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Described herein are binding proteins that specifically bind to human CD33, and in particular to
bispecific binding proteins that specifically bind to human CD33 and human CD3. Also described herein
are bispecific tandem diabodies that bind to CD33 and CD33, and their uses for immunotherapy of CD33

‘*cancers, diseases and conditions such as acute myeloid leukemia (AML).

1HBEREAE



202241969

TW 202241969 A

g ol SR S i
L L2 L3

- U . Fv-1
L2 jiky “f%?ﬁ%“%
— 3 Ca Fy-2 R




20224E@@ : 111126359
o g

(GO EEEA Y

B B CD33 R CD3%E & E O
EE LAY

BISPECIFIC CD33 AND CD3 BINDING PROTEINS
[H]

A R 4E S E AECDI3 EEEND 0 B2 2
SO P NHCDI3R ABMCD3 Y SR REMEESED - KAXNHIMES
% CD33 k CD3 . e 52 1 & B &8 (B $1 #S (diabodies) » J H A j* CD33*
FERE ~ BRI RO R (A0 2ot F B I B R (AML) 2 R B A 2
[:3]

E LAY

Described herein are binding proteins that specifically bind to
human CD33, and in particular to bispecific binding proteins that
specifically bind to human CD33 and human CD3. Also described herein
are bispecific tandem diabodies that bind to CD33 and CD33, and their
uses for immunotherapy of CD33" cancers, diseases and conditions such

as acute myeloid leukemia (AML).
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AIEBTANEGHRPIEENEG 2 NECD33ZE6ERD 0 BHEH
TR RS S E NECDI3K AHECD3 S RS L EY - kLA
M REREZ RH® -
CEIESD|

SMEE MO MR AML) SR A R EES 2 e fmiE - CD33
BRI AMLE 2 Koy S FRE - £ L EF > CD33—

mRR % B R H AN AT AL IR % 2 B R S M e 4 AE o A 77
7 o
[IANE]

AXIREFEMECE A NBECDB Y ECEARBFERESEA
HICD33 R NHCDIZ R REMEGEED - AN RBEHNERKE

BT R CD33/CD3GE o E H (P & I (B Jife) Z JTCD33 A B & 18
Sk K A CD3 A B EE I I - A SN — DI (&G & £ CD33 k CD3 2 By
B B R R U R K H A R S M BE E B MR (AML) KSR e R E
W~ RE BURIR Z A Z R -

BERms > BEETEcEZE  NBHUREERCDIB _HZES
H o BT - 5% F CD33/CD3 I = (f JT At =] & € [ 2K B & 5E 7
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B8~ 2 PECD3* THHRE DL 2k B AMLEE % 2 H B8 THHAE - DUfHE DU E:T
A AT EE A R LR CD33" AMLAHAE © 71 I 8 12 (L HUR 7 CD33* 15 B 41
B R THHRE — & > FA4E)F - WFE M ECD25 K CDOOFT B i E &K &
JE [a] TAH AT - S RS DARY T8 - BN % 55 SRk [E 88 2 S AMLAY i
BURRFT A 2 BELLRETHMEIE - ZEBEEE BUEN A
B Wi $ B CD33 2 &5 & fir B R Wi (il # B CD3 2 45 & fir B AR SCFR
A CD33/CD3 S B S EHi e 2 FF E R AL 7t - H i m & — 5 F (B
CD33RCD)M FHEG 2 “HEGMAPN RN E SR HiE A
I

W APt 2 AT CD33/CD34E & & 1 (K 2 1 5 6 B &
(B 188 ) 5% Z CD33* [ 1 ¥ 4 A &% R AL AMLAH g 2 0% 88 4 58 7 4 i 7%
fid - 2RHFEENBNBE A EHE2MECDI/CDIGEEEOZE
P58 B AL 4B AT &~ IR AU AMLAHAE - R A5 Al F§ AMLAH AT & R FIl B &
SR 2 R A AMLAH i > 0 B8 A I8 o E RS N A R OA R E M o S
AL B RS AML PDXE B oh L HE R B E G ANE M « thoh > 2B
FHEENE B P A EEEMECD33/CD3GE & E O 2 B HI K
FEREEPAML AR BB (BEN2ZE - ERMEREEER
B TR RS A O RO

e - AR SCRT It 2 % % CD33/CD345 & 2 H A 49 7 i CD33 3% 3 41
B AE 494/ NIS N BB SR o Atk - CD33/CD3GE S E LM ER >
{RCD33% E T B S MEE A REEAEY FEEEDE TNTERS
MR EME - B 0 AT 2 CD33/CD3GE S E R EEBBRE AHEE
AE 25 JJCD33 KR CD3E &M ) > AMETRB S EeBEREQE
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JERERXXRENE > FIHEANSE AEFEKoE MRS58 02 2/ - Ik
Sh > ATt 2 CD33/CD34%E & & B AE A F £ CD33 Z B 4 B 2 15
TARERHENERR EMEESRE  ZEEFEMZE T T X
SR ARER o IS 0 AR SCHTHL 2 CD33/CD3 5 B 8 (8 $1 88 /8 1
SIS hE 24 h RME&EE N~ 77 F 3 H - 3% &0 8 1 sF )7 45 % -

