‘ lg I '?E’( .@ 8 ,g\hgél )%% /Q,

/l F (2)%ARAENEA ADEERH: TWISTI099 B

Property (45)/1—}%5 . ‘P%R‘@ 114 (2025) -#‘ 03 H 21 E

Office

QL¥E £ 107121942 Qw38 - FRERE 107 (2018) £ 06 A 26 B
(51D)Int. Cl. : CO7K16/28 (2006.01) AG61K39/395 (2006.01)
AG6IP1/16  (2006.01) A61P35/00  (2006.01)
(30)4& A 1 2017/06/26 £ 62/524,967
2017/06/27 Uil Y UF ¥ AR PCT/CN2017/090397
(TH¥FA - RB LB EH BN A s (2% 5) BEIGENE, LTD.  (KY)
225

(72)%BA At 7 £ R WANG, LAI(US) ;s & & LI, KANG (US) ; & &M QI QINZHOU (CN) ;
#H  #4L HOU, JEANNIE (US) ; & & WU, ZHONG (US)

(TAHRIEA - LG

(56) 5% Bk °
TW 201536808A TW 201538525A
#9F] Masatoshi Kudo, Immune Checkpoint Inhibition in Hepatocellular
Carcinoma: Basics and Ongoing Clinical Trials. Oncology. 92 Suppl
1: doi: 10.1159/000451016. 2017; Epub 2017 Feb 2. 50-62.
BF] Sean P Arlauckas et al., In vivo imaging reveals a tumor-
associated macrophage-mediated resistance pathway in anti-PD-1
therapy. Science Translational Medicine. 9(389): doi: 10.1126/
scitranslmed.aal3604. 2017 May 10; eaal3604.

FEAR HEE

T RASE AL 10 7R I (e £ 155 7

(54) & 45
HWPD- 1 BREAREGER BARBERANEA @R (HCC) 2 #humg
CULLE S

A0 RN R RE AT R AT - BERBR RGBT E > RaEaA it
FRAXAFRTERAKLENRPD-1 il EHBANELSAPD-l B AEILRE S H & -

Disclosed herein is method for the prevention, delay of progression or treatment of hepatocellular
carcinoma in a subject, comprising administering to the subject in need thereof a therapeutically effective
amount of an anti-PD-1 antibody, which is an antibody or a fragment antigen binding thereof, specifically
binding to human PD-1.
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[P 503598 678 ] HUPD- 150 B S S B0 IR 46 65 F B M 160 0 B

SBA T 4 A (HCC) 2 Z2 Y)Y H 228
[ 357 %994 %% ] USE OF ANTI-PD-1 ANTIBODY OR ANTIGEN-

BINDING FRAGMENT THEREOF IN PREPARATION OF
MEDICINE FOR  TREATMENT  OF HEPATOCELLULAR

CARCINOMA (HCC)

[ o)A BEEY & R AR 2 5 & o 5 BT A e 1T THDS - i
EREBCEFER A HERRARFENZABER TIEEAN
EHIPD-1P18E > HAFREMEE S APD-INHERHEIEE =

Bz e

[ 3£ 52 ] Disclosed herein is method for the prevention, delay of

progression or treatment of hepatocellular carcinoma in a subject,
comprising administering to the subject in need thereof a
therapeutically effective amount of an anti-PD-1 antibody, which is
an antibody or a fragment antigen binding thereof, specifically

binding to human PD-1.

(52 FRE] H# -
[FEEZT5EERA] # -
[FrfEb 2] % -

BE > #1 HEHES)
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G LEETEEED
[ efe S0 08 44 78 1 H0PD- 197 B 5S40 I 46 & 4 B30 00 1 PR

BA BT i (HCC) 2 22 P A I
[ 3% # A4, #% ] USE OF ANTI-PD-1 ANTIBODY OR ANTIGEN-

BINDING FRAGMENT THEREOF IN PREPARATION OF
MEDICINE FOR TREATMENT OF HEPATOCELLULAR

CARCINOMA (HCC)

[ 55ty <5 35k ]

[0001] A =220 BA MY & F 7% A BT 4B Hig s (HCO)Y B & 1y %R % 0
T4 - EE IR E A2 5 S T Pr PD-1 $ihs - &R AR T
PR DL /ME B AR L0y FoyR &5 & A0 Br Pt Ag (ORI 45 i
fEA -

| S THRR EHER YR X5 [ H
[0002] A Hi 55 B oK 35 ] B 15 S5 1) H 35 9% 62/524,967 Fil [ F 25 7]

HHE5 97 PCT/CN2017/090397 B+« » B E T H —FBHNA

B N 2 Tl DL B RG i BE OF A R P A H Y -

[ 5 Ao iy ]

(0003 HT#4HAER: (HCC) SR k¥ RAyiEE 2 — I iR
HENM @B EEE T RS =REN - HCC kBl EfH
P VERT R0y B o B 2 d R 18 Ik £ BT B BT 3R B A > B

§UE > 543 EEIIHE)
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HEHPBAEHESERENRIE  EERBEOHE -

[0004] K% % HCC & & & st a2 B B A 10 BT 201 A1 A HF 1)
RE 2= 1Y B feifn BH 1k 1 VB £ B A DA s Y 5 A o AT e B R
R R e R EREERN LR ESRE AR P et Rk
J& (sorafenib) » iZ /&M —JE G AL AR —&R0A R > WOUE T HEME

fH & KX [Samonakis DN, Kouroumalis EA. Systemic treatment for

hepatocellular carcinoma: Still unmet expectations. World J Hepatol.

2017:9(2):80 - 90.] - fig’E 15 56 i A B A N E R IREE R > B
B B MR B > HCC g P a2 /S R AR 8l — & - I H.
SEE AL TE AL 1Y 8 i VT 0 RE @ 1 AT 2R A PR A S Y s R
RS BF D R P it > G5 28 R B A RE IR AP i 2 A s (L2 A N
S B S PR TR A S A IR T HCC » ft 90 0% fm & BT <2 G > A2
Fr VAl HEsE T -1 (PD-1) Y B g 2 P © & e B 1 15 2 A T8 VE R

MNP HE R )5 M [Topalian SL, Hodi FS, Brahmer JR, et al. Safety,

activity, and immune correlates of anti-PD-1 antibody in cancer. N

Engl J Med. 2012:366(26):2443 - 2454.] » A% HCC [El-Khoueiry

AB, Sangro B, Yau T, et al. Nivolumab in patients with advanced
hepatocellular carcinoma (CheckMate 040): an open-label, non-

comparative, phase 1/2 dose escalation and expansion trial. Lancet.

2017:389(10088):2492 - 2502] » ZA1f0 » #E ¥k 8 > Nivolumab 17y HBV

8 2y 4l 1Y 2 E R B K (7%) [M. Kudo, Immune Checkpoint

Blockade in Hepatocellular Carcinoma: 2017 Update, Liver Cancer

%2 H 43 HEYERYTE)
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2017; 6:1-12] « FIH A& 1F > HBV 2y HCC BLfH & A AR -
Rt > T2 — Y H I IR HCC /Y - R il2 ¥ Evry HCC B
e B E R R REE -

[HFHANE]

[0005] “RSZABARY S M 7Y A FF AR (HCC) 1y & my 8 A
PR J7 A > HEL R (A P A R A T Ua R SR YT PD-1 P e B
HR&SE R R £ EHIE 5 FE S Friipt PD-1 Hifa s K pu &b
&b B R B DR S DL/ MEBE WAL By Fey R &5 & K04
PRUUAG OB TE S IR EA -

[0006] 1F—{i& & Jiit /7 % > HCC 2 B HCC FI/=##% 4 HCC-
{2 H AT NE 5 ZE o i HCC j& HBV B2ty HCC > B¢ HCV g2
1y HCC > 3¢ HBV/HCV I E Z4 iy HCC - {& 2 H#l » i Hf HCC & i B
HBV E iy HCC » 2 M: HBV iy HCC » HCV [ Zt11y HCC

SR 1 HCV ey HCC -

[0007) 4F—%2F i 52E 5 » #1 PD-1 Hi i 2 W02015/035606A1
ol 3= B & F 9% 8,735,553 Hh A BA Y HiL A 2 H0 N 2 s B A OF A

AN - WO2015/035606A1 F1= [ FH Fl 57 8,735,553 /B L A8

Fr PGS o st -1 (PD-1) MG e 2 dl i i PD-1 91251y

AEEREENSE - £ ST/ STE T RS e ik (B

MisET-Fofz 10 PD-L1) S5 ATy sl @ RS - el - §1

PD-1 i@ NFILHEZDiAG - HESHEBETEE ( Vh) IR H
3 H > $ 43 EEIIHE)
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TR (Vk) (R84 SEQID No 24 fil SEQ ID No 26 ) Fl I1gG4
B g - BN i S s (B S SEQ ID NO: 88) > DL # & Mab-
1> BB a PD-1- /8 Fj HE T PLigss & PD-1 A
BLHE K45 F1 193 5 B¢ > 193 » L95 K1 P97 » iz 4]l i o2 1% 4 i PD-1
AN

MENAEEREHENSN > ZieHERESEamFEN R

[0008) & &K 58 HE A SCABARY ey A # iy 77 7AW 1HE; HCC ~ ZEZE

HCC #f ~ i HCC [N EEJAH# HCC » 2l £ il HCC » %5 4
RGBT HCC » 3 B A A HT PD-1 Hi 88 1Y 35 M
(profile)s& I ' A RE M (AE) M H my 2 BN - A il H AT 26 -
R AN BAFE It 7 A S5 Hif PD-1 B8 /£ HCC o B A 5 &y
Ry PD-1 HikE -

[0009] AHzEMEHE AN &R £ EAWE HCC iy BUA R
LT A Mab-1 {9 EE & BT 20 - g2 22 R
FIHTHE 8 75 1 S 357 Mab-1 f£ B IR HT HCC 0y B & th CR i & £ &
ARG HCC > @HE HBV Etiy HCC ~ HCV Ry HCC HI

HBV/HCV 4t 4y HCC 1y & ) W48 5 & -

QEENGRETED |
[0010]
1 ZoR AR EMAIDT PD-1 Jiagny T diiE/s Ry E
FERER - HTRA Z B KAY Foy R &5 & 5 IR BRI 26y T 400
4 H 43 EEIIHIE)
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B R e

2 B T la/1b HIFF ey iR 22 s st iy s e -

3 B la/1b HEOH 58 0 BT 3% 99 32 S R R 1Y i e R/ i
E &1L -

4 BT la/1b HIFF2e R Ay e FF I R f 2 g -

& 5 Bsx T AE la/1b HitAse i B 3 EE R = 44 B & ny A
GRAIEE AT CT 544 -

& 6 B~ la/1b HA B 5% r HeE g & 17 s B P 1y 2811 o

7ok la/1b HitAse T HAE&EH (AFP) fER4Gmy &1L -

8 B /N T 3 HARS AU e s st -
[ Eh H5=0]
[0011) #5%%
[0012) FEARZABARNy MM FIEREI T - BEAHZE 1 T
M LLT 46 55 -
[0013) F 1. 455
AE T EEH
BID — KR
CDR bR T &
DPBS | #1110 R} bk % 4% {87 8 7K
IgG RIEEkEAG
1.p. HEH%WTZHQH%W%
iv. B IR A BT IR P #E
IFN- 7 JHE% Y
mADb R [E Bl i
MTD B¢ A M <2 75 &
NK H ARG

107121942
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PD-1 |#EFFMSET%&H > Pded-15,CD279
PDX | R H e iy RS ALY

p.o. ﬁzﬂﬂ o AL
QW S
Q2W | &

7\
Q3W | H=H—=
Q4w | HIUFE—=X
TILs HE JR3 2 R MK B2 4 HiE

Vh %%ﬁﬂ‘%&l
VK |igpET s le
[0014) &%

(00151 B JEAE A STk iy Eo il 3t 7 BLRS BR a » 5 FULAS SO A /Y
A H Al 52 0l AORE 2 i 5E BT A 5% U AT J8 <R S B 0T AN B
BRERHY &5

[0016] sz (ELHE T &5 71 F 35 &l ) P 6 Ay > BRIE BT X
A MR E  SHlEEW ="~ "—" A T AV BT (Y
g B L Y R B o e

[0017] “Azmyfigel “Him8” DA BEZMVEREN - I B B i
=il (BiEEHICEDS ) NP - & HE TR PD-1-
DUBG 77 T W e MR By o HA AT DU A B A (5] e 2 Y
(idiospecific ) ~ FEAE KT FPERY B R RVERY » HUlld o0 1 88 5 22
M s B PR B RMERAEBERRILGS s - "Piieh
BT PIRGERE BasRbiEN- 8o BE S HEA
SielEer 2 & - il A By B B e 5L Fab~ Fab'~ F(ab'), 1 Fv j
B o BEPURG (diabody) » &R 1VEDUAR © BEEDIRR 771 MEPiEE B P

DANEASEGRIN

i

%6 H > 43 HEEYERYTE)
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[0018] Artiyiist “BHEEHIAR™ = “mAb” = “Mab” i
RN FFEENREE BB EaNiE s a4 %
Fe il B R - bR 70 & B T REAY R 2R S8 AR Ry 58 8 - M
R 2 50 (2 )P RS B 8 B RS A BT S A4S  a( R i iE H CDR>
HORE SN E R AR RN fRAREREEF Y%A
FEPLRE o BaiEE “HITET RORIBIE RS AR LEE
REHERSES Y 0 BN E MR N T BB R T T A E A B
BT PZHAS( mAb) T BB AR it A B EHINY T ES -2 R
40 > Kohler et al (1975); U.S. Pat. No. 4,376,110; Ausubel et al
(1987- 1999); Harlow et al (1988); #1 Colligan et al (1993) o AL
SN BARY mAb T DUE ol R K E H I B 1gG~ IgM - IgD - IgE »
IgA K HAT ol i 0E - FEAE mAb Y558 7] DUIE RS VN o Bg N 8 % -
TE RS N AR AT LU S = SUE /Y mADb - H o Re 2l B Bl 4 SR Y
A HEHE B R BN R 0 R AR RS B Y Balb/e /NE 0 DLEAE
DA ERETT mAb fYHE K o W DUSE A AR IR i A S AT Y A
@ AT A BRIV K B i LR h i LB fE A 1gM B¢ 1gG
[y Mab -

(0019] @& - w1 HUAE &5 08 BT & & VU B8 - (I DU B B8 BLHE T
EMHERY 2K S R A “ECHET (4 25kDa) fil—fF “H
" (%) 50-70kDa ) & {0k 88 1Y 24k R i 7 73 BLHE £ 2 & PR
RIAYE) 100 2 110 BCHE @A Mery 7T 28l - =5 Ay 2 56 R i 26 49

Al DAE#6 B T AT UE T DI RERY INE & - > NS gL 0 B A
7 H > $ 43 EEIIHE)
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kORDABSHE - BES > NE#E#EEREDHEBa >~ 6~ e > yEou o L H
TralR prRE Y AR AE # & IgA ~ IgD ~ IgE ~ 1gG Al 1gM » {14
FOEE G > AT SR & A e & s &y 12 B0 2 I8 & A&y "7
2 % - H LY 10 (2L ER AR D7 & -

[0020] 4 fl& % g /25 ## ( Vk/Vh) ¥ 09 7] 28 & P B BT S 45 & fir B -
AL > — %I = > Se BB PUae B W8 &5 & A0 &L - Br 7 S0y ae SO
EVEPURRAD > M S W & S LR S A E Y -

[0021] — st » S g ALK T B &SR E D = e 2 il
B “"HFEAREE (CDR) ™ > HArRHE RFAVIEZR @ (FR) 4 -
CDR W HEAREH T > EEEHG e BRI - —fmE
f€ N ARIRE] C AN R T S5 29 6 & FR-1 + CDR-
1~ FR-2 ~ CDR-2 ~ FR-3 + CDR-3 I FR-4 o — fHfr » 4 {45 s 1§ 1
BEEE o & RS2 RN E A EH AN > Kabal, et al.
National Institutes of Health, Bethesda, Md. 5th ed., NIH Publ. No.

91-3242 (1991); Kabat (1978) Adv. Prot. Chem. 32: 1-75; Kabat, et

al., (1977) J. Biol. Chem. 252:6609-6616, Chothia, et al, (1987) J.
Mol. Biol. 196:901-917 i Chothia, et al, (1989) Nature 342:878-883 -

[0022] firiE "HEE" SEBITARHEEGSNAAREL

SEBEBEGKE "AMAERT 3¢ "CDR” Y& FEE A (HI - i

g A e APy CDR-L1 ~ CDR-L2 fI CDR-L3 Rl 51 §#f 7] %8 45 %

ik 1y CDR-H1 ~ CDR-H2 #1 CDR-H3 ) {f ) & H » Kabat et al.

