

Arg Thr

Gln Gly

Gly Gly Gly Leu Val
10

Ala Ser Gly Phe Thr
25

Ala Pro Gly Lys Gly
40

Ser Tyr Ile Tyr Tyr
60

Arg Asp Asn Ala Lys
75

Ala Glu Asp Thr Ala
90

Ser Tyr Thr Ala Thr
105

Thr Leu Val Thr Val

Lys Pro Gly Gly
15

Phe Ala Ser Tyr
30

Leu Glu Trp Val
45

Ala Asp Ser Val

Asn Ser Leu Tyr
80

Val Tyr Tyr Cys
95

Ala His Asn Trp
110

Ser Ser
125

115 120

210> 104
211> 378
<212> DNA
Q13> ATFF¥I(Artificial Sequence)
<220>
<223> DNA E##f
<400> 104
gaggtgcage tggtggagtc tgggggaggc
tcectgtgeag cetetggatt cacctteget
ccagggaagg ggctggagtg ggtetcatee
gcagactcag tgaagggecg attcaccatce
ctgcaaatga acagcctgag agecgaggac
ggaagaacgt cctacaccge cacagceccac
ttggtcaccg tctectea

892569-1

114105158 FRESHRIE A0L101

ctggtcaage ctggggggtce
agctatggga tgaactgggt
attagtagtt ctagtagtta
tccagagaca acgccaagaa
acggeggtgt actactgege

aattggttcg accectgggg

FT1H - $102 HIFSIR)

cctgagactce
ccgecagget
catatactac
ctcactgtat
cagagatggt

acagggtaca

60

120

180

240

300

360

378

1142007326-0



202521984

<210> 105

211> 12

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> EEH CDR1

<400> 105
Gln Ser Val Leu Phe Ser Ser Asn Asn Lys Asn Tyr
1 5 10

<210> 106

211> 3

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> & CDR2

<400> 106
Trp Ala Ser
1

<210> 107

211> 9

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> EEHE CDR3

<400> 107
Gln Gln His Ala Ser Ala Pro Pro Thr
| 5

<210> 108

L211> 17

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> EEH CDR1

<400> 108
Lys Ser Ser Gln Ser Val Leu Phe Ser Ser Asn Asn Lys Asn Tyr Leu
1 5 10 15
Ala
892569-1 572 H - £ 102 H(PF1%R)

114105158 FEESE A0101 1142007326-0



202521984

<210> 109

L21l> 7

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> EEHHE CDR2

<400> 109
Trp Ala Ser Thr Arg Glu Ser
1 5

<210> 110

211> 9

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> EEHHE CDR3

<400> 110
Gln Gln His Ala Ser Ala Pro Pro Thr
| 5

210> 111
211> 113
<212> PRT
Q13> ATFF¥I(Artificial Sequence)

<220>
223> EEHH

<400> 111
Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly
1 5 10 15

Glu Arg Ala Thr Ile Asn Cys Lys Ser Ser Gln Ser Val Leu Phe Ser
20 25 30

Ser Asn Asn Lys Asn Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln
35 40 45

Pro Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
892569-1 73 H 102 H(PF1%R)

114105158 FEESE A0101 1142007326-0



202521984

65 70 75 80

Ile Ser Ser Leu Gln Ala Glu Asp Val Ala Val Tyr Tyr Cys Gln Gln
85 90 95

His Ala Ser Ala Pro Pro Thr Phe Gly Gly Gly Thr Lys Val Glu Ile
100 105 110

Lys

<210>
211>
212>
<213>

112
339
DNA
ANTF4(Artificial Sequence)

<220>

<223> DNA B

<400> 112

gacatcgtga
atcaactgca
tggtaccage
gaatccgggg
atcagcagcc
cctectactt
210> 113

L211> 456
<212> PRT

tgacccagtc
agtccageca
agaaaccagg
tcectgacceg
tgcaggctga

ttggcggagg

tccagactcec
gagtgtttta
acagcectcect
attcagtggce
agatgtggca

gaccaaggtt

ctggctgtgt ctctgggcga
ttcagctcca acaataagaa
aagctgetca tttactgggce
agcgggtctg ggacagattt
gtttattact gtcagcagcea

gagatcaaa

gagggccace 60

ctacttagcet
atctaccegg
cactctcacc

cgeecagtgec

120
180
240
300

339

114105158

Q13> ATFF¥I(Artificial Sequence)

<220>

<223> EE#

<400> 113

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ala Ser Tyr
20 25 30

Gly Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

892569-1 B4 H > H 102 H(FYIFR)

FEESE A0101 1142007326-0



202521984

Ser

Lys

65

Leu

Ala

Phe

Thr

Ser

145

Glu

His

Ser

Cys

Glu

225

Pro

Lys

Val

Ser Ile
50

Gly Arg

Gln Met

Arg Asp

Asp Pro

115

Lys Gly

130

Gly Gly

Pro Val

Thr Phe

Val Val

195

Asn Val

210

Pro Lys

Glu Leu

Asp Thr

Asp Val

892569-1

114105158

Ser Ser

Phe Thr

Asn Ser
85

Gly Gly
100

Trp Gly

Pro Ser

Thr Ala

Thr Val
165

Pro Ala
180

Thr Val

Asn His

Ser Cys

Leu Gly

245

Leu Met
260

Ser His Glu Asp Pro Glu Val

FEESE A0101

Ser Ser
55

Ile Ser
70

Leu Arg

Arg Thr

Gln Gly

Val Phe
135

Ala Leu
150

Ser Trp

Val Leu

Pro Ser

Lys Pro

215

Asp Lys
230

Gly Pro

Ile Ser

Ser Tyr

Arg Asp

Ala Glu

Ser Tyr
105

Thr Leu
120

Pro Leu

Gly Cys

Asn Ser

Gln Ser
185

Ser Ser

200

Ser Asn

Thr His

Ser Val

Arg Thr
265

EISH

Ile Tyr Tyr
60

Asn Ala Lys
75

Asp Thr Ala
90

Thr Ala Thr

Val Thr Val

Ala Pro Ser
140

Leu Val Lys
155

Gly Ala Leu
170

Ser Gly Leu

Leu Gly Thr

Thr Lys Val
220

Thr Cys Pro
235

Phe Leu Phe
250

Pro Glu Val

Ala

Asn

Val

Ala

Ser

125

Ser

Asp

Thr

Tyr

Gln

205

Asp

Pro

Pro

Thr

Asp Ser

Ser Leu

Tyr Tyr
95

His Asn
110

Ser Ala

Lys Ser

Tyr Phe

Ser Gly
175

Ser Leu
190

Thr Tyr

Lys Lys

Cys Pro

Pro Lys

255

Cys Val
270

Lys Phe Asn Trp Tyr

$ 102 H(P51%R)

Val

Tyr

80

Cys

Trp

Ser

Thr

Pro

160

Val

Ser

Ile

Val

Ala

240

Pro

Val

Val

1142007326-0



202521984

Asp Gly
290

Tyr Asn
305

Asp Trp
Leu Pro
Arg Glu
Lys Asn

370
Asp Ile
385
Lys Thr
Ser Lys

Ser Cys

Ser Leu
450

275

Val

Ser

Leu

Ala

Pro

355

Gln

Ala

Thr

Leu

Ser

435

Ser

<210> 114

211>
212>
213>

<220>
<223>

1368
DNA
AT F4(Artificial Sequence)

<400> 114

gaggtgcage tggtggagtc tgggggagge ctggtcaage ctggggggte cctgagactce

892569-1

114105158

Glu

Thr

Asn

Pro

340

Gln

Val

Val

Pro

Thr

420

Val

Val His Asn
295

Tyr Arg Val
310

Gly Lys Glu
325

Ile Glu Lys

Val Tyr Thr

Ser Leu Thr
375

Glu Trp Glu
390

Pro Val Leu
405

Val Asp Lys

Met His Glu

Leu Ser Pro Gly

DNA

455

FEESE A0101

280

Ala Lys

Val Ser

Tyr Lys

Thr Ile
345

Leu Pro
360

Cys Leu

Ser Asn

Asp Ser

Ser Arg
425

Ala Leu
440

Lys

285

Thr Lys Pro Arg Glu Glu Gln

300

Val Leu Thr Val
315

Cys Lys Val Ser
330

Ser Lys Ala Lys

Pro Ser Arg Asp
365

Val Lys Gly Phe
380

Gly Gln Pro Glu
395

Asp Gly Ser Phe
410

Trp Gln Gln Gly

His Asn His Tyr
445

Leu His

Asn Lys
335

Gly Gln
350

Glu Leu

Tyr Pro

Asn Asn

Phe Leu
415

Asn Val
430

Thr Gln

%76 H > #1102 HIFSIR)