fE—fBEET  ASREFHEMEESE ABCD33 R i1 2 CD3345
GEH - E—HmEEMF > GEE0BRERAE NEZ HE B SR
s S g A] S A A I

E—EgA S - CO3GEEELEA 2/ —F 6 & i8] &4
M R EM ] SR Ea N EhKETSERRasEhER
FISEQ ID NO:21 £ 274H B 2 B =~ Fp 54 B¢ 2 CDR1 ~ 1% & 1 SEQ ID
NO:28 £ 344 pk 2 B 2 FF ¥/ 4H 5 2 CDR2 F, FHSEQ ID NO:35% 414H Bk
2 B2 P FI4H Y 2 CDR3 -

E—EgA S - CO3GEEELEA 2/ —F 6 & i8] &4
M R EH ] SEER EanE > EhEESEmRashEy
FISEQ ID NO:42 % 4841 B 2 B =~ Fp 54 B < CDR1 ~ 1% & 1 SEQ ID
NO:49% 5540 % ~ BE . e 40k 2 CDR2 % (38 H fHSEQ ID NO:56%
634H B~ Bf =~ Fp FI4H B 2 CDR3 -

fEF BTN B f 0] 8 45 3 2 CDR1 ~ CDR2 R CDR3 % 5
DLTF4HRY 28 ¢ SEQ ID NO:21 ~ 28K 35: SEQ ID NO:22 - 29K 36 ;
SEQ ID NO:23 ~ 3037 : SEQ ID NO:24 - 31 %38 ; SEQ ID NO:25 -
32539 ; SEQ ID NO:26 ~ 33} 40 ; & SEQ ID NO:27 ~ 3441 -

EFEEFR T » =] 45 #E 2 CDRI -~ CDR2K CD3#E H LA
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T4 2 B ¢ SEQ ID NO:42 ~ 49556 ; SEQ ID NO:43 ~ 50 % 57 ;
SEQ ID NO:43 ~ 5058 : SEQ ID NO:43 - 50559 : SEQ ID NO:43 -
5060 ; SEQ ID NO:44 - 51 %61 : SEQ ID NO:45 + 5262 : SEQ ID
NO:46 - 5363 ; SEQ ID NO:47 ~ 5463 ; F4SEQ ID NO:48 - 55
63

R EIFE T » 0] 2 5 g 45 i & i) S S g 2 A B CD33
e BB g MLl T4 28 ¢ SEQ ID NO:1 K& SEQ ID NO:11 ; SEQ
ID NO:2% SEQ ID NO:12 : SEQ ID NO:3 % SEQ ID NO:13 : SEQ ID
NO:4 % SEQ ID NO:14 : SEQ ID NO:5k SEQ ID NO:15 ; SEQ ID NO:6
K. SEQ ID NO:16 ;: SEQ ID NO:7SEQ ID NO:17 : SEQ ID NO:8
SEQ ID NO:18 ; SEQ ID NO:9K SEQ ID NO:19 ; % SEQ ID NO:10%
SEQ ID NO:20 -

£ — S5 fii 9 - CD335% iz iz j* A ¥ CD33 2 ¢:xDQEVQEETQ70
(SEQ ID NO:94) (SEQ ID NO:93 ” fii E i 52 5 625 70) A

EUFERAFE—ER+ > COBEEELRaLV—FH
oA &SRB - fE—LFP T - Uit A& 2 EME 2
WIEY)EREE - R EFET » WEYEEE LS P K H AHE
CD3Z filF&E & A Bh 2 2 /0 —(E Hi fg 7] 8 5 g S5 I 0 ) 2 /D — {[] m] 28
G S 4 R CD3%5 & AL B -

FREEFET > CD3& & BB & 8 STYAMN (SEQ ID
NO0:72)> CDR1E%I] + RIRSKYNNYATYYADSVKD (SEQ ID NO:73)

CDR2F7 %], HGNFGNSYVSWFAY (SEQ ID NO:74)” CDR3F%| 2 &
moBEERE  EHMERLT  CDBESLHEBESZEMRE
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RSSTGAVTTSNYAN (SEQ ID NO:90).> CDR1F %] - GTNKRAP (SEQ
ID NO:91)” CDR2F %, ALWYSNL (SEQ ID NO:92).”> CDR3F %]~
0 g T SR AR R -