(1991) Sequences of Proteins of Immunological Interest, 5th Ed.
%8 H 43 HEEVHIE)
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Public Health Service, National Institutes of Health, Bethesda, Md.
(MY E = PLEEY CDR & ) ;384 B Chothia and Lesk (1987)

J. Mol. Biol. 196: 901-917 (& E#KPLAEHY CDR & ) - fiysh
“HEZRT B “FRT BEALEIERR T ASEFE K CDR BN S 2
2R N O IR kg i R E

[0023] BRIESAHE > “BiBRE" N "RE&&RE" &
M EEGR & kW2 EMBE NI EF RS S
WRE W BLRE 1 EE > B0 fr B — 8 20 % {5 CDR &MY 1 B - HiAg4s
EH BN EH TR H R R Fab ~ Fab' ~ F (ab') 2 fil Fv 4 & &
bLES c RIEDLRE BP0 1 0 P10 se-Fv s UK BRI Bl
R BT e 2 R A

[0024] “HEMMES" B E QNP S LB i &
AEMHIE RS GZERENIRE U2 EETFTEEHS R
S RPN SR E TR IEE AN Gl S HE
ERHENGE R - SHORE N QPR w0 5 2 LR &
RrEMENT - T TARHENIRERES S BRI R E
ARE I 2 5 B 10 5 HEEE/D 20 F > HRE
BE/D 100 BREM OGS G 2EER - HAXHIBMEREs
G oE AR P A (B A A PD-1 73 WY @I e 51 ) 1Y 2 IR
G E o MR EBLE G RN IRAS & H N Bk = R A
EAESG -

[0025] AsciyiisiE “ADif8” BEEEIARERENEN

%9 H > 43 HEEYERYTE)

PF

2%

o=
ANNG
OH

\

~
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B PR AR » 20 R AL /N B~ /) B A A IR B /) B A A A R SR
EAE - APiRAEA R K Lay#E - FHOH - UNEPURET =
TREVURET BiEoEES/NESCRE BIERE B PP R
[0026] ilrsf “ ANBARDLAR™ HIE S AHKEIEAN IR ) i 2
KGR Al et ae 250 - ERiiiie & AR E JEARIEIKE
AN Fpsle — s NRbhikga s/ A LeailnEd—
6] > 30 5 Ry Wl T 52 & A I > EL o BT B R B AT A s R E R
JEN R EF M A AR L FR @AY E AN BBk E
AP E - NBE(EDiREEMEGSE S 2/ 0 0 B E
A& (Fe) BEEAREREANECE - EHLEEDT A
BALDURE BUR A& Y IR R - FFAi& "hum” - “hu” B¢ “h”
ANINE R ST PE SR o NRER AN E SV ik g BT
HAGEGHYIHIAEIYHEE CDR 4 - {H 2 [ G655 & A0 B
LG IR g > sy R PUas v ig e 1 » B i H A RN -
[0027] figsE “FF4EFE®E (HCC) " HAH eAGk iy e
50 ol H T8 A6 BT A A 3 e B SR IE - — R ifn =0 BT R BT iR g
HCC mlge dias m e CHEAEVERRATERT %) B s 2 AR
Wy 3R IR RS TR RS A R BT 3% > A 85 & NASH) 5[iE - HCC ]

A R (SEW ZAIRT R (FHEfE R HBV ey HCC) BN
RIRF w5 (AEE T R HCV st ry HCC)) =t HBV fI HCV —
R (ARifE R HBV/HCV LRy HCC) 5[ » {£—EHIE

AEFES > HCC mfe LB R ~ feENEIRT % ~ = EE = - H

% 10 H - 3 43 HEEYERIE)
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fis 55~ BFBEAY HT BEAL ~ FETE RS VRS A PERT %~ B RIEE - o
1-470 B &5 1 B R = B R MR LG ~ 2 BURE PR ~ I & H S R I K -
£ T 7%+ - HCC ZEH] HCC ~ JEE M HCC ~ R #M:
HCC ~ I H] HCC ~ {EI ] HCC ~ #E: HCC ~ &g HCC =
8% 1 HCC -
[0028] f7ifsE “I&%F (treatment) ” “SEFE (treating) W £E
&4 2 S 7 EOVER IR &S RV 7% - EREARRPUT %
fil o RS H R o A R B0 AR IR BOINVBR R TR - RR I B
C 5140 - P 75 B 20 288 5 0 1y S8 AL ) » TR/ B8 28 o 9 Y {0 8 (1 440 -
RS ) > PP BOHE B B (Y 18 3% - AR UM G R Y o 0 R
AREE - REEE ORI &R (R B B ) D AR R T R 1Y —
MO A Y R > IEEERIER RS AEEE R 0 M/
BOE R A R EE - flTsE AT HERE HCC ¥ BR 45 LY R /) -
A ST A 1 e G 5 T R A o 3
[0029] ffE “HB&" fLARSCh A BgeE “2HE" FaMmEM -
fEREEETET  BES N NEEE (R eER T FET 25
B A HCC» 7% HCC ny A H FI/E0E Y HCC &b iy A
HEE -
[0030] F&JESSAT50E » ffusE “CDR” EZi5{H B Kabat 4598 24

HENWREKEATZE P AFHATIE

[0031] #$i PD-1 i p&
[0032] 40ASCHT AR Hi PD-1 iR SR B EHN S SR &

5 1LH 3543 BRI
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HFF RS = A PD-1 -

[0033] 40ASCHT AR - BT PD-1 hife 2B G HB|EAEE (Vh)
FORE g T 82 & (Vk) AYHLAG » By ol 3 8 vl 5 b NS g nl 32 e 5
R 2P REENEMACE (CDR):

[0034] =% 2. AROCHRAERY REIEHTARAY CDR

a) mu317 |CDR-HI -~ CDR-H2#1CDR-H3 (4 5 & SEQ ID NO:

11~ 12~ 13);%1

CDR-L1-CDR-L2fICDR-L3 (4 5] & SEQ ID NO: 14~

5+ 16);

b) mu326 |CDR-HI -~ CDR-H2#%1CDR-H3 (45 & SEQ ID NO:

17 ~ 18 ~ 19);f1

CDR-L1~CDR-L2f1CDR-L3 (43 51 &SEQ ID NO: 20~

1~ 22);

¢) 317-4B6 |CDR-H1 - CDR-H2f1CDR-H3 (4 7] & SEQ ID NO:

31~ 32~ 33); %1

CDR-L1-~CDR-L2fICDR-L3 (4 5] & SEQ ID NO: 34~

5+ 36);

d) 326-4A3 | CDR-H1 - CDR-H2f1CDR-H3 (4 7] & SEQ ID NO:

37 ~ 38~ 39); %1

CDR-L1 -~ CDR--L2f1CDR-L3 (43 5l & SEQ ID NO:

40 ~ 41 ~ 42);

e) 317-1H |CDR-H1 - CDR-H2f1CDR-H3 (4 7] & SEQ ID NO:

11~ 59~ 13);%1

CDR-L1-CDR-L2fICDR-L3 (4 5] & SEQ ID NO: 14~

5+ 16);

f) 317-4B2 |CDR-HL » CDR-H2#1CDR-H3 (% %l % SEQ ID NO:

11~ 60 ~ 13);%1

CDR L1-CDR-L2FICDR-L3 (47 7l & SEQ ID NO: 61~
- 16);

g) 317-4B5 CDR Hl- CDR-H2f1CDR-H3 (47 5l &SEQ ID NO: 11~
« 13): 70

CDR L1-CDR-L2FICDR-L3 (47 7l & SEQ ID NO: 61~
* 16);

h) 317-4B6 CDR-Hl CDR-H2f1CDR-H3 (47 7] & SEQ ID NO:

11~ 32~ 13);%1

%12 H - 343 HEEYERIE)
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CDR L1-CDR-L2FICDR-L3 (47 7l & SEQ ID NO: 61~
- 16);
i) 326-1 CDR-H] CDR-H2#1CDR-H3 (47 5] &% SEQ ID NO:
17 ~ 62 ~ 19);f1
CDR Ll CDR-L2F1CDR-L3 (43 71l £ SEQ ID NO: 20~
~ 22);
j) 326-3B1 CDR-Hl CDR-H2f1CDR-H3 (43 5 & SEQ ID NO:
17 ~ 62 ~ 19);f1
CDR Ll CDR-L2F1CDR-L3 (43 71l £ SEQ ID NO: 20~
~ 22);
7 k) 326- CDR-H] CDR-H2f1CDR-H3 (47 7] & SEQ ID NO:
3G1 17 ~ 62 ~ 19);f1
CDR Ll CDR-L2F1CDR-L3 (43 71l £ SEQ ID NO: 20~
< 22) 0

(0035 AASZRTABANY » {£— &) 5 2= > 1 PD-1 hifie & &
SZEEAEE (Vh) M EE (V) IYPUE > Bl g o] 2
& RO iT 52 & 5 A 3R 3 P e fiEy CDR IRl & -

[0036] = 3. Aoy rEIMEPiAERY CDR

( | CDR-HI (SEQ ID NO 31) ~ CDR-H2 (SEQ ID NO 12 ~ 32 + 59
a | 3060)fICDR-H3 (SEQ ID NO 33),

) | CDR-L1 (SEQ ID NO 14 - 34561) - CDR-L2 (SEQ ID NO 35)
flICDR-L3 (SEQ ID NO 36); ¢

( |CDR-H1 (SEQ ID NO 37) » CDR-H2 (SEQ ID NO 18 + 385 62)
b | filCDR-H3 (SEQ ID NO 39),
) | CDR-L1 (SEQ ID NO 40) » CDR-L2 (SEQ ID NO 41)fICDR-L3

(SEQ ID NO 42) -
(0037 W ASCHT AN > $i PD-1 i EE S HMATEE (Vh)

Fomg gl m (V) My Pihe @ ATl 8 A 2 & i r 2w a5
BEEHR 4 PREN I FEY]

% 13 H - 343 HEEYERIE)

107121942 FEHESE A0202 1113252551-0
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1114091308 FHEEE

111-09-30

[0038] % 4. AR OVRGIMEIEERY Vh /I VK 51

a) mu317 (43 71 5SEQ ID NO: 4 |p) 317-3H1 (4 %] & SEQ ID NO:

F16); 69f126);
b) mu326 (4 7] B SEQ ID NO: 8 | q) 317-311 (43 B & SEQ ID NO: 70
F110); F126);

¢) 317-4B6 (4 7l & SEQ ID NO:
24%126); r) 317-4B 1 (4% 5SEQ ID NO:
d) 326-4A3 (47 {l B SEQ ID |71/126);

NO: 28F130); $) 317-4B3 (4 7l & SEQ ID NO: 72
e) 317-4B2 (47l & SEQ ID NO: | f126);

437144); t) 317-4B4 (43 %l & SEQ ID NO: 73
f) 317-4B5 (43 5 & SEQ ID NO: | f126);

45F1146); u) 317-4A2 (4> 7] 5 SEQ ID NO:
g) 317-1 (43 7] B SEQ ID NO: | 74F126);

48%150); v) 326-3 A 1 (435 BSEQ ID NO:
h) 326-3B1 (43 7 & SEQ ID NO: | 75F130);

51F152); w) 326-3C1 (4B 5SEQ ID NO:
i) 326-3GI (47 7l & SEQ ID NO: | 76 f130);

53F154): X) 326-3D1 (47 & SEQ ID NO:
) 326-1 (4> B & SEQ ID NO: 56 | 77130);

F158): y) 326-3E1 (43 7l & SEQ ID NO:
k) 317-3A1 (47 #l & SEQ ID |78F130);

NO: 64F126); z) 326-3F1 (4 51 & SEQ ID NO: 79
1) 317-3C1 (4> 3] & SEQ ID NO: | f130);

65F126); aa) 326-3B N55D (437l & SEQ ID

%14 0 43 HEIHYIE)

107121942 FEHESE A0202 1113252551-0



1877099
1114091308 FHEEE

111-09-30
m) 317-3E1 (77 jl & SEQ ID |NO: 804130);
NO: 66F126); ab) 326-4A1 (771l B SEQ ID NO:
n) 317-3F1 (43 5 & SEQ ID NO: | 28f181); =k
67f126); ac) 326-4A2 (47 7l B SEQ ID NO:
o) 317-3G1l (47 7 B SEQ ID |28%182) -
NO: 68F126);

l

[0039] fr—LE 8 7 3 b > AR AEnYHT PD-1 Hifig & & H # 4%

M TS0 S A R 0 HELEE /BT Foy R SAMARIEZEE - i

Ag AT DL B UM 1 BOAL S Y — (B2 (I se 5 o HLAE It
MeammiR et - £ BT/ SED > JileE S 18G4 Fo l& - f£—
Hit hZET > yifeEE 18G4 Fe l& » 2 {E 2 2 (kD B Fo

Yy REGHIVAFBEEE - (£ —HFm 7 EF  PLigaEa 1gG4
Fo @ » HAE S/ o4k Foy RI~ Foy RIIA ~ Fcy RIIB ~ Fey
RITIA /8% Fey RITIB 45 & Y2855 o

[0040) fr—ieEjE A ZE T PiEBE {EE 228 I(EU4RE A 40)
EHGRAM MR KEEN 1gG4Fe & - {f— BT T EF » %%
B R S228P R o —EEFEE A E T BB S AFE 233234
235~ 265~ 309 1 409 fiz (EU Rt &%) iy — ({22 EE T

ZEE M 1gG4 Fo l& - (140 > f£— £ F)E TE T > P 2 (E 228 f

E/0 8 EAM L E B A BN 1gG4 1& > ATl &= /b {E E A 2
EEKE {2 E Foy RAVES o lE (K- /28— PV E I ZE

~

4_\_‘..
4
e
o
[

B [gG4 & HAE 228 fu i /b 2 i~ /0 3 {~ /D 41

5 EECED 6 (H5IMYLE B A% - Hp—{H5 %[ 555k

515 H 543 HEIRTE)

"/

[

3t
\\\
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Y2 S H e Bl —fE B 25 fll Fe v R AY&E

UAG BL & (£ 234 A1 235 fr B 2€ Y 1gG4 & -

o HiEG B S AE 233 ~ 234 f0 235 fL H A7 2E R 1gG4 & -
Hig F&ET - Jile &

1 1gG4 & -
409 fir B4 22211 1gG4 & -

234~235-265 F1 409 fir E G280 1gG4 & -

HiAe Bl

£ EEE T E T

409 fir H A28 # 1y 1gG4 & -

& DUk
fE—8T7iE HFET > ik
fE—ET/iEHET  JikE
f£— B HTE 5 ZE T

Sfr 234 ~ 235~

B&AF 233~

% 234 Uiy B DL AN AR 2
G Y AU ECR N 28 2 N & B Y AU - 235 firy2e 8 a] U2 5 &

111FE09F30H FrigfEiE
111-09-30

el f£ ST/ H =

£ BT/ &

fE—

S AF 234~ 235 F1 265 g EH 2280 1gG4 & -
234 ~ 235 f1 265 fir E A %€

GAF 234~ 235~ 265 F

“Afr 233~

265~ 309 FI 409 fir A 2eg0Y 1gG4 & -
Pl EL S /e 233~ 234~ 235265~ 309 HI

w
\DIH

EUT

% 2 R B ELR » 55 233 {iLnyZe 8 v DUE 7 & % 2 Hi & 18 11 Y

o 28 265 IMVEE T ZRL AR 2HARMANKLEAE S

fRABYEUR » 55 309 firayze ] DUE 572 & ik 2 S A e ny B -

5409 firryse ] DUEHE Ak 2 AN - & 20 20 IR & I Y

Qe TRBIVERY 1G4 Fe &/ T2 S g -

(0041 & 5. /R{IME 1gG4 Fe 1& /7 5]

IgG4 &8 8 [RERFI SE

RBNUE Q
ID
NO

107121942

% 16 H - 3 43 HEEYERIE)
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111-09-30

WT IgG4 ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP | 107
EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
VVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVE
SKYGPPCPSCPAPEFLGGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVSQEDPEVQFNWYVDGVEV
HNAKTKPREEQFNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKS
RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