Gln

320

Ala

Pro

Thr

Ser

Tyr

400

Tyr

Phe

Lys

1142007326-0



202521984

tcectgtgeag cectetggatt cacctteget agetatggga tgaactgggt ccgecagget 120
ccagggaagg ggctggagtg ggtectcatec attagtagtt ctagtagtta catatactac 180
gcagactcag tgaagggecg attcaccatc tccagagaca acgcecaagaa ctcactgtat 240
ctgcaaatga acagcecctgag agecgaggac acggeggtgt actactgege cagagatggt 300
ggaagaacgt cctacaccge cacageccac aattggttcg accectgggg acagggtaca 360
ttggtcaccg tctectcage gagecaccaaa ggececgageg tgtttecget ggegecgage 420
agcaaaagea ccageggegg caccgeggeg ctgggetgee tggtgaaaga ttattttecg 480
gaaccggtga ccgtgagetg gaacagegge gegetgacca geggegtgea tacctttecg 540
geggtgetge agageagegg cctgtatage ctgagecageg tggtgaccgt gecgageage 600
agecctgggea cccagaccta tatttgcaac gtgaaccata aaccgagecaa caccaaagtg 660
gataaaaaag tggaaccgaa aagctgegat aaaacccata cctgeccgece gtgeecggeg 720
ccggaactge tgggeggecece gagegtgttt ctgtttecge cgaaaccgaa agatacccetg 780
atgattagee gecaccccegga agtgacctge gtggtggtgg atgtgageca tgaagatecg 840
gaagtgaaat ttaactggta tgtggatgge gtggaagtge ataacgcgaa aaccaaaccg 900
cgcgaagaac agtataacag cacctatcge gtggtgageg tgetgaccgt getgeatcag 960
gattggctga acggcaaaga atataaatge aaagtgagcea acaaagcget geecggegecg 1020
attgaaaaaa ccattagcaa agcgaaagge cagecgegeg aaccgeaggt gtatacccetg 1080
ccgecgagee gegatgaact gaccaaaaac caggtgagee tgacctgect ggtgaaagge 1140
ttttatccga gegatattge gotgeaatgg gaaagcaacg gecagecgga aaacaactat 1200
aaaaccaccc cgecggtgct ggatagegat ggeagetttt ttctgtatag caaactgace 1260
gtggataaaa gecegetggea geagggcaac gtgtttaget gecagegtgat gecatgaageg 1320
ctgcataacc attataccca gaaaagcctg agectgagee cgggcaaa 1368
210> 115
Q211> 220
<212> PRT
Q13> ATFF¥I(Artificial Sequence)
<220>
Q23> R
<400> 115
Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly
1 5 10 15

892569-1 577 H - #1102 HIFSIR)

114105158 FEESE A0101 1142007326-0



202521984

Glu

Ser

Pro

Pro

65

Ile

His

Lys

Glu

Phe

145

Gln

Ser

Glu

Ser

Arg Ala

Asn Asn
35

Pro Lys
50

Asp Arg

Ser Ser

Ala Ser

Arg Thr
115

Gln Leu
130

Tyr Pro

Ser Gly

Thr Tyr

Lys His
195

Pro Val
210

210> 116
211> 660
<212> DNA

213>

892569-1

114105158

Thr Ile
20

Lys Asn

Leu Leu

Phe Ser

Leu Gln
85

Ala Pro
100

Val Ala

Lys Ser

Arg Glu

Asn Ser

165

Ser Leu
180

Lys Val

Thr Lys

FEESE A0101

Asn Cys

Tyr Leu

Ile Tyr
55

Gly Ser
70

Ala Glu

Pro Thr

Ala Pro

Gly Thr

135

Ala Lys

150

Gln Glu

Ser Ser

Tyr Ala

Ser Phe
215

Lys Ser Ser
25

Ala Trp Tyr
40

Trp Ala Ser

Gly Ser Gly

Asp Val Ala
90

Phe Gly Gly
105

Ser Val Phe
120

Ala Ser Val

Val Gln Trp

Ser Val Thr
170

Thr Leu Thr
185

Cys Glu Val
200

Asn Arg Gly

AT F4(Artificial Sequence)

Gln Ser

Gln Gln

Thr Arg
60

Thr Asp
75

Val Tyr

Gly Thr

Ile Phe

Val Cys

140

Lys Val

155

Glu Gln

Leu Ser

Thr His

Glu Cys
220

Val Leu Phe
30

Lys Pro Gly
45

Glu Ser Gly

Phe Thr Leu

Tyr Cys Gln
95

Lys Val Glu
110

Pro Pro Ser
125

Leu Leu Asn

Asp Asn Ala

Asp Ser Lys
175

Lys Ala Asp
190

Gln Gly Leu
205

%78 H - £ 102 HFSIR)

Ser

Gln

Val

Thr

80

Gln

Ile

Asp

Asn

Leu

160

Asp

Tyr

Ser

1142007326-0



202521984

<220>

<223> DNA B

<400> 116
gacatcgtga

atcaactgca
tggtaccage
gaatccgggg
atcagcagcc
cctectactt
gtgttcatct
ctgctgaaca
cagtccggea
ctgtecteca
gaagtgacce
<210>
211>

212>
213>

117
452
PRT

<220>

<223>

<400> 117

Glu Val Gln Leu Val

1

Ser Leu Arg Leu Ser

Gly Met Asn Trp Val

35

Ser Ser Ile Ser Ser

50

Lys Gly Arg Phe Thr

65

Leu Gln Met Asn Ser

892569-1

114105158

B

tgacccagtc
agtccageca
agaaaccagg
tcectgacceg
tgcaggctga
ttggcggagg
tcccacccte
acttctaccc
actcccagga
ccetgaccecet

accagggect

5

20

70

tccagactcec
gagtgtttta
acagcectcect
attcagtggce
agatgtggca
gaccaaggtt
cgacgagcag
tcgegaggcec
atccgtcace
gtccaaggcece

gtccagececee

40

55

FEESE A0101

ctggctgtgt
ttcagctcca
aagctgctca
agegggtcetg
gtttattact
gagatcaaac
ctgaagtccg
aaagtgcagt
gagcaggact
gactacgaga

gtgaccaagt

AT F4(Artificial Sequence)

Glu Ser Gly Gly Gly Leu

10

Cys Ala Ala Ser Gly Phe

25

Arg Gln Ala Pro Gly Lys

Ser Ser Ser Tyr Ile Tyr

75

F 79 H - #1102 HIFSIR)

ctectgggega
acaataagaa
tttactgggc
ggacagattt
gtcagcagca
gtacggtggc
gcaccgecte
ggaaagtgga
ccaaggacag
agcacaaagt

ccttcaaccg

gagggccace
ctacttagcet
atctaccegg
cactctcacc
cgeecagtgec
cgeteectec
cgtegtgtgc
caacgcecectg
cacctactcc
gtacgectge

gggegagtgc

Val Lys Pro Gly Gly

15

Thr Phe Ala Ser Tyr

30

Gly Leu Glu Trp Val

45

Tyr Ala Asp Ser Val

60

Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr

80

Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

60

120

180

240

300

360

420

480

540

600

660

1142007326-0



202521984

Ala

Phe

Thr

Ser

145

Glu

His

Ser

Cys

Glu

225

Leu

Leu

Ser

Glu

Thr
305

Arg Asp

Asp Pro
115

Lys Gly
130

Glu Ser

Pro Val

Thr Phe

Val Val
195

Asn Val
210

Ser Lys

Gly Gly

Met Ile

Gln Glu
275

Val His
290

Tyr Arg

892569-1

114105158

85

Gly Gly
100

Trp Gly

Pro Ser

Thr Ala

Thr Val
165

Pro Ala
180

Thr Val

Asp His

Tyr Gly

Pro Ser

245

Ser Arg

260

Asp Pro

Asn Ala

Val Val

FEESE A0101

Arg Thr

Gln Gly

Val Phe
135

Ala Leu
150

Ser Trp

Val Leu

Pro Ser

Lys Pro
215

Pro Pro
230

Val Phe

Thr Pro

Glu Val

Lys Thr

295

Ser Val
310

Ser Tyr
105

Thr Leu
120

Pro Leu

Gly Cys

Asn Ser

Gln Ser
185

Ser Ser
200

Ser Asn

Cys Pro

Leu Phe

Glu Val
265

Gln Phe
280

Lys Pro

Leu Thr

90

Thr Ala Thr Ala

Val Thr Val Ser
125

Ala Pro Cys Ser
140

Leu Val Lys Asp
155

Gly Ala Leu Thr
170

Ser Gly Leu Tyr

Leu Gly Thr Lys
205

Thr Lys Val Asp
220

Ser Cys Pro Ala
235

Pro Pro Lys Pro
250

Thr Cys Val Val

Asn Trp Tyr Val
285

Arg Glu Glu Gln
300

Val Leu His Gln
315

95

His Asn
110

Ser Ala

Arg Ser

Tyr Phe

Ser Gly
175

Ser Leu
190

Thr Tyr

Lys Arg

Pro Glu

Lys Asp

255

Val Asp

270

Asp Gly

Phe Asn

Asp Trp

% 80 H - £ 102 H(FHIR)

Trp

Ser

Thr

Pro

160

Val

Ser

Thr

Val

Phe

240

Thr

Val

Val

Ser

Leu
320

1142007326-0



202521984

Asn Gly Lys Glu Tyr

Ser

Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met
355

Val
370

Val
385

Pro Pro Val Leu Asp Ser Asp Gly Ser

Thr Val Asp Lys Ser

Val

Ile Glu Lys Thr

Ser Leu Thr Cys

Glu Trp Glu Ser

Met His Glu Ala
435

325

340

Lys Cys Lys Val

360

375

390

405

420

Leu Ser Leu Gly

450

<210>
211>
212>
<213>

118
DNA
<220>
<223>

<400> 118
gaggtgcage

tcctgtgeag
CCagggaageg
gcagactcag
ctgcaaatga

ggaagaacgt

892569-1

114105158

1356

DNA

tggtggagtc
cctetggatt
ggctggagtg
tgaagggccg
acagcctgag

cctacaccge

Leu His Asn His

440

tgggegaggc
caccttecget
ggtctcatec
attcaccatc
agccgaggac

cacagccecac

FEESE A0101

330

345

395

410

Arg Trp Gln Glu Gly Asn Val

425

AT F4(Artificial Sequence)

ctggtcaagce
agctatggga
attagtagtt
tccagagaca
acggecggtgt

aattggttcg

%81 H » #1102 HFSIR)