228P ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP |83
EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS

VVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVE
SKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVSQEDPEVQFNWYVDGVEV

HNAKTKPREEQFNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKS
RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

228P ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP |91
233P EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
VVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVE
SKYGPPCPPCPAPPEFGGPSVFLFPPKPKDTLMI

SRTPEVTCVVVDVSQEDPEVQFNWYVDGVEV

%17 H - 343 HEEYERIE)
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HNAKTKPREEQFNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKS
RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

228P ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP |92
234V EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS

VVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVE
SKYGPPCPPCPAPEVFGGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVSQEDPEVQFNWYVDGVEV

HNAKTKPREEQFNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKS
RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

228P ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP |93
235A EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS

VVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVE
SKYGPPCPPCPAPEFAGGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVSQEDPEVQFNWYVDGVEV

HNAKTKPREEQFNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKS

RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

% 18 H - 3L 43 HEEYERIE)

107121942 FEHESE A0202 1113252551-0



1877099 1TAE09H 30 s
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228P ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP |94
234V EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
235A VVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVE

SKYGPPCPPCPAPEVAGGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVSQEDPEVQFNWYVDGVEV
HNAKTKPREEQFNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKS
RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

228P ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP |95
234A EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS

VVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVE
SKYGPPCPPCPAPEAFGGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVSQEDPEVQFNWYVDGVEV

HNAKTKPREEQFNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKS
RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

228P ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP |96
234A EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
235A VVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVE

SKYGPPCPPCPAPEAAGGPSVFLFPPKPKDTLMI

SRTPEVTCVVVDVSQEDPEVQFNWYVDGVEV

%19 H - 343 HEEYERIE)
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HNAKTKPREEQFNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKS
RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

228P ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP | 84
233P EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
234V VVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVE
235A SKYGPPCPPCPAPPVAGGPSVFLFPPKPKDTLMI

SRTPEVTCVVVDVSQEDPEVQFNWYVDGVEV
HNAKTKPREEQFNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKS
RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

228P ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP |97
233P EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
234A VVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVE
235A SKYGPPCPPCPAPPAAGGPSVFLFPPKPKDTLMI

SRTPEVTCVVVDVSQEDPEVQFNWYVDGVEV
HNAKTKPREEQFNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKS

RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

%520 H - 343 HEEYERIE)
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228P ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP |98
234V EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
235A VVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVE
265A SKYGPPCPPCPAPEVAGGPSVFLFPPKPKDTLMI

SRTPEVTCVVVAVSQEDPEVQFNWYVDGVEV
HNAKTKPREEQFNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKS
RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

228P ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP |99
234A EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
235A VVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVE
265A SKYGPPCPPCPAPEAAGGPSVFLFPPKPKDTLMI

SRTPEVTCVVVAVSQEDPEVQFNWYVDGVEV
HNAKTKPREEQFNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKS
RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

228P ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP |85
233P EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
234V VVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVE
235A SKYGPPCPPCPAPPVAGGPSVFLFPPKPKDTLMI
265A SRTPEVTCVVVAVSQEDPEVQFNWYVDGVEV

%21 H - 343 HEEYERIE)
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111-09-30

HNAKTKPREEQFNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKS
RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

228P ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP | 100
233P EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS

234A VVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVE

235A SKYGPPCPPCPAPPAAGGPSVFLFPPKPKDTLMI

265A SRTPEVTCVVVAVSQEDPEVQFNWYVDGVEV

HNAKTKPREEQFNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKS
RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

228P ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP | 101
265A EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS

VVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVE
SKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMI
SRTPEVTCVVVAVSQEDPEVQFNWYVDGVEV

HNAKTKPREEQFNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKS

RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

%22 H o 343 HEYERIE)
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228P ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP | 102
309V EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS

VVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVE
SKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVSQEDPEVQFNWYVDGVEV

HNAKTKPREEQFNSTYRVVSVLTVVHQDWLNG
KEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKS
RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

228P ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP | 103
409K EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS

VVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVE
SKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVSQEDPEVQFNWYVDGVEV

HNAKTKPREEQFNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

228P ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP | 104
309V EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
409K VVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVE

SKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMI

SRTPEVTCVVVDVSQEDPEVQFNWYVDGVEV

%23 H o 43 HEYERIE)
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HNAKTKPREEQFNSTYRVVSVLTVVHQDWLNG
KEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

228P ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP | 105
265A EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
309V VVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVE
409K SKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMI

SRTPEVTCVVVAVSQEDPEVQFNWYVDGVEV
HNAKTKPREEQFNSTYRVVSVLTVVHQDWLNG
KEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

228P ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP |86
233P EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
234V VVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVE
235A SKYGPPCPPCPAPPVAGGPSVFLFPPKPKDTLMI
265T SRTPEVTCVVVTVSQEDPEVQFNWYVDGVEVH

NAKTKPREEQFNSTYRVVSVLTVLHQDWLNGK
EYKCKVSNKGLPSSIEKTISKAKGQPREPQVYT
LPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSR

WQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

%24 H > S 43 HEHYIHE)
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228P ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP |87
233P EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
234V VVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVE
235A SKYGPPCPPCPAPPVAGGPSVFLFPPKPKDTLMI
265A SRTPEVTCVVVAVSQEDPEVQFNWYVDGVEV
409K HNAKTKPREEQFNSTYRVVSVLTVLHQDWLNG

KEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

228P ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP | 88
233P EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
234V VVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVE
235A SKYGPPCPPCPAPPVAGGPSVFLFPPKPKDTLMI
265A SRTPEVTCVVVAVSQEDPEVQFNWYVDGVEV
309V HNAKTKPREEQFNSTYRVVSVLTVVHQDWLNG
409K KEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY

TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

228P ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP | 106
233P EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS

234A VVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVE

235A SKYGPPCPPCPAPPAAGGPSVFLFPPKPKDTLMI

265A SRTPEVTCVVVAVSQEDPEVQFNWYVDGVEV

%525 H - 343 HEEYERIE)
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309V HNAKTKPREEQFNSTYRVVSVLTVVHQDWLNG
409K KEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY

TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS

RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK
[0042] A SR ABAEY > Bt PD-1 fiifgZ B8 & &4 SEQ ID NO:

83-88 i (Ll 1y IgG4 B i 58 JE 1 B 2 &5 1 3k Ty P -

(0043 fmfE b [ & J5 0 o A B > 51 PD-1 S8R A I
i 55 KRB HY F(ab)BE F(ab), (UHLHE » HEIIE R TT#E (Vh) > €
BT (VK) I TgG4 1§ 4 1 S0 G5 e -

(0044 4 A Ff AR 1 PD-1 B BE G EMTTEE (Vh)
RG22 & (Vk) > fIfL 48 E SEQ ID NO: 83-88 fil 91-106 (1
FETIEY 1gGa o g FE 1 SO i S R Sy b B op B g T 8
(Vh) RIBEHETTEEE (VK) B ER 6 PRty ol
[0045) 2 6. sRBITERT Vh R VK 51

a)mu317 (53 5 & SEQ ID NO: 4 | p) 317-3H1 (% 7 & SEQ ID NO:

fi6); 69f126);
b) mu326 (4 7] B SEQ ID NO: 8 | q) 317-311 (43 B & SEQ ID NO: 70
F110); F126);

¢) 317-4B6 (4 7l & SEQ ID NO:
24%126); r) 317-4B 1 (4% 5SEQ ID NO:
d) 326-4A3 (4 il & SEQ ID |71f126);

NO: 28F130); $) 317-4B3 (4 7l & SEQ ID NO: 72

e) 317-4B2 (53 15l B SEQ ID NO: | §126);

%526 H - 343 HEEYERIE)

107121942 FEHESE A0202 1113252551-0
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43F144); t) 317-4B4 (73 5] /% SEQ ID NO: 73
f) 317-4B5 (53 7] & SEQ ID NO: | f126);

45%146); u) 317-4A2 (57 5l % SEQ 1D NO:
g) 317-1 (4 B & SEQ ID NO: | 74f126);

48%150); v) 326-3 A 1 (93 5l B SEQ ID NO:
h) 326-3B1 (43 7] &% SEQ ID NO: | 75f130);

51F152); w) 326-3C1 (57 4 & SEQ ID NO:
i) 326-3GI (43 B & SEQ ID NO: | 76f130);

53F154); x) 326-3D1 (73 5l £ SEQ ID NO:
j) 326-1 (53 51 B SEQ ID NO: 56 | 77F130);

F158); y) 326-3E1 (47 5l % SEQ ID NO:
k) 317-3A1 (47 #l & SEQ ID |78F130);

NO: 647f126); z) 326-3F1 (77 j /& SEQ ID NO: 79
1) 317-3C1 (43 5l & SEQ ID NO: | f130);

65%126); aa) 326-3B N55D (47 jjll & SEQ ID
m) 317-3E1 (77 jl & SEQ ID |NO: 804130);

NO: 66F126); ab) 326-4A1 (47 5] & SEQ ID NO:
n) 317-3F1 (43 7l & SEQ ID NO: | 28f181);5

67f126); ac) 326-4A2 (47 7l B SEQ ID NO:
0) 317-3G1 (47l & SEQ 1D |28F182) -

NO: 68F126);

[0046] A A IR ABANY » {£— S H )i 5 2= > i PD-1 hidie & &

S RIS SEQIDNO: 11 ~32 f1 13 (& CDR-H1 - CDR-H2 f

CDR-H3 ; 4 AIfR#E SEQ ID NO: 61 ~ 15 fi1 16 pyikg# CDR-L1 >

CDR-L2 fl CDR-L3 : flf1< SEQ ID NO: 88 i1y 1gG4 I 8 %4 & 1
27 EH 4 43 HEHIERIE)

107121942 FEHESE A0202 1113252551-0



1877099 1TAE09H 30 s

111-09-30

o AL IE & R IR DA

[0047] WA SRR ARARY - E— LT J7 4 > 1 PD-1 Hii g 2 6
ZEEEE (Vh) g EE (Vi) LR A& SEQ ID NO:
88 1y 1gG4 B G & JE 1 B 72 &5 Rl sy Pidie > = TP B gl AT S & ( Vh)
g T 22 & (Vk) 77 jl &5 SEQID NO: 24 A SEQID NO: 26 -
[0048] WA SCHRARARY - E— LT J7 £ > H1 PD-1 Hiig 248
e L LR S I AR AL 1gG4 BT fZ fide - B A #H¥ PD-1 MY
A R &5 & Fs Sk o SR S MR TR s DL/ NME B Al HE |
7 Fey R&G o DUMPBRDURMAOEME G WIER > BI—H T 40RE/S5 PRy
B AR -

[0049] & = % BA Ay H1 PD1 Hi 8 & H Hi B2 R B 7 R &
WO02015/035606A1 T\ EREF|S 8,735,553 iy GBI » HEE
N B A 25 A A A A A A OF AR S -

[0050] J&mETT%

(0051 fEASCARARY A% 7 AH - fF— 2 B =1y HT PD-1 Hi S /%
Ak N PR EA HCC &G - (£ —B8T)E FZEST > B HCC 1Y
FE Je Al AR A PD-1 20 PD-L1 #E [mJE MG 48 - (£ — S H T 5 &=
FAT HCC Wy B 25l H 55 —fUAa B (P10 IEIe ) Akt -
[0052] fe—#68 )i s = » AARRME TR ETFENZHE
FEH HCC My 574 @ wz JAER A2l E & T Pl PD-1 Jife =H
Bl &G & B o Horp A il B BE 48 LA s DU ~ S/ IMEBUH R B

I 4 M B E At DU 22 MR LAY Fey R&G &£ F I 7 & 1

%28 H - 3 43 HEEYERIE)

107121942 FEHESE A0202 1113252551-0



1877099
1114091308 FHEEE

111-09-30

UG BL & A IR ry LR S Y [gG4 & » (40 > /£ — ST i 5 %
o PLES BT LRGN 1gG4 & - HE A3 H SEQID NO: 83-88
F191-106 Y &AL Fr o1l - fE— S E i 7 F T Jilie B & o Bl
SEQID NO: 11 ~ 32 1 13 Y& # CDRI1 - CDR2 I CDR3 f¢ %1 5 4
AR SEQID NO: 61 ~ 15 fI 16 Hy#§# CDR1 - CDR2 I CDR3 f¢
B DL R B LR S R A REARAY Foy R AY 1gG4 @i - {1 — 4
Tt 5+ PR e 2o hliR#E SEQ ID NO: 11 ~ 32 I 13 #Y 5 §#
CDR1 - CDR2 fI CDR3 F%l] ; 4> RlfE#E SEQ ID NO: 61 ~ 15 I 16
i< CDR1 ~ CDR2 fil CDR3 %% ; LR E/A# H SEQ ID NO:
83-88 1 91-106 iy &AL Fr 5111y 1gG4 & - /£ —ELFJE 5 %=1 > $i
A% 7 A EL G iR 5 SEQ ID NO: 24 1 26 iy B F1ES §# 7T % & Fr 31
LR E& TR E AN Foy RAY 1gG4 & - /£ L F il /75
o P E S 7 B SEQ ID NO: 24 Rl 26 Y 5§ A1 i §# A] 52
Fell - AR B H SEQ ID NO: 83-88 F1 91-106 11y & 5k i f7 511 119
IgG4 & - fE— 25 &+ - i PD-1 188 & Mab-1 -

[0053] fr—2E8)fE 7 3 b RABAIE A 7 A ftny ke - H A

LRy PRS- AR HCC &g Ay ikt - £ S8y FEd
ARNBAE L 7R SCHE ALY PURS > E A Y B H R A HCC Y 24 -
£ BT 7R AAFRE A SR AP - E A B A
By HCC &4 iy ez e iy 859 -

[0054) 7r —db g i 5 & - ANBEME T H R IA R EE f iy

%529 H - 343 HEEYERIE)

107121942 FEHESE A0202 1113252551-0



1877099
1114091308 FHEEE

111-09-30

HCC My 574 » B & T AN PUaE - E A 80 R 82 A
ARG HY B > PLARm TRt BTN IR ER (0S) -
BEER (ORR) » &2 EER (CR)~ Mo &MER (PR IRIECIKR
7 ( SD )~ e #E Jeg 1705 ( PFS )~ 695 £ 7 ( DFS )~ e S5 A7 05 ( EFS )
FERF &R fE (DoR )~ #EE R (TTP) ~ S 2R (DCR) ~
K2Zwm® (CBR) sREMIVEMHAE - £ e E I 5 ZE T Jike
W FHERE T OS Iy -

[0055] fe-— LB 8} 5 25 f - OS Ji %6 & 1 e PR 5 5 8 1% L B 4 e
FURSE TR - /£ — 25t 52 - ORR 2 R R KT TR0
MR MER R/ N E RN EEN T ok - £ ST/ FET
CR & # BT A BIERIEEER AR MIEL « £ —SREH 7 EH
PR JE 2 & ATt M (I - BB RN ) By 27D 30%HYE D - £+
—EE B T FE o SD #E F Ry BRI A BRI Y T o kD i A3 E A A
Ry PR AL BRI o B A B RS E BT som (T o
AT A 9 B9 R F 25%HY B 0 22 30% Y R /D (130 - HE SR R/ ) ) e
fE— B FE & > TTP 2 3 R (e B i AL 2 i R 4 e VB ] - A
—EEEE 7 FE T > PFS i g R e B AL B R 8 i I BB T 3 AR
EF R o £ — 2 F e F 0 > DFS E 2 BB EALE ERIE SN
EA PN T YBR[ - /£ — 25 52 > EFS i 22 & iR (E ] i
PRI 78 [ 1 (L 31 50 2 el ~ SR T B BT e A A By ] - A2 — B2 T )i 7 28
Hr> DoR XE F6 5 1L AL o R B E B B0 VBT B » £ F

ft 7 % H - DCR A CBR 0 2 B E 22 3] 58 2 B JE - I oy B R

5530 H - 3t 43 H(EWHAE)
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1877099
1114091308 FHEEE

111-09-30

SERIEE BB H L e

[0056) 7r—4LF i /7 2= » RECIST v.1.1 ( E A8 J 19 22 JiE 57 4k
SO ) — NV AR A B A R TR B 2 1R 0 O B Y R
EE R RERRE T - B RRAE A SR BRI A R B
% o

[0057) 7 —iLFiE 5 &£ AL 7a%ES HCC Y EH
W7 E REREm BEA T A RENDUE > il AER &
DE)20% ~ 2D 25% - £/DE]30% £/VE 35% 0L 40% -
E/DE A45% 2D &) 50% 2D E 55% £/DE) 60% £V E 65%-
£V ET0% 2/VE T5%~ /04 80%EF % Y ORR fil/2¢ CR FI
/B¢ PR fiI/2 DCR H1/5¢ CBR ( B HE &7 2 & 1y (£ ] EC At 2 0 0 AL
tE Ay &S RN EAE ) -

[0058) 7r—4LFiE 5 &£ » AABREA 7IaRE &y HCC Y
JiE e BRSO SCRE MY BUES - E o P A BT 1Y 1 A i
BRDARSHE N S —EPLE R S b a et r4at 2 LEE
BRI - F— S F 7= 45T 2 LRIZENSR AR
BV F BN 22BN 2R ELENEHEG - £ L H K
HES S S FEEN AR E P B S =0 OS- ORR -~ CR
PR ~ SD + PFS » DFS ~ EFS » DoR ~ TTP » DCR + CBR = & {1V {F
M4l & - AE-— T\ 7 FE - BRAIJECMHED » AU Ay 5 A
e it 2 RN SUR - B\ 5= AR AR
&4y 200 mg TV Q3W YA SCHEHEAVHTAE (140 » Mab-1) » H

5531 H - 3k 43 HEWHAE)
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1877099
1114091308 FHEEE

111-09-30

Bl flx BID & 34y 400 mg R AL JEJC AH EE - P alt 57592 it 1 &iat &2
BIZE MR - £ — B8 E 52 B 5550y PD-1 2¢ PD-L1 (=74
PEAH BE > A SCHE LAY A 1 a2 R EIERYAUR - ok CanEt
2 FEZAFENR SHEERzaa TR 20 =iA
G o WA LEIERY EIESE R A REEARE - Giat BEE
A] A A H IR R B A T ANEE - B HIVESEE BT p {H
MARZEEHE Al p BEEWEEFGH AR E - OFR
EEN p E/NREZEVEAKT QG E T RE - AEEAEN T > B
EZEMWKFEEFEEpEE 0.05FF /N -

[0059] fr—ie8 i 7 &4 » HiL PD-1 HLAB 2L 0.5-10 mg/kg QW
2 Q2W- B¢ Q3W I QAW YT B £ T o fE A LI L F g 7 &
}it PD-1 $i1 88 & Mab-1 - i H Mab-1 L 0.5-10 mg/kg QW I Q2W
2 Q3W YT &L T o (B, > Mab-1 2L 0.5-5 mg/kg Q2W » 5-10
mg/kg Q2W B¢ 2-5 mg/kg Q3W Y| & % 7 - & (BB - Mab-1 L)
0.5 mg/kg Q2W > 5 mg/kg Q2W > 10 mg/kg Q2W > 2 mg/kg Q3W I,
5 mg/kg Q3W WA &5 & MM 7 -

[0060] fr—sb8g )i )7 &b AN FATE AL T H R JAH# HCC Y J7 %
HAEFLE 50mg~ &) 75mg > &) 100 mg ~ £y 125 mg ~ & 150 mg »
#J 175 mg~ 4y 200 mg ~ 4y 225 mg ~ 4J 250 mg ~ &y 300 mg ~ &Y 325
mg ~ 2y 350mg ~ 4y 375 mg ~ 4 400 mg ~ 4 425 mg ~ 4 450 mg -
&) 475 mg BG4 500 mg Y F & & 7 A S LAY BT PD-1 $ifa o 4£ —

EEEHFET BR - BR KR -H3IXR B4R -HES5K -H6

5532 H 0 3543 HEWIHAE)

107121942 FEHESE A0202 1113252551-0



1877099
1114091308 FHEEE

111-09-30
REHE 7T Rieriife £ EBEIEDT  HH -F 10K H2
H8F3F -H4H -FS5SH -Ho6M &7HNF 8 H&TH

g o A EEE SET > FHSER - E BT - £ EEE
JFE T R B AR IR IS B B R AV A R SR E A B R R
REPUEE — RECE R IR 2alE - MI/ECCL R sk /b 1y e =
&7  AEREE FET > KPlaE R TR 2ealE QWS Q2W - Q3W
2 Q4W -

[0061) 7r—ibgj 7 &+ » BEHASMNL FREREBED &S
& Pl B EEARN KB BN (CBEWN ) =N LA -
BN~ HRA -~ AR - FINEOR N R EOE S B SR IR
BRI tE ARE - fEFREE T E S - Frats &Y ] DUS T
(bolus injection ) E¢i5 48 M iE w8 ) T B i iH A KB T -
[0062] 77 ILELE 5 7 22 of AR A B EE AL T it A #E HCC Y J7 7%
HERHS 3 A (Q3W) DIgy 200 mg Ay R EFFARAN (IV) HAFLEEFE
Y 2wl g T A SR YT PD-1 PLEG -

[0063] B JEH

[0064] EHEGI 1: EREAGIFAREE (HCC) BEHE Mab-
1y 1A/1B B3

[0065) HHZEElst-B %% (patient differentiation)fl {5
(0066 & 9% &%t (Y B By 2 8 28 58 J il e S0 5 HCC B & A it 8
By 2 B E (RP2D)HEE FI @) 20 2 5] (1 1A HIA 1B HIZA ) -

BT EcET s RLE 2 -
533 H 3k 43 HEIHRIE)

107121942 FEHESE A0202 1113252551-0



1877099
1114091308 FHEEE

111-09-30
[0067] At 1A M - 10 mg/kg Q2W Y Mab-1 (FRIEHHHIHA

RSB P VPR S Mab-1) 2R AL TPHE  REFE A
it 2 & (MTD) - 1B AT A & DL 5 me/kg IV #iF Q3W %
2 | Mab-1 - HEWHTE(ESE 9 FET X - EHEG DS RE
FEH Smg/kg Q3W AWM IR E] HCC 2% - 1% > fFEE IR\ B 1 iT
LT 40 4 HCC % (n=40) -

[0068] #efEHy HCC ABEEi&H AR # & &1

[0069] #E5R@ A 42 4E 5 PD-1 2 PD-L1 Ja 4 (1Y B 47 41 4% &2
o 40 B 22 bW BRI /R M HCC MY IR EE B (=18 5% ) -

[0070) E 58 1y 44 AR 8 A 15 2 38 28 30 BG JR BT 9% ( Barcelona Clinic
Liver Cancer) C His B ] » 6 VE/ A2 & 5 5 & Hoa 0 I H A

R AR M A A > DU Child-Pugh A > 6 (T {a] 4% FIFS 9%

[0071]) & #& B 27 B 45 <200 TU/mL (~1000 cps/mL)[y Z %I BT
RAHE (HBV) & &E - I H B A8 HBV By 25l & 1E
e EIE AR o (B & EETH HBV Al =3 5 -

[0072] R& AWV EAEEMEN A R W FE(HCV) Bimy 2
N RFFETHS -

[0073] BERE

[0074] 40 % BAM HCC iy E (HHh RZHIZ HBV [5Gy

(n =28/40)) WABFEZ AT S (R 7) EIA 24 LEREFLAR

o M B AT 2R HE 7T 06 9
[0075] %= 7: BEANOGHZMNERRER

5534 H 0 3543 HEWHAE)
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1877099

IIIF09H30H FrifEiE

111-09-30
HCC A B¢
(N=40)
P BER, Bk &/, &R) 55.5 (28, 76)
P51 5/ 32/8
A TE s AN A 35/3/2
FRAIBCARFERE, KX &, mR) 64 (1,471)
e aR T ZN B/, &KX 2 (0, 6)
fEfe b a® B %, |0 2%
n* ] 16
2 12
>3 10
B IR EE, n HBV 28
HCV 2
HBV/HCV 4 g 6
S 4
*HAH 1 X EFERBEZBREAIEIC (sorafenibnaive ) T0 %4 8
B2 R IEIC I REi e % - @8R HBV, ZAIRF R4 5 S HCV,
N AIRT 3295 5

[0076] 72 bi fE &g 7 M
[0077] {E48 5y 40 LU0 HT HCC B » 484 27 %4 w4 57
- Hp2sHEBEHAMEREKE I HZEDA 1T LA sHEr
R ARG BRI EAS 0 2 LSS 1 W PO R SR A5 T Z s T e

(0078 (£ LATAVEGRIR S ER IS SR b - P A B LS me/kg 1V

£ Q3W 52 Mab-1- & 9 TR IR FEME » (£ 27 2 AT 5H(E

107121942 FEHESE A0202

5535 H 0 3t 43 H(EWHAE)

1113252551-0



1877099
1114091308 FHEEE

111-09-30

WTHCC &g - 3 HEEHIR 2/ VAo EE (PR)> H 9 %E
HEW rREH (SD) - BT & e (PR) FIRBE I (SD)
N ia R PERI A (DCR) B 44% » WE 3 frn - HEORRERT
SR B RS IR BRI FE R RNy R R AL

(00791 A Mab-1 &0y 5 GGG T FI SR E 0V B E R B 4 - & B
AN R R E R E S 28

(0080 4m Efraft » W= BEEFEH S/ Do EE > ZEBE S
P EAMEER =B PRV RM RN CT 54 5 255

ﬁ

=

=
[0081] & 6 & i kit HBV Ekiy HCC i i i Jed & 1y [ B
s A 7 Y -

[0082] & 7 &iow i /E HCC & v 3 38 i o WEUAE 385 48 119 o o 4 g
g Hf - EERBURNDEAZEN - BENEKER 60 5 -
[0083] it 52 M4 M.

[0084] #EHF5e 1 BAASC/ARIAY Mab-1 1Y% P MBI R BB 4
(AE) -

[0085] 40 %4 HCC & A 21 #1347 HaBHMI AE (R
8) B VS EEEA H T 2 4 IR EHIT B2 S BE R
FEHEEEE (n=8) FIERE (n=5)-

[0080] % 8: EAWMME A REH

HCC AEf (N=40)

FiEE | F& =3

5536 H - 3t 43 H(EHHE)
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1877099
1114091308 FHEEE

111-09-30

&
E BB Y AE 21 1
K% 8 0
e & 5 0
AST %I 3 0
R 55 2 0
FH IR BR T AE R 2 0
b IR & K 2 0
ok P 3R 1 1
ALT %1 1 0
11 7% HIL % B8 1 0
I 4 AL 9% B 38 0 1 0
QT £ 1 0
8 K FE 1 0
I 1 0
R 1 0
I 1 0
& - 1 0
[28 &M 1 0
EHRK 1 0
A 1 0
= [T BE 1 0
BEEH -
FH /S 7 88 2R AT BE B e e AH R Y S -
FT MR R 2R (SR -

5537 H 0 35 43 HEWH )

107121942 FEHESE A0202 1113252551-0



1877099
1114091308 FHEEE

111-09-30

[0087] i 4 & A (R DA HIBLAY AE (i koA #H - Hh 2
— W E R R BRI 5 B AE - — %4 49 iy ni i B ik
£47 HBV I HCC - iz @20 ~ HFAIRE > f£5% — HlE——=X
Mab-1 P & 7% A 24 % J2 H 2 e 1 a8 48 (7 S P 6 ~ HE YR R i B0 X ok
) EERFERRNMELNRE FE8F  BETEAME
%4y 5 FHSET < N FMG 221 @ HETRE M - SERE RPN 2
HF 3 - 3 B2 B R R B0 i 1Y OR R

[0088) ELL&4SREHE » ASZABMILAE (Mab-1) Z W2 ;
HEWUMNDBERNREM (AE) WEEFHEMEE - oA -
[0089) 7 ux B HASR & of - 8 i — F Y B Z I AE W98 (n =24/40);
i BUA PR R Ry 64 K (HLE  1-471 K ) BUARAHBTY AE
SUE R A B R BT R (n=1/40 « ZEFAH P RER R BB 485
FE LB AR RN - I BB R E MR T A

X

it

il

o R WEH A EEN B R (HBV+ > n =28 HCV+/HBV+
n=6HCV+ n=2)-{E 3 HBH B EH TS "Wy WM (0
T % B IR AR E b 30%TIRD ) HSE B ERE D B 9
BEEW T RRES 0 H R EER D AFP -
[0090] EHEGI 2 ERAFREVIRNTMAME (HCC) NEET
#H Mab-1 5y 2 Hibt5E

(00911 #f5esest

(0092 &t 2 JHF 9% LA S {846 5 54 #0819 HCC 5 ' Mab-1 11y
DR~ 2% AT 2RISR (PK) - 2 & M/ 2 T

5538 H - 3k 43 H(EHE)

107121942 FEHESE A0202 1113252551-0



1877099
1114091308 FHEEE

111-09-30

BRI REMH (AE)  EFEE MR AE -

[0093] #HZE ANEE

[0094] =18 RAVEE B EZEWRFTF AU T IRGEGHITE ()
AHEREE FREREOY HCC, (b) BAHDZEE IR % (BCLC) C ]
5¢ BCLC B H » Nl & 5 EE AR M EE G EER » A
NEERRENAR A, (o) B AU HCC 2= /D
1Ry BiaH; (d) BAAWMRE RECISTvI.1 a2/ 1 4
A E A 8 (e) child-Pugh 5493 A; (f) WA o FE/RS A
( Eastern Cooperative Oncology Group * ECOG) E I iREE<1;(g)
20 s I BE -

[0095] =54 AT & DAT R & L HERR - (a) BRIV 8 4 2 IR
HCC > WiEk HCC BUR EHEE M HCC &S, (b) (£/eilE
PD-1 = PD-L1 (A% (¢) BERIRM S EMBEEE, (d) 2 K[
A R BT HE A Ik T R Y B RT AR Ce) (R S5 A0 4 F N Y BT BOE (T
Wy E R e #R, (f) BB VR - JF B VB SR 2R =2 ZE iy &
S VEBm I S ERRREPR R - SR ~ B AL St R
(g) fE5H— TG EEY Ty 28 REE S 2] (IR & &
AE) NFEZ W R ALEERE ~ R EA (BT 54 TR F
R - MR E) BUEMARUIAR 8 - RMAEMLTE 14
RWNFEZ#H  BIIEC - I KIEJE (regorafenib ) B {E Al A 72 72
R Y T RLEE B AR (Ch) TR ENTE B B e VRN BT BE 1R S0y
HS R Esm iy, G /R EYE TR 14 RN BAE

5539 H - 3t 43 HEWHAE)

107121942 FEHESE A0202 1113252551-0



1877099
1114091308 FHEEE

111-09-30
A E G EE (FH> 10 mg Y3 Jofy (prednisone ) B( <

R ) BCE A op e H SR Y AT & B AR IR L

[0096] J&¥

[0097] & A Mab-1200mg IV Q3W ;& & o

[0098] EHH 3 EEEFTURNFMMEE (HCC) NEEF
tL#Z Mab-1 BRI FEEE R/ —GEBRNIIB AL MR 3 MR
[0099] #HZEEEET

[0100] 3¢5+ 3 WG 5 LASTE 814 fir 3 Jo A ER A1 & W 3 HCC 1y —
GROA B Mab-1 Yy aiflzs & (E 8) -

[0101] T2 iy & & Ehi Wl e % 40 2 4872 7E 3 (0S ) - i
[ RECIST v1.1 MBS M 7% A% 88 Kl lhn & g R
(ORR) 7l A2y R HAE - H AL H KB Mab-1 Hl
FALIEJE AL & TR ST 5 AL (i jee 4 A [PFS] ~ 2 JE Y £f 4 B [
[DoR] ~ #E e I M [TTP] ~ %20 #& il 2 [DCRIFI e PR 32 25 % [CBR] ) »
B i | AH R 1YY 2R U5 B I M e R AR DL R A A MR RO A2 M 5 T Y ER
7z

[0102] #H%E AEE

[0103] F#e=18 I EEMRFTFELL T HRER i85 (a) fi
EVIBREY ~ ALERE S ENY HCC > (b) W& (FRERI 241 (ECOG)
af7r<1l- Child-Pugh A 73 %1 - (¢ ) BZEE P KT (BCLC) C #]
PR B¢ BCLC » B Wl - KA & & 8 & 1806 9 508 3 3 & 380/
Mt R - I BN SRR IA R 7 (d) REEZIBAL RN

%40 H - 343 HEEYERIE)