Ser Asn Lys

Phe Phe Leu Tyr

Tyr Thr Glan Lys

365

380

Phe

445

ctggggggtce
tgaactgggt
ctagtagtta
acgccaagaa
actactgege

acccctgggg

Ser Cys
430

Gly Leu Pro Ser

335

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro

350

Thr Lys Asn Gln

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr

400

Ser Arg Leu

415

Ser

Ser Leu Ser

cctgagactce
ccgecagget
catatactac
ctcactgtat
cagagatggt

acagggtaca

60

120

180

240

300

360

1142007326-0



202521984

ttggtcaccg
tceeggteca
gagceecgtga
geegtgetge
agectgggcea
gacaagcggg
ctgggeggac
cggacccectg
ttcaattggt
cagttcaact
aacggcaaag
accatctcca
caggaagaga
tccgatatceg
ccteeegtge
tceeggtggce

cactacacce

<210> 119
211> 38

212>
<213>

<220>
<223>

<400> 119

PRT
AT F4(Artificial Sequence)

tctectecage
cctecgagtce
cegtgtectg
agtccteegg
ccaagaccta
tggaatctaa
ctteegtgtt
aagtgacctg
acgtggacgg
ccacctaccg
agtacaagtg
aggccaaggy
tgaccaagaa
ccgtggagtg
tggactccga
aggaaggcaa

agaagtccct

B CDR1

ttccaccaag
taccgecget
gaactctggce
cctgtactcee
cacctgtaac
gtacggecect
cctgttecect
cgtggtggtg
cgtggaagtg
ggtggtgtec
caaagtgtcc
ccagceecge
tcaagtgtcc
ggagtccaac
cggetectte
cgtettetee

gtcectgtcet

Gly Phe Thr Phe Arg Ser Tyr Gly

1

<210> 120
211> 38

212>
<213>

<220>
<223>
<400> 120

892569-1

114105158

PRT
AT F4(Artificial Sequence)

5

B3 CDR2

FEESE A0101

ggceectecg
ctgggctgcec
geectgaccet
ctgtccageg
gtggaccaca
ceetgeectt
ccaaagccca
gacgtgtccce
cacaacgcca
gtgctgaccg
aacaagggcc
gagcccecaag
ctgacttgtc
ggceageeeg
ttcetgtact
tgctecgtga

ctgggc

%82 H - £ 102 HFSIR)

tgttcectet
tcgtgaagga
ccggegtgea
tcgtgaccgt
agccectecaa
cctgeectge
aggacaccct
aggaagatcc
agaccaagcc
tgctgcacca
tgcectecag
tgtacaccct
tggtcaaggg
agaacaacta
ctecggetgac

tgcacgaggce

ggceecttge
ctacttcccc
cacctteect
geeetectee
caccaaagtg
ccetgagttce
gatgatctcce
cgaagtccag
cagagaggaa
ggactggetg
catcgaaaag
geeteccage
cttctacccce
caagaccacc
cgtggacaag

cctgecacaac

420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320

1356

1142007326-0



202521984

Ile Ser Ser Ser Gly Ser Tyr Ile
1 5

210> 121

211> 19

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> H## CDR3

<400> 121
Ala Arg Asp Gly Gly Arg Thr Ser Tyr Thr Ala Thr Ala His Asn Trp
1 5 10 15

Phe Asp Pro

210> 122

211> 9

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> HE## CDRI

<400> 122
Phe Thr Phe Arg Ser Tyr Gly Met Asn
1 5

210> 123

L211> 17

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> HEH## CDR2

<400> 123
Gly Ile Ser Ser Ser Gly Ser Tyr Ile Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

Q10> 124
L211> 19
212> PRT
892569-1 83 H 102 H(FFYIFR)

114105158 FEESE A0101 1142007326-0



202521984

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> H## CDR3

<400> 124
Ala Arg Asp Gly Gly Arg Thr Ser Tyr Thr Ala Thr Ala His Asn Trp
1 5 10 15

Phe Asp Pro

210> 125
L211> 126
<212> PRT
Q13> ATFF¥I(Artificial Sequence)

<220>
<223> HEEE

<400> 125
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Arg Ser Tyr
20 25 30

Gly Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ser Gly Ile Ser Ser Ser Gly Ser Tyr Ile Tyr Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Asp Gly Gly Arg Thr Ser Tyr Thr Ala Thr Ala His Asn Trp
100 105 110

Phe Asp Pro Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

115 120 125
Q10> 126
892569-1 B84 H o H 102 H(FFIFR)

114105158 FEESE A0101 1142007326-0



202521984

211>
212>
213>

378
DNA

<220>
<223>

<400> 126
gaggtgcage

tcctgtgeag
ccagggaagg
gcagactcag
ctgcaaatga
ggaagaacgt
ttggtcaccg
210> 127
211> 12

<212> PRT
<213>

<220>
<223>

<400> 127

DNA

tggtggagtc
cctetggatt
ggctggagtg
tgaagggccg
acagcctgag
cctacaccge

tctectea

5 CDRI

tgggegaggc
caccttecegt
ggtctcaggt
attcaccatc
agccgaggac

cacagccecac

AT F4(Artificial Sequence)

ctggtcaage ctggggggtce
agctatggga tgaactgggt
attagtagta gtggtagtta
tccagagaca acgccaagaa
acggeggtgt actactgege

aattggttcg accectgggg

AT F4(Artificial Sequence)

Gln Ser Val Leu Phe Ser Ser Asn Asn Lys Asn Tyr

1

<210> 128
211> 3

<212> PRT
<213>

<220>
<223>

<400> 128

Trp Ala Ser

1

<210> 129
211> 9

<212> PRT
<213>

<220>
<223>

892569-1

114105158

5

T CDR2

E3 CDR3

FEESE A0101

10

AT F4(Artificial Sequence)

AT F4(Artificial Sequence)

% 85 H - #1102 HFSIR)

cctgagactce
ccgecagget
catatactac
ctcactgtat
cagagatggt

acagggtaca

60

120

180

240

300

360

378

1142007326-0



202521984

<400> 129

Gln Gln His Ala Ser Ala Pro Pro Thr
| 5

<210> 130

L211> 17

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> EEH CDR1

<400> 130
Lys Ser Ser Gln Ser Val Leu Phe Ser Ser Asn Asn Lys Asn Tyr Leu
1 5 10 15

Ala

<210> 131

L21l> 7

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> EEHHE CDR2

<400> 131
Trp Ala Ser Thr Arg Glu Ser
1 5

<210> 132

211> 9

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> EEHHE CDR3

<400> 132
Gln Gln His Ala Ser Ala Pro Pro Thr
| 5

210> 133
211> 113
<212> PRT
Q13> ATFF¥I(Artificial Sequence)

892569-1 86 H » 102 H(FFYFR)

114105158 FEESE A0101 1142007326-0



202521984

<220>
<223>

L7
<400> 133

Asp Ile Val
1

Glu Arg Ala

Ser Asn Asn
35

Pro Pro Lys
50

Pro Asp Arg
65

Ile Ser Ser

His Ala Ser

Lys

<210>
211>
212>
<213>

134
339
DNA

<220>
<223>

<400> 134
gacatcgtga

atcaactgca
tggtaccage
gaatccgggg
atcagcagcc

cctectactt

892569-1

114105158

Met Thr Gln Ser Pro Asp Ser Leu Ala Val

5

10

Thr Ile Asn Cys Lys Ser Ser Gln Ser Val

20

25

Lys Asn Tyr Leu Ala Trp Tyr Gln Gln Lys

40

45

Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu

55

60

Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe

70

75

Leu Gln Ala Glu Asp Val Ala Val Tyr Tyr

85

90

Ala Pro Pro Thr Phe Gly Gly Gly Thr Lys

100

DNA 558

tgacccagtc
agtccageca
agaaaccagg
tcectgacceg
tgcaggctga

ttggcggagg

tccagactcec
gagtgtttta
acagcectcect
attcagtggce
agatgtggca

gaccaaggtt

FEESE A0101

105

AT F4(Artificial Sequence)

Ser Leu Gly
15

Leu Phe Ser
30

Pro Gly Gln

Ser Gly Val

Thr Leu Thr
80

Cys Gln Gln
95

Val Glu Ile
110

ctggctgtgt ctctgggcga
ttcagctcca acaataagaa
aagctgetca tttactgggce
agcgggtctg ggacagattt
gtttattact gtcagcagcea

gagatcaaa

% 87 H - #1102 HFHIR)

gagggccace
ctacttagcet
atctaccegg
cactctcacc

cgeecagtgec

60
120
180
240
300

339

1142007326-0



202521984

210> 135
L211> 456
<212> PRT

213>

<220>
<223> HEEE

<400> 135

Glu

1

Ser

Gly

Ser

Lys

65

Leu

Ala

Phe

Thr

Ser

145

Glu

His

Val Gln

Leu Arg

Met Asn
35

Gly Ile
50

Gly Arg

Gln Met

Arg Asp

Asp Pro

115

Lys Gly

130

Gly Gly

Pro Val

Thr Phe

892569-1

114105158

Leu Val
5

Leu Ser
20

Trp Val

Ser Ser

Phe Thr

Asn Ser
85

Gly Gly
100

Trp Gly

Pro Ser

Thr Ala

Thr Val
165

Pro Ala
180

Glu

Cys

Arg

Ser

Ile

70

Leu

Arg

Gln

Val

Ala

150

Ser

Val

AT F4(Artificial Sequence)