107121942 FEHESE A0202 1113252551-0



1877099
1114091308 FHEEE

111-09-30

B HIGH

[0104] & BT & LT R Re 9 HERR - Ca) A1V 8 4k JE ik
HCC ~ R tx HCC BUR G HEE #: f1 HCC A& - (b) b R [T#F
AR BT W 5 AR = 09 B A% > (o) (ERBTRAL AT 28 RN #2321 AT
it (1Y o 0 e 3O R B AT A S sy A R 0 BUAEBE AL TR 14 RN $E
28 FH S P2 8 S Y (R A Hh BRSO EE 0 (d) 2 SRCECTE S AR Y AT I
M (R A RFECDLATAY RS2 ) > (o) AR A RFAY.O BRI ~ Al
1 i e T O SR PR b B T HE K -

[0105] &

[0106] =& &% 1:1 BE#% 5y 41 DL 22 Mab-1 200 mg IV Q3W ¢
I IEJE 400 mg & H WX (BID) LR » E P BE# (L 8 R i g
= NTAAE ~ FFAMERL IV AL ~ ECOG R IR RER ~ 955 [R R 3t 2 oK 7
8- g TIaRE SR ER AN 20E S E P &AL R R A
ol

[0107] HfF 5 5% Ak RO &R 51 50 #

[0108] (a) fli#E RECIST v1.1 - &% | 4 9 HFFE— XIE
FIELIE - (€55 2 HBAMAS 12 RS — RE R 2 E -

(01091 (b) & &t Mab-1 % T 2L IE)C s A5 F ZRERUELEL OS
Ik % 2t -

[0110] (c) Fri/AHEE T ERZELE (FUMBRSNELE
4 % B & 5F {51 ORR ~ PFS ~ DoR fil TTP) -

[0111] (d) FrAEME DLEH a=0.025 (2K 2l a=0.05) #

%41 H - 343 HEEYERIE)

107121942 FEHESE A0202 1113252551-0



1877099
1114091308 FHEEE

111-09-30

7 -

(01121 (e) Ze MMM 21 (RBLE) 6B W% BB
(AE) B G E G P AN AE » DUR I SRR 2 « 2 dn B 1
A T B A 1

(0113 () BO 2 UG AL B4 B E R AR & -
§F 4K 18 8 [EAE (EORTC QLQ-HCCI8) B i i 2 7 2
BB E RIG - B0 30 AR AR & B 1 £
AL 2 P B G AR RO AT R - BN 05 R T 1 &
s -

LOTI4Y  fe 28 s A o 5] 8 8 M 5 5 20 1 5 T2 98
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%
<110> BEBMERAT
<120> FIPD-LBEsIENEGE A RIS BN BAFEREHCO 2N HHE
<130> F18W0404TW

<140> TW 107121942
<141> 2018-06-26

<150> PCT/CN2017/090397
<151> 2017-06-27

<150> US 62/524,967
<151> 2017-06-26

<160> 107

<170> Patentln version 3.5
<210> 1

<211> 444

<212> DNA

<213> B A

<400> 1
ccaggatggt tcttagactc cccagacagg ccctggaacc cccccacctt ctccccagee . 60

ctgctcgtgg tgaccgaagg ggacaacgcc accttcacct gcagcttctc caacacatcg 120
gagagcttcg tgctaaactg gtaccgcatg agccccagcea accagacgga caagctggeec 180
gcctteeeeg aggaccgcag ccagceccggce caggactgec gcettecgtgt cacacaactg 240
cccaacgggc gtgacttcca catgagegtg gtcagggcecc ggcgcaatga cagcggcacc 300
tacctctgtg gggcecatctce cctggecccc aaggcgcaga tcaaagagag cctgcgggca 360
gagctcaggg tgacagagag aagggcagaa gtgcccacag cccaccccag cccctcacce 420
aggccagccg gccagttcca aacc 444

<210> 2
<211> 148
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<212> PRT
<213> A

<400> 2

Pro Gly Trp Phe Leu Asp Ser Pro Asp Arg Pro Trp Asn Pro Pro Thr
1 5 10 15

Phe Ser Pro Ala Leu Leu Val Val Thr Glu Gly Asp Asn Ala Thr Phe
20 25 30

Thr Cys Ser Phe Ser Asn Thr Ser Glu Ser Phe Val Leu Asn Trp Tyr
35 40 45

Arg Met Ser Pro Ser Asn GIn Thr Asp Lys Leu Ala Ala Phe Pro Glu
50 55 60

Asp Arg Ser GIn Pro Gly GIn Asp Cys Arg Phe Arg Val Thr GIn Leu
65 70 75 80

Pro Asn Gly Arg Asp Phe His Met Ser Val Val Arg Ala Arg Arg Asn
85 90 95

Asp Ser Gly Thr Tyr Leu Cys Gly Ala lle Ser Leu Ala Pro Lys Ala
100 105 110

GIn Ile Lys Glu Ser Leu Arg Ala Glu Leu Arg Val Thr Glu Arg Arg
115 120 125

Ala Glu Val Pro Thr Ala His Pro Ser Pro Ser Pro Arg Pro Ala Gly
130 135 140

GIn Phe GIn Thr
145

<210> 3
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<211> 354
<212> DNA
<213> /NZFE

<400> 3
caggtgcagc tgaaggagtc aggacctggce ctggtggcegce cctcaaagaa cctgtccatc 60

acttgcactg tctctgggtt ttcattaacc agctatggtg tacactggat tcgccagect 120
ccaggaaagg gactggaatg gctgggagta atatgggccg gtggaagcac aaattataat 180
tcggctctca tgtccagact gagcatcagc aaagacaact ccaggagcca agttttctta 240
agaatgaaca gtctgcaaac tgatgacaca gccatgtact actgtgccag agcctatggt 300
aactactggt acatcgatgt ctggggcgca gggaccacgg tcaccgtctc ctca 354
<210> 4

<211> 118

<212> PRT

<213> /NZE

<400> 4

Gln Val GIn Leu Lys Glu Ser Gly Pro Gly Leu Val Ala Pro Ser Lys

1 5 10 15

Asn Leu Ser lle Thr Cys Thr Val Ser Gly Phe Ser Leu Thr Ser Tyr
20 25 30

Gly Val His Trp lle Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp Leu
35 40 45

Gly Val lle Trp Ala Gly Gly Ser Thr Asn Tyr Asn Ser Ala Leu Met
50 55 60

Ser Arg Leu Ser lle Ser Lys Asp Asn Ser Arg Ser Gln Val Phe Leu
65 70 75 80

Arg Met Asn Ser Leu GIn Thr Asp Asp Thr Ala Met Tyr Tyr Cys Ala
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85 90 95

Arg Ala Tyr Gly Asn Tyr Trp Tyr lle Asp Val Trp Gly Ala Gly Thr
100 105 110

Thr Val Thr Val Ser Ser
115

<210> 5
<211> 321
<212> DNA
<213> /NZFE

<400> 5
gacattgtga tgacccagac tcccaaattc ctgcttgtat cagcaggaga cagggttacc 60

ataacctgca aggccagtca gagtgtgagt aatgatgtag cttggtacca acagaagcca 120
gggcagtctc ctaaactgct gataaactat gcatttcatc gcttcactgg agtccctgat 180
cgtttcactg gcagtggata tgggacggat ttcattttca ccatcagcac tgtgcaggct 240
gaagacctgg cagtttattt ctgtcaccag gcttatagtt ctccgtacac gttcggaggg 300
gggaccaagc tggaaatgaa a 321

<210> 6

<211> 107

<212> PRT

<213> /NZE

<400> 6

Asp lle Val Met Thr GIn Thr Pro Lys Phe Leu Leu Val Ser Ala Gly

1 5 10 15

Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser Val Ser Asn Asp
20 25 30

Val Ala Trp Tyr GIn GIn Lys Pro Gly GIn Ser Pro Lys Leu Leu lle
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35 40 45

Asn Tyr Ala Phe His Arg Phe Thr Gly Val Pro Asp Arg Phe Thr Gly
50 55 60

Ser Gly Tyr Gly Thr Asp Phe lle Phe Thr lle Ser Thr Val GIn Ala
65 70 75 80

Glu Asp Leu Ala Val Tyr Phe Cys His GIn Ala Tyr Ser Ser Pro Tyr
85 90 95

Thr Phe Gly Gly Gly Thr Lys Leu Glu Met Lys
100 105

<210> 7
<211> 342
<212> DNA
<213> /NZFE

<400> 7
cagatccagt tggtgcagtc tggacctgag ctgaagaagc ctggagagac agtcaagatc 60

tcctgcaagg cttctgggta taccttcaca aactatggaa tgaactgggt gaagcagget 120
ccaggaaagg gtttaaagtg gatgggctgg ataaacaata ataatggaga gccaacatat 180
gctgaagagt tcaagggacg gtttgcecttc tctttggaaa cctctgecag cactgectat 240
ttgcagatca acaacctcaa aaatgaggac acggctacat atttctgtgc aagagatgtt 300
atggactatt ggggtcaagg aacctcagtc accgtctect ca 342

<210> 8

<211> 114

<212> PRT

<213> /NZE

<400> 8

GlIn lle GIn Leu Val GIn Ser Gly Pro Glu Leu Lys Lys Pro Gly Glu
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1 5 10 15

ThrVal Lys lle Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30

Gly Met Asn Trp Val Lys Gln Ala Pro Gly Lys Gly Leu Lys Trp Met
35 40 45

Gly Trp lle Asn Asn Asn Asn Gly Glu Pro Thr Tyr Ala Glu Glu Phe
50 55 60

Lys Gly Arg Phe Ala Phe Ser Leu Glu Thr Ser Ala Ser Thr Ala Tyr
65 70 75 80

Leu GlIn lle Asn Asn Leu Lys Asn Glu Asp Thr Ala Thr Tyr Phe Cys
85 90 95

Ala Arg Asp Val Met Asp Tyr Trp Gly GIn Gly Thr Ser Val Thr Val
100 105 110

Ser Ser

<210> 9
<211> 330
<212> DNA
<213> /NZFE

<400> 9
gacattgtgc tgacccaatc tccagcettct ttggctgtgt ctctagggca gagggccace 60

atatcctgca gagccagtga aagtgttgat aattatggct atagttttat gcactggtac 120
cagcagaaac caggacagcc accccaactc ctcatctate gtgcatccaa cctagaatct 180
gggatccctg ccaggttcag tggcagtggg tctaggacag gettcaccect caccattaat 240

cctgtggagg ctgatgatgt tgcaacctat tactgtcagc aaagtaaaga atatccgacg 300
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ttcggtggag gcaccaagct ggaagtcaaa 330

<210> 10
<211> 110
<212> PRT
<213> /NZFE

<400> 10
Asp lle Val Leu Thr GIn Ser Pro Ala Ser Leu Ala Val Ser Leu Gly
1 5 10 15

GIn Arg Ala Thr Ile Ser Cys Arg Ala Ser Glu Ser Val Asp Asn Tyr
20 25 30

Gly Tyr Ser Phe Met His Trp Tyr GIn GIn Lys Pro Gly GIn Pro Pro
35 40 45

GIn Leu Leu lle Tyr Arg Ala Ser Asn Leu Glu Ser Gly lle Pro Ala
50 55 60

Arg Phe Ser Gly Ser Gly Ser Arg Thr Gly Phe Thr Leu Thr lle Asn
65 70 75 80

Pro Val Glu Ala Asp Asp Val Ala Thr Tyr Tyr Cys GIn GIn Ser Lys
85 90 95

Glu Tyr Pro Thr Phe Gly Gly Gly Thr Lys Leu Glu Val Lys
100 105 110

<210> 11
<211> 10
<212> PRT
<213> /NZFE

<400> 11
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Gly Phe Ser Leu Thr Ser Tyr Gly Val His
1 5 10

<210> 12
<211> 16
<212> PRT
<213> /NZFE

<400> 12

Val lle Trp Ala Gly Gly Ser Thr Asn Tyr Asn Ser Ala Leu Met Ser
1 5 10 15

<210> 13
<211> 12
<212> PRT
<213> /NZFE

<400> 13

Ala Arg Ala Tyr Gly Asn Tyr Trp Tyr lle Asp Val
1 5 10

<210> 14
<211> 11
<212> PRT
<213> /NZFE

<400> 14
Lys Ala Ser GIn Ser Val Ser Asn Asp Val Ala
1 5 10

<210> 15
<211> 7
<212> PRT
<213> /NZFE

<400> 15

Tyr Ala Phe His Arg Phe Thr
1 5
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<210> 16
<211> 9
<212> PRT
<213> /NZFE

<400> 16

His GIn Ala Tyr Ser Ser Pro Tyr Thr
1 5

<210> 17
<211> 10
<212> PRT
<213> /NZFE

<400> 17
Gly Tyr Thr Phe Thr Asn Tyr Gly Met Asn
1 5 10

<210> 18
<211> 17
<212> PRT
<213> /NZFE

<400> 18
Trp lle Asn Asn Asn Asn Gly Glu Pro Thr Tyr Ala Glu Glu Phe Lys
1 5 10 15

Gly

<210> 19
<211> 7
<212> PRT
<213> /NZFE

<400> 19
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Ala Arg Asp Val Met Asp Tyr

1

<210>
<211>
<212>
<213>

<400>

Arg Ala Ser Glu Ser Val Asp Asn Tyr Gly Tyr Ser Phe Met His

1

<210>
<211>
<212>
<213>

<400>

5

20
15
PRT

INKEE,

20

5 10 15

21
7
PRT

INKEE,

21

Arg Ala Ser Asn Leu Glu Ser

1

<210>
<211>
<212>
<213>

<400>

5

22
8
PRT

INKEE,

22

GIn GIn Ser Lys Glu Tyr Pro Thr

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

23

354

DNA

ALF3

317-4B6 cDNA-Vh

23

10

IIIF09H30H FrifEiE
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caggtgcagc tgcaggagtc gggaccagga ctggtgaagc cttcggagac cctgtcectc 60
acctgcactg tctctgggtt ttcattaacc agctatggtg tacactggat ccggcagece 120
ccagggaagg gactggagtg gatcggggtc atatacgccg atggaagcac aaattataat 180
cccteectca agagtcgagt gaccatatca aaagacacct ccaagaacca ggtttcectg 240
aagctgagct ctgtgaccgc tgcggacacg gcecgtgtatt actgtgcgag agectatggt 300
aactactggt acatcgatgt ctggggccaa gggaccacgg tcaccgtctc ctca 354
<210> 24

<211> 118

<212> PRT

<213> AR

<220>
<223> 317-4B6 pro-Vh

<400> 24
Gln Val GIn Leu GIn Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Thr Ser Tyr
20 25 30

Gly Val His Trp lle Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Val lle Tyr Ala Asp Gly Ser Thr Asn Tyr Asn Pro Ser Leu Lys
50 55 60

Ser Arg Val Thr lle Ser Lys Asp Thr Ser Lys Asn GIn Val Ser Leu
65 70 75 80

Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

11
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Arg Ala Tyr Gly Asn Tyr Trp Tyr lle Asp Val Trp Gly GIn Gly Thr
100 105 110

Thr Val Thr Val Ser Ser
115

<210> 25
<211> 321
<212> DNA
<213> AIR3

<220>
<223> 317-4B6 cDNA-Vk

<400> 25
gacatcgtga tgacccagtc tccagactcc ctggctgtgt ctctgggecga gagggcecacc 60

atcaactgca agtccagcga gagtgtgagt aatgatgtag cttggtacca gcagaaacca 120
ggacagcctc ctaagctgct cattaactat gcatttcatc gcttcactgg ggtcecctgac 180
cgattcagtg gcagcgggta tgggacagat ttcactctca ccatcagcag cctgcaggcet 240
gaagatgtgg cagtttatta ctgtcaccag gcttatagtt ctccgtacac gtttggccag 300
gggaccaagc tggagatcaa a 321

<210> 26

<211> 107

<212> PRT

<213> AR

<220>
<223> 317-4B6 pro-Vk

<400> 26

Asp lle Val Met Thr GIn Ser Pro Asp Ser Leu Ala Val Ser Leu Gly
1 5 10 15

Glu Arg Ala Thr lle Asn Cys Lys Ser Ser Glu Ser Val Ser Asn Asp

12
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20 25 30

Val Ala Trp Tyr GIn GIn Lys Pro Gly GIn Pro Pro Lys Leu Leu lle
35 40 45

Asn Tyr Ala Phe His Arg Phe Thr Gly Val Pro Asp Arg Phe Ser Gly
50 55 60

Ser Gly Tyr Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu GIn Ala
65 70 75 80