Ser Gly Gly Gly Leu Val
10

Ala Ala Ser Gly Phe Thr
25

Gln Ala Pro Gly Lys Gly
40

Gly Ser Tyr Ile Tyr Tyr
55 60

Ser Arg Asp Asn Ala Lys
75

Arg Ala Glu Asp Thr Ala
90

Thr Ser Tyr Thr Ala Thr
105

Gly Thr Leu Val Thr Val
120

Phe Pro Leu Ala Pro Ser
135 140

Leu Gly Cys Leu Val Lys
155

Trp Asn Ser Gly Ala Leu
170

Leu Gln Ser Ser Gly Leu
185

Lys Pro Gly
15

Phe Arg Ser
30

Leu Glu Trp
45

Ala Asp Ser

Asn Ser Leu

Val Tyr Tyr
95

Ala His Asn
110

Ser Ser Ala
125

Ser Lys Ser

Asp Tyr Phe

Thr Ser Gly
175

Tyr Ser Leu
190

% 88 H - £ 102 H(FHIR)

FEESE A0101

Gly

Tyr

Val

Val

Tyr

80

Cys

Trp

Ser

Thr

Pro

160

Val

Ser

1142007326-0



202521984

Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile
195 200 205

Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val
210 215 220

Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala
225 230 235 240

Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
245 250 255

Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val
260 265 270

Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
275 280 285

Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln
290 295 300

Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln
305 310 315 320

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
325 330 335

Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro
340 345 350

Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
355 360 365

Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
370 375 380

Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr
385 390 395 400

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
405 410 415

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe
892569-1 5589 H - 4102 H(PF1%)

114105158 FEESE A0101 1142007326-0



202521984

420

425

430

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys

435

440

Ser Leu Ser Leu Ser Pro Gly Lys

450

<210>
211>
212>
<213>

136
1368
DNA

<220>
<223>

<400> 136
gaggtgcage

tcctgtgeag
CCagggaageg
gcagactcag
ctgcaaatga
ggaagaacgt
ttggtcaccg
agcaaaagca
gaaccggtga
geggtgetgce
agectgggcea
gataaaaaag
ccggaactge
atgattagcc
gaagtgaaat
cgcgaagaac
gattggctga
attgaaaaaa

cecgeegagec

892569-1

114105158

DNA

tggtggagtc
cctetggatt
ggctggagtg
tgaagggccg
acagcctgag
cctacaccge
tctectecage
CCagCgecey
ccgtgagetg
agagcagegg
ccecagaccta
tggaaccgaa
tgggeggecce
gcaccccgga
tftaactggta
agtataacag
acggcaaaga
ccattagcaa

gcgatgaact

455

tgggegaggc
caccttecegt
ggtctcaggt
attcaccatc
agccgaggac
cacagcccac
gagcaccaaa
caccgeggeg
gaacageggc
cctgtatage
tatttgcaac
aagctgegat
gagegtgttt
agtgacctge
tgtggatggc
cacctatcge
atataaatgce
agcgaaaggc

gaccddaaac

FEESE A0101

AT F4(Artificial Sequence)

ctggtcaagce
agctatggga
attagtagta
tccagagaca
acggecggtgt
aattggttcg
ggccecgageg
ctgggctgcec
gecgetgaccea
ctgagcagcg
gtgaaccata
aaaacccata
ctgttteege
gtggtggteg
gtggaagtgc
gtggtgageg
aaagtgagca
cagccgegeg

caggtgagec

90 H - £ 102 HFSIR)

445

ctggggggtce
tgaactgggt
gtggtagtta
acgccaagaa
actactgege
acccctgggg
tgtttceget
tggtgaaaga
gecggegtgca
tggtgaccgt
aaccgagcaa
cectgeecgee
cgaaaccgaa
atgtgagceca
ataacgcgaa
tgctgaccgt
acaaagcgcet
aaccgcaggt

tgacctgect

cctgagactce
ccgecagget
catatactac
ctcactgtat
cagagatggt
acagggtaca
ggcgeegage
ftattttccg
taccttteceg
gcecgageage
caccaaagtg
gtgeceeggeg
agataccctg
tgaagatccg
aaccaaaccg
gctgeatcag
gcceggegecg
gtataccctg

ggtgaaaggce

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960

1020
1080

1140

1142007326-0



202521984

ttttatccga gegatattge gotgeaatgg gaaagcaacg gecagecgga aaacaactat 1200
aaaaccaccc cgecggtgct ggatagegat ggeagetttt ttctgtatag caaactgace 1260
gtggataaaa gecegetggea geagggcaac gtgtttaget gecagegtgat gecatgaageg 1320
ctgcataacc attataccca gaaaagcctg agectgagee cgggcaaa 1368
<210> 137
211> 220
<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
223> EEHH

<400> 137
Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly
1 5 10 15

Glu Arg Ala Thr Ile Asn Cys Lys Ser Ser Gln Ser Val Leu Phe Ser
20 25 30

Ser Asn Asn Lys Asn Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln
35 40 45

Pro Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75 80

Ile Ser Ser Leu Gln Ala Glu Asp Val Ala Val Tyr Tyr Cys Gln Gln
85 90 95

His Ala Ser Ala Pro Pro Thr Phe Gly Gly Gly Thr Lys Val Glu Ile
100 105 110

Lys Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp
115 120 125

Glu Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn
130 135 140

Phe Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu

145 150 155 160
892569-1 Fo1 H 102 H(F1FR)

114105158 FEESE A0101 1142007326-0



202521984

Gln Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp
165 170 175

Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr
180 185 190

Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser

195

200

205

Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

210

<210>
211>
212>
<213>

138
660
DNA

<220>
<223>

<400> 138
gacatcgtga

atcaactgca
tggtaccage
gaatccgggg
atcagcagcc
cctectactt
gtgttcatct
ctgctgaaca
cagtccggea
ctgtecteca
gaagtgacce
<210>
211>

212>
213>

139
452
PRT

<220>
<223>
<400> 139

892569-1

114105158

DNA 558

tgacccagtc
agtccageca
agaaaccagg
tcectgacceg
tgcaggctga
ttggcggagg
tcccacccte
acttctaccc
actcccagga
ccetgaccecet

accagggect

215

tccagactcec
gagtgtttta
acagcectcect
attcagtggce
agatgtggca
gaccaaggtt
cgacgagcag
tcgegaggcec
atccgtcace
gtccaaggcece

gtccagececee

FEESE A0101

AT F4(Artificial Sequence)

ctggctgtgt
ttcagctcca
aagctgctca
agegggtcetg
gtttattact
gagatcaaac
ctgaagtccg
aaagtgcagt
gagcaggact
gactacgaga

gtgaccaagt

AT F4(Artificial Sequence)

F 92 H - 102 HIFSIR)

220

ctectgggega
acaataagaa
tttactgggc
ggacagattt
gtcagcagca
gtacggtggc
gcaccgecte
ggaaagtgga
ccaaggacag
agcacaaagt

ccttcaaccg

gagggccace
ctacttagcet
atctaccegg
cactctcacc
cgeecagtgec
cgeteectec
cgtegtgtgc
caacgcecectg
cacctactcc
gtacgectge

gggegagtgc

60

120

180

240

300

360

420

480

540

600

660

1142007326-0



202521984

Glu

1

Ser

Gly

Ser

Lys

65

Leu

Ala

Phe

Thr

Ser

145

Glu

His

Ser

Cys

Glu

Val Gln

Leu Arg

Met Asn
35

Gly Ile
50

Gly Arg

Gln Met

Arg Asp

Asp Pro
115

Lys Gly
130

Glu Ser

Pro Val

Thr Phe

Val Val
195

Asn Val
210

Ser Lys

892569-1

114105158

Leu Val

Leu Ser
20

Trp Val

Ser Ser

Phe Thr

Asn Ser
85

Gly Gly
100

Trp Gly

Pro Ser

Thr Ala

Thr Val
165

Pro Ala

180

Thr Val

Asp His

Tyr Gly

Glu

Cys

Arg

Ser

Ile

70

Leu

Arg

Gln

Val

Ala

150

Ser

Val

Pro

Lys

Pro

Ser Gly Gly Gly
10

Ala Ala Ser Gly
25

Gln Ala Pro Gly
40

Gly Ser Tyr Ile
55

Ser Arg Asp Asn

Arg Ala Glu Asp
90

Thr Ser Tyr Thr
105

Gly Thr Leu Val
120

Phe Pro Leu Ala
135

Leu Gly Cys Leu

Trp Asn Ser Gly
170

Leu Gln Ser Ser
185

Ser Ser Ser Leu
200

Pro Ser Asn Thr
215

Pro Cys Pro Ser

ESCCR=g

FEESE A0101

Leu Val

Phe Thr

Lys Gly

Tyr Tyr

60

Ala Lys
75

Thr Ala

Ala Thr

Thr Val

Pro Cys

140

Val Lys

155

Ala Leu

Gly Leu

Gly Thr

Lys Val
220

Lys Pro Gly Gly

Phe

Leu

45

Ala

Asn

Val

Ala

Ser

125

Ser

Asp

Thr

Tyr

Lys

205

Asp

15

Arg Ser
30

Glu Trp

Asp Ser

Ser Leu

Tyr Tyr
95

His Asn
110

Ser Ala

Arg Ser

Tyr Phe

Ser Gly
175

Ser Leu
190

Thr Tyr

Lys Arg

Tyr

Val

Val

Tyr

80

Cys

Trp

Ser

Thr

Pro

160

Val

Ser

Thr

Val

Cys Pro Ala Pro Glu Phe

$ 102 H(P51%R)

1142007326-0



202521984

225

Leu Gly Gly Pro Ser

245

Leu Met Ile Ser Arg

260

Ser Gln Glu Asp Pro

275

Glu Val His Asn Ala

Thr

305

Asn

Ser

Gln

Val

Val

385

Pro

Thr

Val

Leu

290

Tyr

Gly

Val

Ser

370

Glu

Pro

Val

Met

Ser
450

Arg Val Val

Lys Glu Tyr
325

Glu Lys Thr
340

Tyr Thr Leu
355

Leu Thr Cys

Trp Glu Ser

Val Leu Asp
405

Asp Lys Ser
420

His Glu Ala
435

Leu Gly

892569-1

114105158

FEESE A0101

230

Val Phe

Thr Pro

Glu Val

Lys Thr
295

Ser Val
310

Lys Cys

Ile Ser

Pro Pro

Leu Val
375

Asn Gly

390

Ser Asp

Arg Trp

Leu His

Leu Phe

Glu Val
265

Gln Phe
280

Lys Pro

Leu Thr

Lys Val

Lys Ala
345

Ser Gln
360

Lys Gly

Gln Pro

Gly Ser

Gln Glu

425

Asn His
440

235

Pro Pro Lys
250

Thr Cys Val

Asn Trp Tyr

Arg Glu Glu
300

Val Leu His
315

Ser Asn Lys
330

Lys Gly Gln

Glu Glu Met

Phe Tyr Pro
380

Glu Asn Asn
395

Phe Phe Leu
410

Gly Asn Val

Tyr Thr Gln

Pro

Val

Val

285

Gln

Gln

Gly

Pro

Thr

365

Ser

Tyr

Tyr

Phe

Lys
445

Lys Asp
255

Val Asp
270

Asp Gly

Phe Asn

Asp Trp

Leu Pro
335

Arg Glu
350

Lys Asn

Asp Ile

Lys Thr

Ser Arg
415

Ser Cys
430

Ser Leu

%94 H - £ 102 HIFSIR)

240

Thr

Val

Val

Ser

Leu

320

Ser

Pro

Gln

Ala

Thr

400

Leu

Ser

Ser

1142007326-0



202521984

<210>
211>
212>
<213>

140
1356
DNA

<220>
<223>

<400> 140
gaggtgcage

tcctgtgeag
CCagggaageg
gcagactcag
ctgcaaatga
ggaagaacgt
ttggtcaccg
tceeggteca
gagceecgtga
geegtgetge
agectgggcea
gacaagcggg
ctgggeggac
cggacccectg
ttcaattggt
cagttcaact
aacggcaaag
accatctcca
caggaagaga
tccgatatceg
ccteeegtge

tceeggtggce

cactacacce

<210> 141

892569-1

114105158

DNA

tggtggagtc
cctetggatt
ggctggagtg
tgaagggccg
acagcctgag
cctacaccge
tctectecage
cctecgagtce
cegtgtectg
agtccteegg
ccaagaccta
tggaatctaa
ctteegtgtt
aagtgacctg
acgtggacgg
ccacctaccg
agtacaagtg
aggccaaggy
tgaccaagaa
ccgtggagtg
tggactccga
aggaaggcaa

agaagtccct

tgggegaggc
caccttecegt
ggtctcaggt
attcaccatc
agccgaggac
cacagcccac
ttccaccaag
taccgecget
gaactctggce
cctgtactcee
cacctgtaac
gtacggecect
cctgttecect
cgtggtggtg
cgtggaagtg
ggtggtgtec
caaagtgtcc
ccagceecge
tcaagtgtcc
ggagtccaac
cggetectte
cgtettetee

gtcectgtcet

FEESE A0101

AT F4(Artificial Sequence)

ctggtcaagce
agctatggga
attagtagta
tccagagaca
acggecggtgt
aattggttcg
ggceectecg
ctgggctgcec
geectgaccet
ctgtccageg
gtggaccaca
ceetgeectt
ccaaagccca
gacgtgtccce
cacaacgcca
gtgctgaccg
aacaagggcc
gagcccecaag
ctgacttgtc
ggceageeeg
ttcetgtact
tgctecgtga

ctgggc

%95 H » #1102 HFSIR)

ctggggggtce
tgaactgggt
gtggtagtta
acgccaagaa
actactgege
acccctgggg
tgttcectet
tcgtgaagga
ccggegtgea
tcgtgaccgt
agccectecaa
cctgeectge
aggacaccct
aggaagatcc
agaccaagcc
tgctgcacca
tgcectecag
tgtacaccct
tggtcaaggg
agaacaacta
ctecggetgac

tgcacgaggce

cctgagactce
ccgecagget
catatactac
ctcactgtat
cagagatggt
acagggtaca
ggceecttge
ctacttcccc
cacctteect
geeetectee
caccaaagtg
ccetgagttce
gatgatctcce
cgaagtccag
cagagaggaa
ggactggetg
catcgaaaag
geeteccage
cttctacccce
caagaccacc
cgtggacaag

cctgecacaac

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960

1020
1080
1140
1200
1260
1320
1356

1142007326-0



202521984

211> 38
<212> PRT
Q13> ATFF¥I(Artificial Sequence)

<220>
<223> FLAG

<400> 141

Asp Tyr Lys Asp Asp Asp Asp Lys
1 5

210> 142

211> 6

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> 6-HIS

<400> 142

His His His His His His
| 5

210> 143

211> 9

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> &R HA

<400> 143

Tyr Pro Tyr Asp Val Pro Asp Tyr Ala
1 5

210> 144

211> 8

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

220>
<223> H:[EFEH# CDRI

<220>

<221> misc feature

222> (5)..(5)

<223> FHo Xaa v] & Ser ~ Ala B Arg

<220>
<221> misc feature
222> (6)..(6)
892569-1 96 H » # 102 H(FF1FR)

114105158 FEESE A0101

1142007326-0



202521984

<223> Hov Xaa a] & Ser 2¢ Arg

<220>

<221> misc feature

222> (D..(D)

<223> FHo Xaa v] & Thr =2 Tyr

<220>

<221> misc feature

222> (8)..(8)

<223> Hob Xaa a] & Gly 2 Ser

<400> 144

Gly Phe Thr Phe Xaa Xaa Xaa Xaa
1 5

<210> 145

211> 8

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

220>
<223> H:[EFEH# CDRI

<220>

<221> misc feature

222> (5)..(8)

<223>  Xaa A] BfE0 RIMTAE Z R E Bk

<400> 145

Gly Phe Thr Phe Xaa Xaa Xaa Xaa
1 5

<210> 146

211> 8

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

220>
<223> H:[EE## CDR2

<220>

<221> misc feature

222> (5)..(5)

<223> FHov Xaa 5] & Ser 5, Gly

<220>

<221> misc feature

222> (6)..(6)

<223> FHov Xaa 9] & Ser B ALa

<400> 146
892569-1 B 97T H 102 H(FFYIFR)
114105158 FERLE A0101

1142007326-0



202521984

Ile Ser Ser Ser Xaa Xaa Tyr Ile

1

<210>
211>
212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<400>

5

147

8

PRT

ANTF4(Artificial Sequence)

FE[F] S CDR2

misc_feature
(5)..(@)
Xaa A BB RINTAE L %

147

Ile Ser Ser Ser Xaa Xaa Tyr Ile

1

<210>
211>
212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

5

148

9

PRT

ANTF4(Artificial Sequence)

Fh[7] S CDR1

misc_feature

(4)..(4) \
Hh Xaa 8% Ser ~ Ala 2 Arg

misc_feature
(5)..(5 ‘ \
Hoob Xaa B] & Ser 2 Arg

misc_feature
(6)..(6) ‘ \
Hoop Xaa B] & Thr 5 Tyr

misc_feature
(.. ‘ \
oo Xaa 5] & Gly = Ser

148

Phe Thr Phe Xaa Xaa Xaa Xaa Met Asn

1

892569-1

114105158

5

FEESE A0101

%98 H - 4 102 H(FSIR)

1142007326-0



202521984

<210> 149

L211> 17

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

220>
<223> H:[EE## CDR2

<220>

<221> misc feature

222> (1)..(1)

<223> Hob Xaa a] & Gly 2 Ser

<220>

<221> misc feature

222> (6)..(6)

<223> Hob Xaa a] & Gly 2 Ser

<220>

<221> misc feature

222> (D..(D)

<223> FHov Xaa 5] & Ser 5 Ala

<220>

<221> misc feature

<222> (10)..(10)

<223> Hob Xaa v & Leu ¢ Tyr

<400> 149

Xaa Ile Ser Ser Ser Xaa Xaa Tyr Ile Xaa Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 150

211> 9

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

220>
<223> H:[EFEH# CDRI

<220>
<221> misc feature
222> (4)..(7)
<223> Xaa U] BRI RINTFAE 2 W F: %
<400> 150
Phe Thr Phe Xaa Xaa Xaa Xaa Met Asn
892569-1 599 H » #1102 H(FF1FR)

114105158 FEESE A0101

1142007326-0



202521984

<210> 151

L211> 17

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

220>
<223> H:[EE## CDR2

<220>

<221> misc feature

222> (1)..(1)

<223>  Xaa A] BfE0 RIMTAE Z R E Bk

<220>

<221> misc feature

222> (6)..(7)

<223>  Xaa A] BfE0 RIMTAE Z R E Bk

<220>

<221> misc feature

<222> (10)..(10)