Glu Asp Val Ala Val Tyr Tyr Cys His GIn Ala Tyr Ser Ser Pro Tyr
85 90 95

Thr Phe Gly GIn Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 27
<211> 342
<212> DNA
<213> AIR3

<220>
<223> 326-4A3 cDNA-Vh

<400> 27
caggtgcagc tggtgcagag cggcagcgag ctgaagaagc ccggcgcecag cgtgaaggtg 60

agctgcaagg ccagcggcta caccttcacc aactacggca tgaactgggt gagacaggcec 120
cccggcecagg gectgaagtg gatgggcetgg atcaacaaca acaacgcecga geccacctac 180
gcccaggact tcagaggceag attcgtgttc agectggaca ccagcgcecag caccgectac 240

ctgcagatca gcagectgaa gaccgaggac accgecgtgt actactgege cagagacgtg 300

atggactact ggggccaggg caccctggtg accgtgagca gc 342

<210> 28

13
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<211> 114
<212> PRT
<213> AR

<220>
<223> 326-4A3 pro-Vh

<400> 28
Gln Val GIn Leu Val GIn Ser Gly Ser Glu Leu Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30

Gly Met Asn Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Lys Trp Met
35 40 45

Gly Trp lle Asn Asn Asn Asn Ala Glu Pro Thr Tyr Ala GIn Asp Phe
50 55 60

Arg Gly Arg Phe Val Phe Ser Leu Asp Thr Ser Ala Ser Thr Ala Tyr
65 70 75 80

Leu GIn lle Ser Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Asp Val Met Asp Tyr Trp Gly GIn Gly Thr Leu Val Thr Val
100 105 110

Ser Ser

<210> 29
<211> 330
<212> DNA
<213> AIR3

14
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<220>
<223> 326-4A3 cDNA-Vk

<400> 29
gacattgtgc tgacccagtc tccagcectec ttggecgtgt ctccaggaca gagggccace 60

atcacctgca gagccagtga aagtgttgat aattatggct atagttttat gcactggtat 120
cagcagaaac caggacaacc tcctaaactc ctgatttacc gtgcatccaa cctagaatct 180
ggggtcccag ccaggttcag cggcagtggg tctgggaccg atttcaccct cacaattaat 240
cctgtggaag ctgaggatac tgcaaattat tactgtcagc aaagtaaaga atatccgacg 300
ttcggcggag ggaccaaggt ggagatcaaa 330

<210> 30

<211> 110

<212> PRT

<213> AR

<220>
<223> 326-4A3 pro-Vk

<400> 30
Asp lle Val Leu Thr GIn Ser Pro Ala Ser Leu Ala Val Ser Pro Gly
1 5 10 15

GIn Arg Ala Thr Ile Thr Cys Arg Ala Ser Glu Ser Val Asp Asn Tyr
20 25 30

Gly Tyr Ser Phe Met His Trp Tyr GIn GIn Lys Pro Gly GIn Pro Pro
35 40 45

Lys Leu Leu lle Tyr Arg Ala Ser Asn Leu Glu Ser Gly Val Pro Ala
50 55 60

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Asn
65 70 75 80

15
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Pro Val Glu Ala Glu Asp Thr Ala Asn Tyr Tyr Cys Gln GIn Ser Lys
85 90 95

Glu Tyr Pro Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
100 105 110

<210> 31
<211> 10
<212> PRT
<213> /NZFE

<400> 31
Gly Phe Ser Leu Thr Ser Tyr Gly Val His
1 5 10

<210> 32
<211> 16
<212> PRT
<213> AIR3

<220>
<223> 317-4B6 H-CDR2s{CDR-H2

<400> 32
Val lle Tyr Ala Asp Gly Ser Thr Asn Tyr Asn Pro Ser Leu Lys Ser
1 5 10 15

<210> 33

<211> 12

<212> PRT

<213> NRE

<400> 33

Ala Arg Ala Tyr Gly Asn Tyr Trp Tyr lle Asp Val
1 5 10

<210> 34

16
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<211> 11
<212> PRT
<213> AR5

<220>
<223> 317-4B6 L-CDR1g;CDR-L1

<400> 34

Lys Ser Ser Glu Ser Val Ser Asn Asp Val Ala
1 5 10

<210> 35
<211> 7
<212> PRT
<213> /NZFE

<400> 35
Tyr Ala Phe His Arg Phe Thr
1 5

<210> 36
<211> 9
<212> PRT
<213> /NZFE

<400> 36
His GIn Ala Tyr Ser Ser Pro Tyr Thr
1 5

<210> 37
<211> 10
<212> PRT
<213> /NZFE

<400> 37

Gly Tyr Thr Phe Thr Asn Tyr Gly Met Asn
1 5 10

17
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<210> 38
<211> 17
<212> PRT
<213> AIR3

<220>
<223> 326-4A3 H-CDR2&(CDR-H?2

<400> 38
Trp lle Asn Asn Asn Asn Ala Glu Pro Thr Tyr Ala GIn Asp Phe Arg
1 5 10 15

Gly

<210> 39
<211> 7
<212> PRT
<213> /NZFE

<400> 39
Ala Arg Asp Val Met Asp Tyr
1 5

<210> 40
<211> 15
<212> PRT
<213> /NZFE

<400> 40
Arg Ala Ser Glu Ser Val Asp Asn Tyr Gly Tyr Ser Phe Met His
1 5 10 15

<210> 41
<211> 7
<212> PRT
<213> /NZFE

<400> 41

18
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Arg Ala Ser Asn Leu Glu Ser
1 5

<210> 42
<211> 8
<212> PRT
<213> /NZFE

<400> 42
Gln GIn Ser Lys Glu Tyr Pro Thr
1 5

<210> 43
<211> 118
<212> PRT
<213> AIR3

<220>
<223> 317-4B2 pro-Vh

<400> 43
Gln Val GIn Leu GIn Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Thr Ser Tyr
20 25 30

Gly Val His Trp lle Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Val lle Tyr Ala Gly Gly Ser Thr Asn Tyr Asn Pro Ser Leu Lys
50 55 60

Ser Arg Val Thr lle Ser Lys Asp Thr Ser Lys Asn GIn Phe Ser Leu
65 70 75 80

19
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Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Ala Tyr Gly Asn Tyr Trp Tyr lle Asp Val Trp Gly GIn Gly Thr
100 105 110

Thr Val Thr Val Ser Ser
115

<210> 44
<211> 107
<212> PRT
<213> AIR3

<220>
<223> 317-4B2 pro-Vk

<400> 44
Asp lle Val Met Thr GIn Ser Pro Asp Ser Leu Ala Val Ser Leu Gly
1 5 10 15

Glu Arg Ala Thr lle Asn Cys Lys Ser Ser Glu Ser Val Ser Asn Asp
20 25 30

Val Ala Trp Tyr GIn GIn Lys Pro Gly GIn Pro Pro Lys Leu Leu lle
35 40 45

Asn Tyr Ala Phe His Arg Phe Thr Gly Val Pro Asp Arg Phe Ser Gly
50 55 60

Ser Gly Tyr Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu GIn Ala
65 70 75 80

Glu Asp Val Ala Val Tyr Tyr Cys His GIn Ala Tyr Ser Ser Pro Tyr
85 90 95

20
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Thr Phe Gly GIn Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 45
<211> 118
<212> PRT
<213> AIR3

<220>
<223> 317-4BS pro-Vh

<400> 45
Gln Val GIn Leu GIn Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Thr Ser Tyr
20 25 30

Gly Val His Trp lle Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Val lle Tyr Ala Gly Gly Ser Thr Asn Tyr Asn Pro Ser Leu Lys
50 55 60

Ser Arg Val Thr lle Ser Lys Asp Thr Ser Lys Asn GIn Val Ser Leu
65 70 75 80

Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Ala Tyr Gly Asn Tyr Trp Tyr lle Asp Val Trp Gly GIn Gly Thr
100 105 110

Thr Val Thr Val Ser Ser
115

21
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<210> 46
<211> 107
<212> PRT
<213> AIR3

<220>
<223> 317-4BS pro-Vk

<400> 46
Asp lle Val Met Thr GIn Ser Pro Asp Ser Leu Ala Val Ser Leu Gly
1 5 10 15

Glu Arg Ala Thr lle Asn Cys Lys Ser Ser Glu Ser Val Ser Asn Asp
20 25 30

Val Ala Trp Tyr GIn GIn Lys Pro Gly GIn Pro Pro Lys Leu Leu lle
35 40 45

Asn Tyr Ala Phe His Arg Phe Thr Gly Val Pro Asp Arg Phe Ser Gly
50 55 60

Ser Gly Tyr Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu GIn Ala
65 70 75 80

Glu Asp Val Ala Val Tyr Tyr Cys His GIn Ala Tyr Ser Ser Pro Tyr
85 90 95

Thr Phe Gly GIn Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 47
<211> 354
<212> DNA
<213> AIR3

<220>
<223> 317-1 cDNA-Vh

22
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<400> 47
caggtgcagc tgcaggagtc gggaccagga ctggtgaagc cttcggagac cctgtcectc 60

acctgcactg tctctgggtt ttcattaacc agctatggtg tacactggat ccggcagece 120
ccagggaagg gactggagtg gctgggggtc atatgggccg gtggaagcac aaattataat 180
cccteectca agagtcgact gaccatatca aaagacaact ccaagagceca ggtttcectg 240
aagatgagct ctgtgaccgc tgcggacacg gecgtgtatt actgtgcgag agectatggt 300
aactactggt acatcgatgt ctggggccaa gggaccacgg tcaccgtctc ctca 354
<210> 48

<211> 118

<212> PRT

<213> AR

<220>
<223> 317-1pro-Vh

<400> 48
Gln Val GIn Leu GIn Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Thr Ser Tyr
20 25 30

Gly Val His Trp lle Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp Leu
35 40 45

Gly Val lle Trp Ala Gly Gly Ser Thr Asn Tyr Asn Pro Ser Leu Lys
50 55 60

Ser Arg Leu Thr lle Ser Lys Asp Asn Ser Lys Ser GIn Val Ser Leu
65 70 75 80

Lys Met Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

23
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Arg Ala Tyr Gly Asn Tyr Trp Tyr lle Asp Val Trp Gly GIn Gly Thr
100 105 110

Thr Val Thr Val Ser Ser
115

<210> 49
<211> 321
<212> DNA
<213> AIR3

<220>
<223> 317-1 cDNA-Vk

<400> 49
gacatcgtga tgacccagtc tccagactcc ctggctgtgt ctctgggecga gagggcecacc 60

atcaactgca aggccagcca gagtgtgagt aatgatgtag cttggtacca gcagaaacca 120
ggacagcctc ctaagctgct cattaactat gcatttcatc gcttcactgg ggtcecctgac 180
cgattcagtg gcagcgggta tgggacagat ttcactctca ccatcagcag cctgcaggcet 240
gaagatgtgg cagtttatta ctgtcaccag gcttatagtt ctccgtacac gtttggcggg 300
gggaccaagc tggagatcaa a 321

<210> 50

<211> 107

<212> PRT

<213> AR

<220>
<223> 317-1 pro-Vk

<400> 50

Asp lle Val Met Thr GIn Ser Pro Asp Ser Leu Ala Val Ser Leu Gly
1 5 10 15

24
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Glu Arg Ala Thr lle Asn Cys Lys Ala Ser GIn Ser Val Ser Asn Asp
20 25 30

Val Ala Trp Tyr GIn GIn Lys Pro Gly GIn Pro Pro Lys Leu Leu lle
35 40 45

Asn Tyr Ala Phe His Arg Phe Thr Gly Val Pro Asp Arg Phe Ser Gly
50 55 60

Ser Gly Tyr Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu GIn Ala
65 70 75 80

Glu Asp Val Ala Val Tyr Tyr Cys His GIn Ala Tyr Ser Ser Pro Tyr
85 90 95

Thr Phe Gly Gly Gly Thr Lys Leu Glu lle Lys
100 105

<210> 51
<211> 114
<212> PRT
<213> AIR3

<220>
<223> 326-3B1 pro-Vh

<400> 51
Gln Val GIn Leu Val GIn Ser Gly Ser Glu Leu Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30

Gly Met Asn Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Lys Trp Met
35 40 45
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Gly Trp lle Asn Asn Asn Asn Gly Glu Pro Thr Tyr Ala GIn Asp Phe
50 55 60

Arg Gly Arg Phe Val Phe Ser Leu Asp Thr Ser Ala Ser Thr Ala Tyr
65 70 75 80

Leu GIn lle Ser Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Asp Val Met Asp Tyr Trp Gly GIn Gly Thr Leu Val Thr Val
100 105 110

Ser Ser

<210> 52
<211> 110
<212> PRT
<213> AIR3

<220>
<223> 326-3B1 pro-Vk

<400> 52
Asp lle Val Leu Thr GIn Ser Pro Ala Ser Leu Ala Val Ser Pro Gly
1 5 10 15

GIn Arg Ala Thr Ile Thr Cys Arg Ala Ser Glu Ser Val Asp Asn Tyr
20 25 30

Gly Tyr Ser Phe Met His Trp Tyr GIn GIn Lys Pro Gly GIn Pro Pro
35 40 45

Lys Leu Leu lle Tyr Arg Ala Ser Asn Leu Glu Ser Gly Val Pro Ala
50 55 60
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Arg Phe Ser Gly Ser Gly Ser Arg Thr Asp Phe Thr Leu Thr lle Asn
65 70 75 80

Pro Val Glu Ala Asn Asp Thr Ala Asn Tyr Tyr Cys GIn GIn Ser Lys
85 90 95

Glu Tyr Pro Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
100 105 110

<210> 53
<211> 114
<212> PRT
<213> AR

<220>
<223> 326-3G1 pro-Vh

<400> 53
GIn Val GIn Leu Val GIn Ser Gly Pro Glu Leu Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30

Gly Met Asn Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Lys Trp Met
35 40 45

Gly Trp lle Asn Asn Asn Asn Gly Glu Pro Thr Tyr Ala GIn Asp Phe
50 55 60

Arg Gly Arg Phe Val Phe Ser Leu Asp Thr Ser Ala Ser Thr Ala Tyr
65 70 75 80

Leu GIn lle Ser Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
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Ala Arg Asp Val Met Asp Tyr Trp Gly GIn Gly Thr Leu Val Thr Val
100 105 110

Ser Ser

<210> 54
<211> 110
<212> PRT
<213> AIR3

<220>
<223> 326-3G1 pro-Vk

<400> 54
Asp lle Val Leu Thr GIn Ser Pro Ala Ser Leu Ala Val Ser Pro Gly
1 5 10 15

GIn Arg Ala Thr Ile Thr Cys Arg Ala Ser Glu Ser Val Asp Asn Tyr
20 25 30

Gly Tyr Ser Phe Met His Trp Tyr GIn GIn Lys Pro Gly GIn Pro Pro
35 40 45

Lys Leu Leu lle Tyr Arg Ala Ser Asn Leu Glu Ser Gly Val Pro Ala
50 55 60

Arg Phe Ser Gly Ser Gly Ser Arg Thr Asp Phe Thr Leu Thr lle Asn
65 70 75 80

Pro Val Glu Ala Asn Asp Thr Ala Asn Tyr Tyr Cys GIn GIn Ser Lys
85 90 95

Glu Tyr Pro Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
100 105 110
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<210> 55
<211> 342
<212> DNA
<213> AR

<220>
<223> 326-1 cDNA-Vh

<400> 55
caggtgcagc tggtgcagag cggcagcgag ctgaagaagc ccggcgcecag cgtgaaggtg 60

agctgcaagg ccagcggcta caccttcacc aactacggca tgaactgggt gagacaggcec 120
cccggcecagg gectggagtg gatgggcetgg atcaacaaca acaacggcega geccacctac 180
gcccagggct tcagaggceag attcgtgttc agectggaca ccagcgecag caccgectac 240
ctgcagatca gcagcctgaa gaccgaggac accgecgtgt acttctgege cagagacgtg 300
atggactact ggggccaggg caccaccgtg accgtgagca gc 342

<210> 56

<211> 114

<212> PRT

<213> AR

<220>
<223> 326-1 pro-Vh

<400> 56
Gln Val GIn Leu Val GIn Ser Gly Ser Glu Leu Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30

Gly Met Asn Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met
35 40 45

Gly Trp lle Asn Asn Asn Asn Gly Glu Pro Thr Tyr Ala GIn Gly Phe
50 55 60
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Arg Gly Arg Phe Val Phe Ser Leu Asp Thr Ser Ala Ser Thr Ala Tyr
65 70 75 80