<223>  Xaa A] BfE0 RIMTAE Z R E Bk

<400> 151

Xaa Ile Ser Ser Ser Xaa Xaa Tyr Ile Xaa Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

210> 152

211> 8

<212> PRT

Q13> ATFF¥I(Artificial Sequence)

<220>
<223> HEH## CDR2

<220>

<221> misc feature

222> (2)..(8)

<223>  Xaa A] BfE0 RIMTAE Z R E Bk

<400> 152
Ile Xaa Xaa Xaa Xaa Xaa Xaa Xaa
1 5
210> 153
892569-1 25100 H - 3£ 102 H(F515)

114105158 FEESE A0101 1142007326-0



202521984

211>
212>
213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

6
PRT
AT F4(Artificial Sequence)

B CDR3

misc_Feature
(3)..(3)
Hoh Xaa o] BB R AR H o] EE 6 £ 15 %

misc_feature
(5)..(5
Xaa A BB RINTAE L %

153

Ala Arg Xaa Asp Xaa Cys

1

<210>
211>
212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

5

154

7

PRT

ANTF4(Artificial Sequence)

5 CDRI

Misc feature
(3)..(3) ‘
Hep Xaa o] BEMEEERETESEE | 35

Misc feature
(6)..(6) ‘
Hep Xaa i) BEMEERETESEE 0 R 415

154

Gln Ser Xaa Ser Ser Xaa Tyr

1

<210>
211>
212>
<213>

<220>

5

155

3

PRT

ANTF4(Artificial Sequence)

892569-1 101 H - 3£ 102 H(F51FR)

114105158

FEESE A0101

1142007326-0



202521984

<223>

<220>
<221>
<222>
<223>

<400>

T CDR2

misc_feature
(1)..(2)
Xaa A BB RINTAE L %

155

Xaa Xaa Ser

1

<210>
211>
212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

156

9

PRT

ANTF4(Artificial Sequence)

5 CDR3

misc_feature
(3)..(@)
Xaa A BB RINTAE L %

misc_feature
(8)..(8) ‘ ‘
Hep Xaa i) BEMEERETESEEO0 R | %

156

Gln Gln Xaa Xaa Xaa Xaa Pro Xaa Thr

1

892569-1

114105158

5

FEESE A0101

%102 H - 3£ 102 HUFAIHR)

1142007326-0
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[ 50 FH a5 B0 sn E ]

[ERE1] —EEMESLFIL-272HE > & HEAHE
ZQTEELNKRAETHREMNTEEE > HIL-2TF £ R
B Bk oAb o0 B R R 0 ET 8% (E A RS P B (E A BT S -1L-2748

G MOEMNPR QT ERELE ZZH'

B E VAL
Hod e EM 88 a5 E# CORME §# CDR » H b
(i) E ## CDRI -

CDR2 2 CDR3FF %14 47 Bl )~x 7> SEQ 1D
NO: 9~ 10K 11> H ¥ §# CDR1 -

~HYSEQ ID NO: 17 ~ 18519 ;

CDR2 Kz CDR3F7 5l {4 43 Hl

(ii) E # CDR1 » CDR2 & CDR3FF 4l {4 47 Kl 7~ B2 SEQ

ID NO: 31~ 32k 33> H#& g CDR1 -~ CDR2 kK CDR3 % %] {4

7R A SEQ ID NO: 39 ~ 40541 ;

(iii) = # CDR1 - CDR2 K CDR3F¢ %1 % 53 Kl /= it SEQ

H % # CDR1 -
%y Bl R A SEQ ID NO: 61 ~ 62K 63 ;

ID NO: 53 -~ 54k 55> CDR2 & CDR3 7 ¥l 4

(iv) E # CDR1 - CDR2 K CDR3F¢ ¥ {4 57 il 7~ f* SEQ

H ¥ i# CDR1 ~
57 Bl 7k B~ SEQ ID NO: 83 ~ 84K 85 ;

ID NO: 75~ 76 277 > CDR2 & CDR3 7 ¥l 4

(v) E # CDRI ~ CDR2 } CDR3F¢ %] {4 57 il 7~ it SEQ

H ¥ i# CDR1 ~
5y Bl 7k B+ SEQ ID NO: 105 ~ 106k 107

ID NO: 97 ~ 98k299 > CDR2 & CDR3 7 ¥l 4

’E§

CDR2 K CDR3 /& 5 t4 57 il 7~ HY SEQ

ID NO: 119~ 120/ 121 » H # 4 CDR1 -~ CDR2 & CDR3FE ¥

%A Al R FAYSEQ ID NO: 127 ~ 128 K 129

(vi) = # CDRI1 -

892569-1

F1H > 14 HEHREEARE)
114105158

FEESE A0101 1142007326-0



202521984

[ °KIE2) —REEMIL-27THE BIE 2 % > & k&
BadRE (S BEEUEARIL2THBEAREREZHRERS Z
BEmRikd TEHERLE R - BIL-27TF 4 R & & &
oo EHREFZERNER RERNE-IL-27T78 &Y
MOEBERMFPE(QFEAEELZEGYNEL

HfZEHnEe 2 H#ECDRME # CDR » H f

(i) = # CDR1 + CDR2 K CDR3F %I {4 4> Al 51 i SEQ ID
NO: 9~ 10 11+ [ # $# CDR1 - CDR2 K CDR3 [ 5] {4 43 R
SRHASEQ ID NO: 17 ~ 18K 19 ;

(ii) = # CDR1 -~ CDR2 F CDR3 FF 41l {% 73 Bl /= * SEQ
ID NO: 31~ 32K 33> H# $# CDRI - CDR2E CDR3F ¥ 4
2y B 7% > SEQ ID NO: 39 ~ 40f% 41 ;

(iii) = # CDR1 -~ CDR2 Jt CDR3fF 4] % 77 Bl /= 7* SEQ
ID NO: 53~ 54% 55> H# $# CDR1 - CDR2 K CDR3fF ¥l 4
2y B 7% > SEQ ID NO: 61 ~ 62463 ;

(iv) = # CDRI1 ~ CDR2 K CDR3FF %1 14 77 1l 7= 1+ SEQ
ID NO: 75~ 76% 77 » H ¥ $ CDR1 - CDR2 F CDR3 ¥ ¥l f4
%y B 7% > SEQ ID NO: 83 + 84J% 85 ;

(v) E # CDRI1 ~ CDR2 K CDR3FF % % 7 Al 7~ ¥ SEQ
ID NO: 97~ 98% 99 » H # # CDR1 - CDR2 F CDR3 ¥ ¥l f4
2y B 7% > SEQ ID NO: 105~ 106 107 ;

(vi) E # CDRI1 ~ CDR2 K CDR3FF %1 14 77 Hll 7= it SEQ
ID NO: 119 ~ 120 121 > [ # $# CDR1 + CDR2}; CDR3F %I
%4y B> A SEQ ID NO: 127 ~ 128 K 129 »

892569-1 252 H » 3t 14 H(GEHHH B FIFEE])
114105158 FERLE A0101 1142007326-0
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[EF°KIE3) WamKWE K22 57A > H P&z ENE
e 2 e HARE

[F°KIE4) WHKHEIE3IFE—-H L HZE > HPHE
hAE—FHEE FIL-2TFLERZER T > <& K &4 A

MR EEBLEERSILTRZ B ERE Sy
L oh 2 0 B8 1 & % $8 CDRAT S 8 CDR > 4Lt

(i) = # CDR1 « CDR2J CDR3FF 4l % 4 Bl % # SEQ ID
NO: 9~ 10K 11 H#&$ CDR]1 - CDR2 K, CDR3FF %l 1% 47 H
A SEQ ID NO: 17 ~ 18k 19 ;

(ii) % $ CDR1 + CDR2J% CDR3 ¥ %l {4 4§l 7% # SEQ
ID NO: 31~ 32K 33 H#& s CDR]1 - CDR2 F CDR3FF %14
TR RFASEQ ID NO: 39 ~ 40 41 ;

(iii) % $ CDR1 - CDR2 % CDR3 ¥ 51| {4 4 1 7% 7 SEQ
ID NO: 53~ 5455 H#& $ CDR1 ~ CDR2 K. CDR3F? %l 1%
TR R FASEQ ID NO: 61 ~ 62K 63 ;

(iv) % § CDR1 - CDR2 % CDR3 ¥ ¥l f4 4 Bl 7% 7 SEQ
ID NO: 75~ 76K 77 H#& $ CDR1 - CDR2 K CDR3F? %l 1%
TR R FASEQ ID NO: 83 ~ 84 85 ;

(v) % # CDR1 - CDR2 & CDR3F 51 {4 4 Bl 7% # SEQ
ID NO: 97 ~ 98 99 - H # $ CDR1 ~ CDR2 K CDR3F? %l 1%
53 B 5 A SEQ ID NO: 105 ~ 106 107 5 =

(vi) % § CDRI - CDR2 % CDR3 ¥ ¥l f4 4 Bl 5% 7 SEQ
ID NO: 119 ~ 120K 121 > H#& g CDR1 - CDR2 K. CDR3F %]
% 47 Bl R PR SEQ ID NO: 127 ~ 128K 129 -

892569-1 25 3 H o 3t 14 H(GEHAH B FIFEE])
114105158 FERLE A0101 1142007326-0
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sFCKIASY WEEKIFHAZ & > HP Z i EE
RE R EY R

[FoKIEO6) WaEKIEANSZ A > Hod &k ol &
HMREZmAZHERERZE -

[F°KIE7) WsmEKHEIZ6FE—H LG ZE > HPHE
o AR RE M -

iFCKIH8Y WEEKIATZ ik » HP &R m &
R~ MMF - MAE - AEHEYESEEEY -

[F°KIE9) WHEKHE2E8FE—H L HE > HPHE
BT B H T MM (RCC) ~ FFdlfg & (HCC) ~ & - B &
EECWNEE TEAEE  BEE BSDKEKKER -

[F°KIE10) WMEERHEIZ A HP&EERT A
HE & (RCC) -

[FKIE 1) WEEKIEIZ H A > H & EE R A
HE & (HCC) -

(B KIE12) WEERWEIZL A > HPZEEESH
197 Atk E -

[FKIEI13) WEHEKFEIZ KA > HPZBEERWE

[FRkE14) WHERKEIZ LA HPZEER S

[FKIFELIS] WEEKHEIZH A HEZBERE B

[5F°KIFL16] WEFKEIOZL A > H P& EE R IE /N
892569-1 4 H > 14 HEHR B RE)

114105158 FEESE A0101 1142007326-0
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Al A B R -
[FKE17) MsEKHEIEI6FE—IH L HF A > HHf

ZENEE S EE T B &M EE

ZEMT R E

MmzgETEE sl BEBE R THEHMR ZBFENREARF

Al

iz (20 DL RS B & B O D R

(i) SEQ ID NO: 15123 ;

(ii) SEQ ID NO: 37F145 ;

(iii) SEQ ID NO: 59f167 ;
(iv) SEQ ID NO: 817189 ;

(v) SEQ ID NO: 103F/1111; K
(vi) SEQ ID NO: 12551133 -

(KT8] WEHEKHIE1THFE—H L FE > HHf

H i LLT 8H Bk 2 B HY B B B A

(i) SEQ ID NO: 25127 ;
(ii) SEQ ID NO: 29%127 ;
(iii) SEQ ID NO: 47#F149 ;
(iv) SEQ ID NO: 51#f149 ;
(v) SEQ ID NO: 69%171 ;
(vi) SEQ ID NO: 73171 ;
(vii) SEQ ID NO: 91193 ;
(viii) SEQ ID NO: 955193 ;
(ix) SEQ ID NO: 113f1115;
(x) SEQ ID NO: 117f1115 ;

892569-1 255 H » 3t 14 H(GEHAH B FIFEE])

114105158

FEESE A0101

i EH §E M 5% BE 8 oy Rl B

= Bk

1142007326-0



202521984

ZHEDIRE R e E ] BN R ] B

(xi) SEQ ID NO: 13551137 ;: K&
(xii) SEQ ID NO: 139Ff1137 -

[F°KIE19) WEEKHEIZ2 8P E—H L FE > HHf

ZEMT R E

MmzgETEE sl BEBE R THEHMR ZBFENREARF

Al

B 1 E DRSO N RS

(i) SEQ ID NO: 15123 ;

(ii) SEQ ID NO: 37F145 ;

(iii) SEQ ID NO: 59f167 ;
(iv) SEQ ID NO: 817189 ;

(v) SEQ ID NO: 103F/1111; K
(vi) SEQ ID NO: 12551133 -

sA K IH20) WAEKMEIEI9F £ —IH Z FH &
i EH §E M 5% BE 8 oy Rl B

H i LLT 8H Bk 2 B HY B B B A

(i) SEQ ID NO: 25127 ;
(ii) SEQ ID NO: 29127 ;
(iii) SEQ ID NO: 47#F149 ;
(iv) SEQ ID NO: 51#f149 ;
(v) SEQ ID NO: 69%171 ;
(vi) SEQ ID NO: 73171 ;
(vii) SEQ ID NO: 91193 ;
(viii) SEQ ID NO: 955193 ;
(ix) SEQ ID NO: 113f1115;

892569-1 256 H o 3t 14 H(GEHAH B FIFEE])

114105158

FEESE A0101

o

= Bk

1142007326-0



202521984

(x) SEQ ID NO: 117H1115 :

(xi) SEQ ID NO: 1351137 : K&

(xii) SEQ ID NO: 139#1137 -

[ERE21] —EEH ABHIL-27 2 &€ 77 8 2 $1 88 ¢
HR&as  HYziERREsd 285 ¢

a) 4y Bl® F* SEQ ID NO: 9 -~ 10} 112 = # CDR1 -
CDR2 K. CDR3FE %I » 143 Bl /R ¥ SEQ ID NO: 17 ~ 18K 192
# 4% CDR1 ~ CDR2 F, CDR3FE ¥ :

b) 4 BI/r ¥ SEQ ID NO: 12 - 13k 142 = # CDR1 -
CDR2 K. CDR3FE %I » 143 Bl 7x ¥ SEQ ID NO: 20 ~ 21 K222
# 4% CDR1 ~ CDR2 F, CDR3FE ¥ :

¢) 4 Bl R A SEQ ID NO: 31 - 32k 332 E # CDR1 -
CDR2 K. CDR3FE %I » 143 Bl 7R A SEQ ID NO: 39 ~ 40K 412
# 4% CDR1 ~ CDR2 F, CDR3FE ¥ :

d) 4 BIR ¥ SEQ ID NO: 34 » 35k 362 = # CDR1 -
CDR2 K. CDR3FE %I » 143 Bl 75 A SEQ ID NO: 42 ~ 43 442
# 4% CDR1 ~ CDR2 F, CDR3FE ¥ :

e) 43 Bl R A SEQ ID NO: 53 ~ 54k 557 & # CDR1 -
CDR2 K. CDR3FE %I » 143 Bl 7x A SEQ ID NO: 61 ~ 62K 632
# 4% CDR1 ~ CDR2 F, CDR3FE ¥ :

f) 4 Bl R A SEQ ID NO: 56 - 57 F 58~ & ## CDRI -
CDR2 K. CDR3FE %I » 143 Bl 7% 2 SEQ ID NO: 64 ~ 65K 662
# 4% CDR1 ~ CDR2 F, CDR3FE ¥ :

g) 4 Bl R A SEQ ID NO: 75~ 76 % 777 E # CDRI -

892569-1 7 H o 14 H(GEHHH B FIFEE)
114105158 FERLE A0101 1142007326-0
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CDR2 K. CDR3FE %I » 143 7% ¥ SEQ ID NO: 83 ~ 84} 857
# 4% CDR1 ~ CDR2 F, CDR3FE ¥ :

h) 4 #l/r /¥ SEQ ID NO: 78 - 79} 802 E # CDR1 -
CDR2 K. CDR3FE %I » 143 7% ¥ SEQ ID NO: 86 - 87} 88~
# 4% CDR1 ~ CDR2 F, CDR3FE ¥ :

i) 4 Al R F*SEQ ID NO: 97 » 98 99~ = ## CDRI -
CDR2 F, CDR3FE %] - 14 ] 7" F* SEQ ID NO: 105~ 106 K
107 2 & §## CDR1 - CDR2 F, CDR3F %] ; =

i) 4 Bl oR Y SEQ ID NO: 100 - 101 F 102 2 = ##
CDR1 - CDR2F, CDR3FE %] » 14 Bl ;r * SEQ ID NO: 108 -
109K 110 & $# CDR1 + CDR2 ¥, CDR3FF %1 -

[FFoKkIE22] WEKBE21 2 e s H I R&E o &
TR E ARG o o B S E ] B R
o ZEEUEENZERETZEE>NBEB2EERUTHE
P 2 BERY B A B B

(i) SEQ ID NO: 15f0123 :

\
/

[F]

(ii) SEQ ID NO: 37F145 :

(iii) SEQ ID NO: 59f/167 ;

(iv) SEQ ID NO: 81F189 : K

(v) SEQ ID NO: 103F1111 -

[FFoKIE23] WimKBE21 2 i s H i R&E o &
HfgiRKEMREcl r B s E@BNKE > ZEHEAN
ZEE s EeEE R TEK ZHRERF Y

(i) SEQ ID NO: 25f127 :

892569-1 25 8 H o 1t 14 H(GEHAH BHFIFEE])
114105158 FERLE A0101 1142007326-0
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(ii) SEQ ID NO: 29F127 ;

(iii) SEQ ID NO: 47149 ;

(iv) SEQ ID NO: 51149 ;

(v) SEQ ID NO: 69Ff171 ;

(vi) SEQ ID NO: 73f171 ;

(vii) SEQ ID NO: 91F193 ;

(viii) SEQ ID NO: 95f193 ;

(ix) SEQ ID NO: 113f1115; R

(x) SEQ ID NO: 117f1115 -

oK TH24) WBRKRFEQIZ BN ERKEE S 7

HfziigsHdnFEal o HE2aERESnELEE
HEREHEESSEQ ID NO: 2 (IL-27p28) > T it — 5 % {H
BrE B ¢ GIn37 ~ Leu38 ~ Glu42 ~ Glu46 - Val49 - Ser50 -

%

Leu53 ~ Lys56 ~ Leul42 -~ Aspl43 -~ Argld45 -~ Aspl46 -
Leuld47 ~ Argl49 ~ His150 ~ Argl52 -~ Phel53 -~ Leul56 -
Alal57 ~ Gly159 -~ Phel60 ~ Asnl61 -~ Leul62 ~ Prol63 k&
Glul64 -
i5 CKIH25) WEEKIH21 2230 —JH Z P e sl H it
FREais HbziieHEiR&EaW o EER TREE
ZEN—EHZE
(1) BA15S nMECHE /N Z 7 8 8 % B (Kp)&E & A B IL-