Leu GIn lle Ser Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr Phe Cys
85 90 95

Ala Arg Asp Val Met Asp Tyr Trp Gly GIn Gly Thr Thr Val Thr Val
100 105 110

Ser Ser

<210> 57
<211> 330
<212> DNA
<213> AIR3

<220>
<223> 326-1 cDNA-Vk

<400> 57
gacattgtgc tgacccagtc tccagcectec ttggecgtgt ctccaggaca gagggccace 60

atcacctgca gagccagtga aagtgttgat aattatggct atagttttat gcactggtat 120
cagcagaaac caggacaacc tcctaaactc ctgatttacc gtgcatccaa cctagaatct 180
ggggtcccag ccaggttcag cggcagtggg tctaggaccg atttcaccct cacaattaat 240
cctgtggaag ctaatgatac tgcaaattat tactgtcagc aaagtaaaga atatccgacg 300
ttcggcggag ggaccaaggt ggagatcaaa 330

<210> 58

<211> 110

<212> PRT

<213> AR

<220>

30
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<223> 326-1 pro-Vk

<400> 58

Asp lle Val Leu Thr GIn Ser Pro Ala Ser Leu Ala Val Ser Pro Gly
1 5 10 15

GIn Arg Ala Thr Ile Thr Cys Arg Ala Ser Glu Ser Val Asp Asn Tyr
20 25 30

Gly Tyr Ser Phe Met His Trp Tyr GIn GIn Lys Pro Gly GIn Pro Pro
35 40 45

Lys Leu Leu lle Tyr Arg Ala Ser Asn Leu Glu Ser Gly Val Pro Ala
50 55 60

Arg Phe Ser Gly Ser Gly Ser Arg Thr Asp Phe Thr Leu Thr lle Asn
65 70 75 80

Pro Val Glu Ala Asn Asp Thr Ala Asn Tyr Tyr Cys GIn GIn Ser Lys
85 90 95

Glu Tyr Pro Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
100 105 110

<210> 59
<211> 16
<212> PRT
<213> AIR3

<220>
<223> 317-1 H-CDR2g;CDR-H2

<400> 59

Val lle Trp Ala Gly Gly Ser Thr Asn Tyr Asn Pro Ser Leu Lys Ser
1 5 10 15
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<210> 60
<211> 16
<212> PRT
<213> AIR3

<220>
<223> 317-4B2 H-CDR2gCDR-H?2

<400> 60
Val lle Tyr Ala Gly Gly Ser Thr Asn Tyr Asn Pro Ser Leu Lys Ser
1 5 10 15

<210> 61
<211> 11
<212> PRT
<213> AIR3

<220>
<223> 317-4B2 L-CDR1g;CDR-L1

<400> 61
Lys Ser Ser Glu Ser Val Ser Asn Asp Val Ala
1 5 10

<210> 62
<211> 17
<212> PRT
<213> AIR3

<220>
<223> 326-1 H-CDR2g;CDR-H2

<400> 62

Trp lle Asn Asn Asn Asn Gly Glu Pro Thr Tyr Ala GIn Gly Phe Arg
1 5 10 15

Gly
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<210> 63
<211> 17
<212> PRT
<213> AIR3

<220>
<223> 326-3G1 H-CDR2g;CDR-H2

<400> 63
Trp lle Asn Asn Asn Asn Gly Glu Pro Thr Tyr Ala GIn Asp Phe Arg
1 5 10 15

Gly

<210> 64
<211> 118
<212> PRT
<213> AIR3

<220>
<223> 317-3A1 pro-Vh

<400> 64
Gln Val GIn Leu GIn Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Thr Ser Tyr
20 25 30

Gly Val His Trp lle Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Val lle Trp Ala Gly Gly Ser Thr Asn Tyr Asn Pro Ser Leu Lys
50 55 60

Ser Arg Val Thr lle Ser Val Asp Thr Ser Lys Asn GIn Phe Ser Leu
65 70 75 80
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Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Ala Tyr Gly Asn Tyr Trp Tyr lle Asp Val Trp Gly GIn Gly Thr
100 105 110

Thr Val Thr Val Ser Ser
115

<210> 65
<211> 118
<212> PRT
<213> AR

<220>
<223> 317-3C1 pro-Vh

<400> 65
Gln Val GIn Leu GIn Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Thr Ser Tyr
20 25 30

Gly Val His Trp lle Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp Leu
35 40 45

Gly Val lle Trp Ala Gly Gly Ser Thr Asn Tyr Asn Pro Ser Leu Lys
50 55 60

Ser Arg Val Thr lle Ser Val Asp Thr Ser Lys Asn GIn Phe Ser Leu
65 70 75 80

Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95
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Arg Ala Tyr Gly Asn Tyr Trp Tyr lle Asp Val Trp Gly GIn Gly Thr
100 105 110

Thr Val Thr Val Ser Ser
115

<210> 66
<211> 118
<212> PRT
<213> AR

<220>
<223> 317-3E1 pro-Vh

<400> 66
Gln Val GIn Leu GIn Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Thr Ser Tyr
20 25 30

Gly Val His Trp lle Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Val lle Trp Ala Gly Gly Ser Thr Asn Tyr Asn Pro Ser Leu Lys
50 55 60

Ser Arg Val Thr lle Ser Val Asp Thr Ser Lys Ser GIn Phe Ser Leu
65 70 75 80

Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Ala Tyr Gly Asn Tyr Trp Tyr lle Asp Val Trp Gly GIn Gly Thr
100 105 110
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Thr Val Thr Val Ser Ser
115

<210> 67
<211> 118
<212> PRT
<213> AIR3

<220>
<223> 317-3F1 pro-Vh

<400> 67
Gln Val GIn Leu GIn Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Thr Ser Tyr
20 25 30

Gly Val His Trp lle Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Val lle Trp Ala Gly Gly Ser Thr Asn Tyr Asn Pro Ser Leu Lys
50 55 60

Ser Arg Val Thr lle Ser Val Asp Thr Ser Lys Asn Gln Val Ser Leu
65 70 75 80

Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Ala Tyr Gly Asn Tyr Trp Tyr lle Asp Val Trp Gly GIn Gly Thr
100 105 110

Thr Val Thr Val Ser Ser
115
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<210> 68
<211> 118
<212> PRT
<213> AR

<220>
<223> 317-3G1 pro-Vh

<400> 68
Gln Val GIn Leu GIn Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Thr Ser Tyr
20 25 30

Gly Val His Trp lle Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Val lle Trp Ala Gly Gly Ser Thr Asn Tyr Asn Pro Ser Leu Lys
50 55 60

Ser Arg Val Thr lle Ser Val Asp Thr Ser Lys Ser GIn Val Ser Leu
65 70 75 80

Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Ala Tyr Gly Asn Tyr Trp Tyr lle Asp Val Trp Gly GIn Gly Thr
100 105 110

Thr Val Thr Val Ser Ser
115

<210> 69
<211> 118
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<212> PRT
<213> ATR3

<220>
<223> 317-3H1 pro-Vh

<400> 69
Gln Val GIn Leu GIn Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Thr Ser Tyr
20 25 30

Gly Val His Trp lle Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Val lle Trp Ala Gly Gly Ser Thr Asn Tyr Asn Pro Ser Leu Lys
50 55 60

Ser Arg Val Thr lle Ser Lys Asp Thr Ser Lys Ser GlIn Val Ser Leu
65 70 75 80

Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Ala Tyr Gly Asn Tyr Trp Tyr lle Asp Val Trp Gly GIn Gly Thr
100 105 110

Thr Val Thr Val Ser Ser
115

<210> 70
<211> 118
<212> PRT
<213> AIR3

<220>
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<223> 317-3I1 pro-Vh

<400> 70

Gln Val GIn Leu GIn Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Thr Ser Tyr
20 25 30

Gly Val His Trp lle Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Val lle Trp Ala Gly Gly Ser Thr Asn Tyr Asn Pro Ser Leu Lys
50 55 60

Ser Arg Val Thr lle Ser Lys Asp Thr Ser Lys Asn GIn Val Ser Leu
65 70 75 80

Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Ala Tyr Gly Asn Tyr Trp Tyr lle Asp Val Trp Gly GIn Gly Thr
100 105 110

Thr Val Thr Val Ser Ser
115

<210> 71
<211> 118
<212> PRT
<213> AIR3

<220>
<223> 317-4B1 pro-Vh

<400> 71
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Gln Val GIn Leu GIn Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Thr Ser Tyr
20 25 30

Gly Val His Trp lle Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Val lle Trp Ala Gly Gly Ser Thr Asn Tyr Asn Pro Ser Leu Lys
50 55 60

Ser Arg Val Thr lle Ser Lys Asp Thr Ser Lys Asn GIn Phe Ser Leu
65 70 75 80

Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Ala Tyr Gly Asn Tyr Trp Tyr lle Asp Val Trp Gly GIn Gly Thr
100 105 110

Thr Val Thr Val Ser Ser
115

<210> 72
<211> 118
<212> PRT
<213> AIR3

<220>
<223> 317-4B3 pro-Vh

<400> 72

Gln Val GIn Leu GIn Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
1 5 10 15
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Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Thr Ser Tyr
20 25 30

Gly Val His Trp lle Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Val lle Asn Ala Gly Gly Ser Thr Asn Tyr Asn Pro Ser Leu Lys
50 55 60

Ser Arg Val Thr lle Ser Lys Asp Thr Ser Lys Asn GIn Phe Ser Leu
65 70 75 80

Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Ala Tyr Gly Asn Tyr Trp Tyr lle Asp Val Trp Gly GIn Gly Thr
100 105 110

Thr Val Thr Val Ser Ser
115

<210> 73
<211> 118
<212> PRT
<213> AIR3

<220>
<223> 317-4B4 pro-Vh

<400> 73
Gln Val GIn Leu GIn Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Thr Ser Tyr
20 25 30
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Gly Val His Trp lle Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Val lle Trp Ala Gly Gly Ser Thr Asn Tyr Asn Pro Ser Leu Lys
50 55 60

Ser Arg Val Thr lle Ser Lys Asp Thr Ser Lys Asn GIn Phe Ser Leu
65 70 75 80

Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Ala Tyr Gly Asn Tyr Pro Tyr lle Asp Val Trp Gly GIn Gly Thr
100 105 110

Thr Val Thr Val Ser Ser
115

<210> 74
<211> 107
<212> PRT
<213> AIR3

<220>
<223> 317-4A2 pro-Vk

<400> 74
Asp lle Val Met Thr GIn Ser Pro Asp Ser Leu Ala Val Ser Leu Gly
1 5 10 15

Glu Arg Ala Thr lle Asn Cys Lys Ser Ser GIn Ser Val Ser Asn Asp
20 25 30

Val Ala Trp Tyr GIn GIn Lys Pro Gly GIn Pro Pro Lys Leu Leu lle
35 40 45
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Asn Tyr Ala Phe His Arg Phe Thr Gly Val Pro Asp Arg Phe Ser Gly
50 55 60

Ser Gly Tyr Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu GIn Ala
65 70 75 80

Glu Asp Val Ala Val Tyr Tyr Cys His GIn Ala Tyr Ser Ser Pro Tyr
85 90 95

Thr Phe Gly GIn Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 75
<211> 114
<212> PRT
<213> AIR3

<220>
<223> 326-3A1 pro-Vh

<400> 75
GIn Val GIn Leu Val GIn Ser Gly Pro Glu Leu Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30

Gly Met Asn Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met
35 40 45

Gly Trp lle Asn Asn Asn Asn Gly Glu Pro Thr Tyr Ala GIn Gly Phe
50 55 60

Arg Gly Arg Phe Val Phe Ser Leu Asp Thr Ser Ala Ser Thr Ala Tyr
65 70 75 80
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Leu GIn lle Ser Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Asp Val Met Asp Tyr Trp Gly GIn Gly Thr Leu Val Thr Val
100 105 110

Ser Ser

<210> 76
<211> 114
<212> PRT
<213> AIR3

<220>
<223> 326-3C1 pro-Vh

<400> 76
GIn Val GIn Leu Val GIn Ser Gly Pro Glu Leu Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30

Gly Met Asn Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Lys Trp Met
35 40 45

Gly Trp lle Asn Asn Asn Asn Gly Glu Pro Thr Tyr Ala GIn Asp Phe
50 55 60

Arg Gly Arg Phe Val Phe Ser Leu Asp Thr Ser Ala Ser Thr Ala Tyr
65 70 75 80

Leu GIn lle Ser Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
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Ala Arg Asp Val Met Asp Tyr Trp Gly GIn Gly Thr Thr Val Thr Val
100 105 110

Ser Ser

<210> 77
<211> 114
<212> PRT
<213> AIR3

<220>
<223> 326-3D1 pro-Vh

<400> 77
Gln Val GIn Leu Val GIn Ser Gly Ser Glu Leu Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30

Gly Met Asn Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met
35 40 45

Gly Trp lle Asn Asn Asn Asn Gly Glu Pro Thr Tyr Ala GIn Gly Phe
50 55 60

Arg Gly Arg Phe Val Phe Ser Leu Asp Thr Ser Ala Ser Thr Ala Tyr
65 70 75 80

Leu GIn lle Ser Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Asp Val Met Asp Tyr Trp Gly GIn Gly Thr Leu Val Thr Val
100 105 110
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Ser Ser

<210> 78
<211> 114
<212> PRT
<213> AIR3

<220>
<223> 326-3E1 pro-Vh

<400> 78

Gln Val GIn Leu Val GIn Ser Gly Ser Glu Leu Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30

Gly Met Asn Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Lys Trp Met
35 40 45

Gly Trp lle Asn Asn Asn Asn Gly Glu Pro Thr Tyr Ala GIn Asp Phe
50 55 60

Arg Gly Arg Phe Val Phe Ser Leu Asp Thr Ser Ala Ser Thr Ala Tyr
65 70 75 80

Leu GIn lle Ser Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Asp Val Met Asp Tyr Trp Gly GIn Gly Thr Thr Val Thr Val
100 105 110

Ser Ser
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<210> 79
<211> 114
<212> PRT
<213> AIR3

<220>
<223> 326-3F1 pro-Vh

<400> 79
GIn Val GIn Leu Val GIn Ser Gly Pro Glu Leu Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30

Gly Met Asn Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met
35 40 45

Gly Trp lle Asn Asn Asn Asn Gly Glu Pro Thr Tyr Ala GIn Gly Phe
50 55 60

Arg Gly Arg Phe Val Phe Ser Leu Asp Thr Ser Ala Ser Thr Ala Tyr
65 70 75 80

Leu GIn lle Ser Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Asp Val Met Asp Tyr Trp Gly GIn Gly Thr Thr Val Thr Val
100 105 110

Ser Ser

<210> 80
<211> 114
<212> PRT
<213> AR
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<220>
<223> 326-3B N55D pro-Vh

<400> 80
Gln Val GIn Leu Val GIn Ser Gly Ser Glu Leu Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30

Gly Met Asn Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Lys Trp Met
35 40 45

Gly Trp lle Asn Asn Asn Asp Gly Glu Pro Thr Tyr Ala GIn Asp Phe
50 55 60

Arg Gly Arg Phe Val Phe Ser Leu Asp Thr Ser Ala Ser Thr Ala Tyr
65 70 75 80

Leu GIn lle Ser Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Asp Val Met Asp Tyr Trp Gly GIn Gly Thr Leu Val Thr Val
100 105 110

Ser Ser

<210> 81
<211> 110
<212> PRT
<213> AIR3

<220>
<223> 326-4A1 pro-Vk

48
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<400> 81
Asp lle Val Leu Thr GIn Ser Pro Ala Ser Leu Ala Val Ser Pro Gly
1 5 10 15

GIn Arg Ala Thr Ile Thr Cys Arg Ala Ser Glu Ser Val Asp Asn Tyr
20 25 30

Gly Tyr Ser Phe Met His Trp Tyr GIn GIn Lys Pro Gly GIn Pro Pro
35 40 45

Lys Leu Leu lle Tyr Arg Ala Ser Asn Leu Glu Ser Gly Val Pro Ala
50 55 60

Arg Phe Ser Gly Ser Gly Ser Arg Thr Asp Phe Thr Leu Thr lle Asn
65 70 75 80

Pro Val Glu Ala Glu Asp Thr Ala Asn Tyr Tyr Cys Gln GIn Ser Lys
85 90 95

Glu Tyr Pro Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
100 105 110

<210> 82
<211> 110
<212> PRT
<213> AIR3

<220>
<223> 326-4A2 pro-Vk

<400> 82
Asp lle Val Leu Thr GIn Ser Pro Ala Ser Leu Ala Val Ser Pro Gly
1 5 10 15