27

(i1) [HEFIL-27%4 & 1L-27%2 88

(iii) 1 &0 3¢ B /0 4 B o STAT1 K /3¢ STAT 3 5% ik (b
892569-1 B9 H > £ 14 HEEHP BT EE)

114105158 FEESE A0101 1142007326-0



202521984

(iv) &) =k A 1L-279 H 2 4 ig =+ CD161%% 3]/~ Hlll
il

(v) #I&0ER D IL-27 & Z 4 g 7 PD-L1 & /5 TIM-3
KH K

(vi) A E B PD-11H ¥ 5l fgay — =0 % & 4 i
&2 5300 e

[ KTH26]) WEERH21E 23 £ —TH Z JL g B H #it
Reiadog  HbZiEEE ML THRKZ B - 1gGl -
1gG2 ~ 1gG3 ~ I1gG4 ~ I1gM ~ IgAl ~ IgA2 ~ IgD R IgE4i 88 -

[FoKIHE27)] —RBEEEEANY > HEEWOHERH21E
26 fEF—H K oL MIERENEE S » R EEESE B
A B2 EOE e

[5F°KkTH?28)] —HEZE > F—dHZET T+ HEHE
WHEKHE21Z20 EF —IH 2 & vl 2 iR EH N E & & 5

+

_Pl‘

43 e

[(#KmE29) ~MERKL > HESWHRHEBLY
B 5 F

[#KE30] — MMM > L& E0HKHEZRIAR
B o

[FKE3)] —HEAREMEGE s ABHIL-2TZ 58
NENEGEa® o2 hE & AEBEaRAOFEREIOZA
R ERTFREZARBRERERE G 2 Z/KAET -

[FoKIE32)] WHEKE3IZHE  HE—FTHaEE
ZERHE ARG &M T -

892569-1 2510 H » 4 14 H (AR EHAFEE)
114105158 FERLE A0101 1142007326-0
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[ 5ok 33] —f& )& A8 A0 I &) 2 08 /D 4 Big o STAT1 k2 /
B STAT3 b Bz (b 2 /0% > 8% 7 7A B & (£ 3% 4l i B2 40 5% 5K 13
21226 E—H 2 & p M Z iR ENIERG o & o &
B ez puse B H U IR & & BB o 300 a1 =R /D 3% 4l B o STATI
ke /8 STAT 3 b B2 AL -

[ 5 KRIE34) — TG SN &) R D i i  CD1615%
WMz hEA & hZEaEdAEEOFEKIE2IE26
T E-HIE M IMBRENEGSa® ol > H P&
il Ae B H U1 IR &5 & 8B o3 A0 B D 5% 4HBE  CD161R 3
U e

[ 55K 35] — & & /e Hh I il = sk /b d A & PD-L1 k2 /
TIM-3RB ZHA > & AHEAEaEZAMNEEDNEKIE2I
F20FE—HIE I B HERRS G B - K
ez P RS B H T R & & B0 o 1 B0 /D 5% # AR PD-L1 K/
8, TIM-3% 3| -

s K361 — U A2 b of E B0 58 5 4 3 0L — Bk
ZHAENT R LA #Zh A8 aEZARAMEKHE2]
F20FE—HIE I B HERRS G B - K
TEABNRENRES G 75 B8 MPD-17 & 2 H#Z
BE 73— AT &R -

[FoKIE37T] —HAOFKIFE2IE 23 —TH Z Pl ig
HPFRE oM E RE2T B RPN EHEY) 2
F i > 5% B2 R B R RS BT SRR e

[FoKIE38] —MAWHFKIFE2IE23F [ —TH Z Pl g

892569-1 E 11 H o 14 H(EEHREEAEE)
114105158 FERLE A0101 1142007326-0
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4

(MG o MERF2TZ B RPN EEY) 2
R EYHBHER R EREEIE

[FoKIE39] —MAOFKIFE2IE23F [ —TH Z Pl g
HPFRE oM E RE2T B RPN EHEY) 2
w o ZEEY R B 5 AR RV BLPD-IT R L — B S
M HEMFEERPD-118 2 & 7MW ~ E 58 TPD-14p
H 2 TNFosy il ~ RIEEPLPD-11 8 2 H 25 N L PD-141
fe <Al 2 IL-67 00 - HfZ i il f&E o i o kA
% 1 PD- 147 88 [F] By B0 K - &2 B2 > F5 DU3E 58 5% $i PD-191 %8 &
— B X HEE M -

[ KTH40] WEHE KA L AR - H P iz i g = E BT
FEeWoHl -2 BANSERENEFEAGRHE - Hf
ZENERERBERERFEE R THK ZH B2 FE - 1B
FRPTEREA  BEEY  dAEtE BERREZFEE
MR FwERF > BREER > LR B o T 2 EER
a2 & - EE > Al ERERHES -

[FF°KH41) WMHFEKIFA0Z iR - H o #& — B30 % il A
Sh 06 5 B B PD-14& ft B ~ PD-L 1S &0 & - TIM-3 30 & & -
LAG-330 & & ~ TIGITHI &) % - CDI12RAN &l & ~ TAMA
Bl -~ STINGfe 2 Bl ~ 4-1BBle i Bl sl L&l &= -

[FoRH42] WHFRFI AR - HPFZ — N HEH
S 6 B B PD-14& 41 B -

[SEoKIE43] WamKIF42Z i > H & PD-135 §i Al
2 8 M LT 4 Bk Z BF ¢ PDROOL ~ & B B #1 (nivolumab) -

\

A

H

892569-1 E12 H > £ 14 H (AR EHAFEE)
114105158 FERLE A0101 1142007326-0
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8] B P (pembrolizumab) ~ UT F] Zf B #1 (pidilizumab) -
MEDI0680 ~ REGN2810 + TSR-042 ~ PF-06801591 & AMP-
224 -

[5FoKIH44]) WEEKIFEALZ ik - H J1 8% PD-L1H &
Al OB H b PLN & R 2 BF ¢ FAZOS3 - [0 FF Bk B i
(Atezolizumab) ~ [ 4 & H i (Avelumab) -~ & & & H i
(Durvalumab) 5z BMS-936559 -

[FoKIH4AS) WHEKIHI0Z Ak - H gz — 50 % 13
=R/ K

(i) EBH MM PHK 28 : & 8 & J& (Sunitinib ;
SUTENT®) «  f# % JZ (Cabozantinib ; CABOMETYX®) - [
7§ & & (Axitinib ; INLYTA®) - f& X & & (Lenvatinib ;
LENVIMA®) « {& 4 & 5] (Everolimus ;: AFINITOR®) - H &
B ¥ (Bevacizumab ; AVASTIN®) -~ X + W F i
(epacadostat) ~ NKTR-214 (CD-1221g |=] M & 3¢ &) ~ & &k %
JE (Tivozanib ; FOTIVDA®) ~ 7 H ] i (abexinostat) ~ [T
¥ B Hy (Ipilimumab ; YERVOY®) -~ ®i ] K E I
(tremelimumab) ~ 8 "t 4 [© (Pazopanib ; VOTRIENT®) - 2
fit JE JE (Sorafenib ; NEXAVAR®) -~ H Z& H T
(Temsirolimus ; TORISEL®) - & B & ¥ 7 (Ramucirumab ;
CYRAMZA®) ~ J& fiI ™ & (niraparib) ~ # X | & E
(savolitinib) - f£ )& JE& B #{ (vorolanib ; X-82) - ¥4 1% JE |©
(Regorafenib ; STIVARGO®) ~ % 44 JE [© (Donafenib ; % &

B OEE B )~ F oKk Bk B $i (Camrelizumab ; SHR-1210) -

892569-1 13 H » 4 14 H(ZEHREHAFEE)
114105158 FERLE A0101 1142007326-0
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pexastimogene devacirepvec (JX-594) - & B E BHE I
(CYRAMZA®) - [ i1 % J& (apatinib ; YN968D1) - fi ¥ % &
bt &2 (encapsulated doxorubicin ; THERMODOX®) -~ & & &
[2 (Tivantinib : ARQI197) - ADI-PEG 20 - [t & & B
(binimetinib) ~ B i B ] ff % JC (apatinib mesylate) ~ JT %
JE #f (nintedanib) ~ 17 & B i (lirilumab) - 47 ®H B 1
(OPDIVO®) ~ fH # B $i (KEYTRUDA®) -~ [ £ Bk E i
(TECENTRIQ®™) - [ 4t & B #i (BAVENCIO®™) ~ & X & B {7
(IMFIMZI®) ~ p§ >k FH F| B $H (Cemiplimab)-rwlc
(LIBTAYO®) - % & f| £k B §i (tislelizumab) & #f & 2 £k & {i
(spartalizumab) ;

(ii) TIM-3#] &) % - 3% TIM-3H] & % % 5 MGB453 5
TSR-022 ;

(iii) LAG-3# il Bl » 52 LAG-3#I & &l 2 8 h LT 43 Bl
> B : LAG525 - BMS-986016 K TSR-033 ;

(iv) TIGITH & &

(v) CDI112R4 &1 Bl ;

(vi) TAM(AxI, Mer, Tyro) ]l %] %] ;

(vii) 4-1BBfE % Al ; B¢

(viii) 8 Mz B% 8 g 410 &1 & (TKT) o

[FRKTH46] —HEELH > HESWHFRH21 L2679 1
—H o BN EMEE S 2RO FEKFH 2T 2 &
A R o RIS W R AR 2 %R RME B OE R [ B 2 R E
Y fE 5 BA -

892569-1 14 H > £ 14 H (AR EHEAFEE)
114105158 FERLE A0101 1142007326-0
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