GIn Arg Ala Thr Ile Thr Cys Arg Ala Ser Glu Ser Val Asp Asn Tyr
20 25 30

19
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Gly Tyr Ser Phe Met His Trp Tyr GIn GIn Lys Pro Gly GIn Pro Pro
35 40 45

Lys Leu Leu lle Tyr Arg Ala Ser Asn Leu Glu Ser Gly Val Pro Ala
50 55 60

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Asn
65 70 75 80

Pro Val Glu Ala Asn Asp Thr Ala Asn Tyr Tyr Cys GIn GIn Ser Lys
85 90 95

Glu Tyr Pro Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
100 105 110

<210> 83
<211> 327
<212> PRT
<213> AR

<220>
<223> hulgG4mtl pro

<400> 83
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60
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Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110

Glu Phe Glu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Asp Val Ser GIn Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Phe
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205

Pro Ser Ser lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220

Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser GIn Glu Glu Met Thr Lys
225 230 235 240
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Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
305 310 315 320

Leu Ser Leu Ser Leu Gly Lys
325

<210> 84
<211> 327
<212> PRT
<213> AIR3

<220>
<223> hulgG4mt2 pro

<400> 84
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45
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Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110

Pro Val Ala Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Asp Val Ser GIn Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Phe
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205

Pro Ser Ser lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220

Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser GIn Glu Glu Met Thr Lys
225 230 235 240
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Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
305 310 315 320

Leu Ser Leu Ser Leu Gly Lys
325

<210> 85
<211> 327
<212> PRT
<213> AR

<220>
<223> hulgG4mt6 pro

<400> 85
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45
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Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110

Pro Val Ala Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Ala Val Ser GIn Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Phe
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205

Pro Ser Ser lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220
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Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser GIn Glu Glu Met Thr Lys
225 230 235 240

Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
305 310 315 320

Leu Ser Leu Ser Leu Gly Lys
325

<210> 86
<211> 327
<212> PRT
<213> AR

<220>
<223> hulgG4mt8 pro

<400> 86
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30
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Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110

Pro Val Ala Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Thr Val Ser GIn Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Phe
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205

Pro Ser Ser lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220
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Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser GIn Glu Glu Met Thr Lys
225 230 235 240

Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
305 310 315 320

Leu Ser Leu Ser Leu Gly Lys
325

<210> 87
<211> 327
<212> PRT
<213> AIR3

<220>
<223> hulgG4mt9 pro

<400> 87
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30
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Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110

Pro Val Ala Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Ala Val Ser GIn Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Phe
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205

59



1877099 1TAE09H 30 s

Pro Ser Ser lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220

Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser GIn Glu Glu Met Thr Lys
225 230 235 240

Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Lys Leu Thr Val Asp Lys Ser Arg Trp GIn Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
305 310 315 320

Leu Ser Leu Ser Leu Gly Lys
325

<210> 88
<211> 327
<212> PRT
<213> AR

<220>
<223> hulgG4mt10 pro

<400> 88

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15
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Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110

Pro Val Ala Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Ala Val Ser GIn Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Phe
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Val His GIn Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205
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Pro Ser Ser lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220

Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser GIn Glu Glu Met Thr Lys
225 230 235 240

Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Lys Leu Thr Val Asp Lys Ser Arg Trp GIn Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
305 310 315 320

Leu Ser Leu Ser Leu Gly Lys
325

<210> 89
<211> 367
<212> PRT
<213> AIR3

<220>
<223> 0S8 pro

<400> 89

Met Glu Arg His Trp lle Phe Leu Leu Leu Leu Ser Val Thr Ala Gly
1 5 10 15
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Val His Ser GlIn Val GIn Leu GIn GIn Ser Gly Ala Glu Leu Ala Arg
20 25 30

Pro Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe
35 40 45

Thr Arg Tyr Thr Met His Trp Val Lys GIn Arg Pro Gly GIn Gly Leu
50 55 60

Glu Trp lle Gly Tyr lle Asn Pro Ser Arg Gly Tyr Thr Asn Tyr Asn
65 70 75 80

GlIn Lys Phe Lys Asp Lys Ala Thr Leu Thr Thr Asp Lys Ser Ser Ser
85 90 95

Thr Ala Tyr Met GIn Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val
100 105 110

Tyr Tyr Cys Ala Arg Tyr Tyr Asp Asp His Tyr Cys Leu Asp Tyr Trp
115 120 125

Gly GIn Gly Thr Thr Leu Thr Val Ser Ser Gly Gly Gly Gly Ser Gly
130 135 140

Gly Gly Gly Ser Gly Gly Gly Gly Ser GIn lle Val Leu Thr GIn Ser
145 150 155 160

Pro Ala lle Met Ser Ala Ser Pro Gly Glu Lys Val Thr Met Thr Cys
165 170 175

Ser Ala Ser Ser Ser Val Ser Tyr Met Asn Trp Tyr Gln Gln Lys Ser
180 185 190
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Gly Thr Ser Pro Lys Arg Trp lle Tyr Asp Thr Ser Lys Leu Ala Ser
195 200 205

Gly Val Pro Ala His Phe Arg Gly Ser Gly Ser Gly Thr Ser Tyr Ser
210 215 220

Leu Thr lle Ser Gly Met Glu Ala Glu Asp Ala Ala Thr Tyr Tyr Cys
225 230 235 240

GIn GIn Trp Ser Ser Asn Pro Phe Thr Phe Gly Ser Gly Thr Lys Leu
245 250 255

Glu Ile Asn Ser Ser Val Val Pro Val Leu GIn Lys Val Asn Ser Thr
260 265 270

Thr Thr Lys Pro Val Leu Arg Thr Pro Ser Pro Val His Pro Thr Gly
275 280 285

Thr Ser GIn Pro GIn Arg Pro Glu Asp Cys Arg Pro Arg Gly Ser Val
290 295 300

Lys Gly Thr Gly Leu Asp Phe Ala Cys Asp lle Tyr lle Trp Ala Pro
305 310 315 320

Leu Ala Gly Ile Cys Val Ala Leu Leu Leu Ser Leu lle Ile Thr Leu
325 330 335

lle Cys Tyr His Arg Ser Arg Lys Arg Val Cys Lys Cys Pro Arg Pro
340 345 350

Leu Val Arg GIn Glu Gly Lys Pro Arg Pro Ser Glu Lys lle Val
355 360 365

<210> 90
<211> 304
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<212> PRT
<213> ATR3

<220>
<223> P3Z pro

<400> 90
Met GIn Ile Pro GIn Ala Pro Trp Pro Val Val Trp Ala Val Leu GIn
1 5 10 15

Leu Gly Trp Arg Pro Gly Trp Phe Leu Asp Ser Pro Asp Arg Pro Trp
20 25 30

Asn Pro Pro Thr Phe Ser Pro Ala Leu Leu Val Val Thr Glu Gly Asp
35 40 45

Asn Ala Thr Phe Thr Cys Ser Phe Ser Asn Thr Ser Glu Ser Phe Val
50 55 60

Leu Asn Trp Tyr Arg Met Ser Pro Ser Asn GIn Thr Asp Lys Leu Ala
65 70 75 80

Ala Phe Pro Glu Asp Arg Ser GIn Pro Gly GIn Asp Cys Arg Phe Arg
85 90 95

Val Thr GIn Leu Pro Asn Gly Arg Asp Phe His Met Ser Val Val Arg
100 105 110

Ala Arg Arg Asn Asp Ser Gly Thr Tyr Leu Cys Gly Ala lle Ser Leu
115 120 125

Ala Pro Lys Ala GIn lle Lys Glu Ser Leu Arg Ala Glu Leu Arg Val
130 135 140

Thr Glu Arg Arg Ala Glu Val Pro Thr Ala His Pro Ser Pro Ser Pro
145 150 155 160
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Arg Pro Ala Gly GIn Phe GIn Thr Leu Val Val Gly Val Val Gly Gly
165 170 175

Leu Leu Gly Ser Leu Val Leu Leu Val Trp Val Leu Ala Val lle Arg
180 185 190

Val Lys Phe Ser Arg Ser Ala Asp Ala Pro Ala Tyr GIn GIn Gly GIn
195 200 205

Asn GIn Leu Tyr Asn Glu Leu Asn Leu Gly Arg Arg Glu Glu Tyr Asp
210 215 220

Val Leu Asp Lys Arg Arg Gly Arg Asp Pro Glu Met Gly Gly Lys Pro
225 230 235 240

GIn Arg Arg Lys Asn Pro GIn Glu Gly Leu Tyr Asn Glu Leu GIn Lys
245 250 255

Asp Lys Met Ala Glu Ala Tyr Ser Glu lle Gly Met Lys Gly Glu Arg
260 265 270

Arg Arg Gly Lys Gly His Asp Gly Leu Tyr GIn Gly Leu Ser Thr Ala
275 280 285

Thr Lys Asp Thr Tyr Asp Ala Leu His Met GIn Ala Leu Pro Pro Arg
290 295 300

<210> 91
<211> 327
<212> PRT
<213> AIR3

<220>
<223> IgG4 Fcl@228P-233P
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<400> 91

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110

Pro Glu Phe Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Asp Val Ser GIn Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Phe
165 170 175
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Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205

Pro Ser Ser lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220

Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser GIn Glu Glu Met Thr Lys
225 230 235 240

Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
305 310 315 320

Leu Ser Leu Ser Leu Gly Lys
325

<210> 92
<211> 327
<212> PRT
<213> AIR3

<220>
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<223> IgG4 Fcle228P-234V

<400> 92

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110

Glu Val Phe Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Asp Val Ser GIn Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Phe
165 170 175
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Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205

Pro Ser Ser lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220

Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser GIn Glu Glu Met Thr Lys
225 230 235 240

Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
305 310 315 320

Leu Ser Leu Ser Leu Gly Lys
325

<210> 93
<211> 327
<212> PRT
<213> AR
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<220>
<223> IgG4 Fcl@228P-235A

<400> 93
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110

Glu Phe Ala Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Asp Val Ser GIn Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp
145 150 155 160
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Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Phe
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205

Pro Ser Ser lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220

Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser GIn Glu Glu Met Thr Lys
225 230 235 240

Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
305 310 315 320

Leu Ser Leu Ser Leu Gly Lys
325

<210> 94
<211> 327
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<212> PRT
<213> ATR3

<220>
<223> |gGA4 Fcl@228P-234V-235A

<400> 94
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110

Glu Val Ala Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Asp Val Ser GIn Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp
145 150 155 160
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Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Phe
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205

Pro Ser Ser lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220

Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser GIn Glu Glu Met Thr Lys
225 230 235 240

Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
305 310 315 320

Leu Ser Leu Ser Leu Gly Lys
325
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<210> 95
<211> 327
<212> PRT
<213> AR

<220>
<223> IgG4 Fcl@228P-234A

<400> 95
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110

Glu Ala Phe Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140
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Asp Val Ser GIn Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Phe
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205

Pro Ser Ser lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220

Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser GIn Glu Glu Met Thr Lys
225 230 235 240

Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
305 310 315 320

Leu Ser Leu Ser Leu Gly Lys
325
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<210> 96
<211> 327
<212> PRT
<213> AR

<220>
<223> IgG4 Fcl@228P-234A-235A

<400> 96
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110

Glu Ala Ala Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140
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Asp Val Ser GIn Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Phe
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205

Pro Ser Ser lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220

Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser GIn Glu Glu Met Thr Lys
225 230 235 240

Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
305 310 315 320
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Leu Ser Leu Ser Leu Gly Lys
325

<210> 97
<211> 327
<212> PRT
<213> AIR3

<220>
<223> |gG4 Fcl@228P-233P-234A-235A

<400> 97
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110

Pro Ala Ala Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

9
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Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Asp Val Ser GIn Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Phe
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205

Pro Ser Ser lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220

Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser GIn Glu Glu Met Thr Lys
225 230 235 240

Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
305 310 315 320
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Leu Ser Leu Ser Leu Gly Lys
325

<210> 98
<211> 327
<212> PRT
<213> AR

<220>
<223> IgG4 Fcl@228P-234V-235A-265A

<400> 98
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110

Glu Val Ala Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125
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Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Ala Val Ser GIn Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Phe
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205

Pro Ser Ser lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220

Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser GIn Glu Glu Met Thr Lys
225 230 235 240

Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
290 295 300
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Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
305 310 315 320

Leu Ser Leu Ser Leu Gly Lys
325

<210> 99
<211> 327
<212> PRT
<213> AR

<220>
<223> |gG4 Fcl@228P-234A-235A-265A

<400> 99
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110
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Glu Ala Ala Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Ala Val Ser GIn Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Phe
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205

Pro Ser Ser lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220

Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser GIn Glu Glu Met Thr Lys
225 230 235 240

Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
290 295 300
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Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
305 310 315 320

Leu Ser Leu Ser Leu Gly Lys
325

<210> 100
<211> 327
<212> PRT
<213> AIR3

<220>
<223> IgG4 Fcl@228P-233P-234A-235A-265A

<400> 100
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110
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Pro Ala Ala Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Ala Val Ser GIn Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Phe
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205

Pro Ser Ser lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220

Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser GIn Glu Glu Met Thr Lys
225 230 235 240

Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285
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Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
305 310 315 320

Leu Ser Leu Ser Leu Gly Lys
325

<210> 101
<211> 327
<212> PRT
<213> AR

<220>
<223> IgG4 Fcl@228P-265A

<400> 101
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95
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Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110

Glu Phe Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Ala Val Ser GIn Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Phe
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205

Pro Ser Ser lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220

Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser GIn Glu Glu Met Thr Lys
225 230 235 240

Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285
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Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
305 310 315 320

Leu Ser Leu Ser Leu Gly Lys
325

<210> 102
<211> 327
<212> PRT
<213> AR

<220>
<223> IgG4 Fcl@228P-309V

<400> 102
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95
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Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110

Glu Phe Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Asp Val Ser GIn Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Phe
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Val His GIn Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205

Pro Ser Ser lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220

Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser GIn Glu Glu Met Thr Lys
225 230 235 240

Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
260 265 270
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Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
305 310 315 320

Leu Ser Leu Ser Leu Gly Lys
325

<210> 103
<211> 327
<212> PRT
<213> AIR3

<220>
<223> IgG4 Fcl@228P-409K

<400> 103
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80
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Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110

Glu Phe Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Asp Val Ser GIn Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Phe
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205

Pro Ser Ser lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220

Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser GIn Glu Glu Met Thr Lys
225 230 235 240

Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
260 265 270
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Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Lys Leu Thr Val Asp Lys Ser Arg Trp GIn Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
305 310 315 320

Leu Ser Leu Ser Leu Gly Lys
325

<210> 104
<211> 327
<212> PRT
<213> AR

<220>
<223> IgG4 Fcl@228P-309V-409K

<400> 104
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80
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Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110

Glu Phe Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Asp Val Ser GIn Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Phe
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Val His GIn Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205

Pro Ser Ser lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220

Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser GIn Glu Glu Met Thr Lys
225 230 235 240

Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255
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lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Lys Leu Thr Val Asp Lys Ser Arg Trp GIn Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
305 310 315 320

Leu Ser Leu Ser Leu Gly Lys
325

<210> 105
<211> 327
<212> PRT
<213> AIR3

<220>
<223> IgG4 Fcl@228P-265A-309V-409K

<400> 105
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60
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Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110

Glu Phe Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Ala Val Ser GIn Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Phe
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Val His GIn Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205

Pro Ser Ser lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220

Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser GIn Glu Glu Met Thr Lys
225 230 235 240

Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255
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lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Lys Leu Thr Val Asp Lys Ser Arg Trp GIn Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
305 310 315 320

Leu Ser Leu Ser Leu Gly Lys
325

<210> 106
<211> 327
<212> PRT
<213> AIR3

<220>
<223> IgG4 Fcl@228P-233P-234A-235A-265A-309V-409K

<400> 106
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60
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Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110

Pro Ala Ala Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Ala Val Ser GIn Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Phe
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Val His GIn Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205

Pro Ser Ser lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220

Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser GIn Glu Glu Met Thr Lys
225 230 235 240
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Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Lys Leu Thr Val Asp Lys Ser Arg Trp GIn Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
305 310 315 320

Leu Ser Leu Ser Leu Gly Lys
325

<210> 107
<211> 327
<212> PRT
<213> EA

<400> 107
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60
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Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Ser Cys Pro Ala Pro
100 105 110

Glu Phe Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Asp Val Ser GIn Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Phe
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205

Pro Ser Ser lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220

Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser GIn Glu Glu Met Thr Lys
225 230 235 240

Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
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245 250 255

lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
305 310 315 320

Leu Ser Leu Ser Leu Gly Lys
325
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