EHEEIFE T - CD34&E & i Bl & SEQ ID NO:64 7 5§ o] B 45 1
J& & SEQ ID NO:68 1] & i 4L fE 15k ; SEQ ID NO:65.7 5 0] # 4%
fE3k K SEQ ID NO:69 7 1] S ¥ gl 4% {35 © SEQ ID NO:66 7 25 i o] &
&ERE I S SEQ ID NO:70 2 n] 8 i g &h fE 35, 5 B(SEQ ID NO:67 2 5

4t RE T SEQ ID NO:7 17 T 48 & fif 4 F 35 o

HEUEERH PG+ CDBELEEA A _FBED

o FELL E BRI P E—F MG > CD33EEEE B RN -

HEHEEFPT » ZUREECD334&E & & 0 HCD33 R CD3EH ¥
Bk HbPEaREnGhstHEE ML THK 2B 2 CD33 K CD3
< EE g T] SR A5 R I R B B T B S AR IER 2 0 SEQ ID NO:2 - 12~ 65K
69 ; SEQ ID NO:3 ~ 13~ 65569 ; SEQ ID NO:4 - 14 ~ 65569 ; SEQ
ID NO:5 ~ 15+~ 6569 ; SEQ ID NO:1 - 11 ~ 64568 ; SEQ ID NO:2 -
12 ~ 64368 ; SEQ ID NO:2~ 12~ 66570 ; SEQ ID NO:4 - 14 ~ 66}
70 ; SEQ ID NO:5 -+ 15~ 66570 ; SEQ ID NO:3 - 13~ 6468 ; SEQ
ID NO:3 ~ 13 ~ 6771 ; SEQ ID NO:4 - 14 ~ 64568 ; SEQ ID NO:5 -
15~ 64568 ; SEQ ID NO:7 ~ 17 ~ 64568 ; SEQ ID NO:6 - 16 ~ 64}
68 ; SEQ ID NO:6 -~ 16 - 67571 ; SEQ ID NO:8 - 18 - 64,68 ; SEQ
ID NO:9 ~ 19 - 64} 68 ; SEQ ID NO:9 ~ 19 ~ 67 %71 ; K& SEQ ID
NO:10 ~ 20 - 64468 -

FES—BEF » KAREH ABECDIR ANBECDIBEARRREME
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BREMREESFHEERRE STk + > FHREEREC
BE—FZNRE_ZIK  §—2ILEF 2 /0 U % 1 B 2 0] 2 g
GifE o HbEB—2NE Y NECDIBAFAREN o v 2 H 45
o B AMICDE AR EME 2 T2 KEAEE 0 # ABCDIAE AR
BME B EEEREE 0 R A CD3E AR R M 2 0] 8 45
B HHBEE - OE T EESEEEGEmRERERBLL
L2 R L3LL LT IE FF fE 4 i 38 $ © VL(CD3)-L1-VH(CD33)-L2-
VL(CD33)-L3-VH(CD3) ; VH(CD3)-L1-VL(CD33)-L2-VH(CD33)-L3-
VL(CD3) ; VL(CD33)-L1-VH(CD3)-L2-VL(CD3)-L3-VH(CD33) ; I
VH(CD33)-L1-VL(CD3)-L2-VH(CD3)-L3-VL(CD33) -

S EHE I - B AMECD33 AR H R M Y VLS a4 h %
H HSEQ ID NO:21 £ 274Hp 2 Bf 2 7 5140 5 2 CDR1 ~ H#E 5 [ SEQ
ID NO:28% 3447 1k 2 B 2 FF 5| 4H Bk 2 CDR2F FHSEQ ID NO:35% 4144
Ak~ B 2 FP 51 4H Bk 2 CDR3 -

HE—SEHE - B ASECD33HE AR B 2 VHSE & & i
EH HSEQ ID NO:42% 484H R 2 Bf 2 7 %1 4H 5 2 CDR1 ~ H#E 5 [ SEQ
ID NO:49% 5540 Bk > Bf > FE 5l 4H % 2 CDR2 J (H # & [ SEQ ID NO:56
F 63401k 2 B 2 4Hp 2 CDR3 -

E— i T F - ¥ A CD33E H &M VLA i >~
CDR1 - CDR2 k. CDR3 5 # H i DL T 8 i < B 2 7 4] © SEQ ID
NO:21 ~ 2835 ; SEQ ID NO:22 ~ 29536 ; SEQ ID NO:23 ~ 30 %37 ;
SEQ ID NO:24 ~ 31538 ; SEQ ID NO:25 -~ 3239 ; SEQ ID NO:26 -

3340 ; FxSEQ ID NO:27 ~ 34K 41 »
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E— S EHmEE o B AECD33E A 2 VHE £ 18 2
CDRI1 - CDR2 }x CDR3 & # 5 i DL T 4H gl < 8¢ Z £ 5] + SEQ 1D
NO:42 -~ 49556 ; SEQ ID NO:43 ~ 50% 57 ; SEQ ID NO:43 -~ 50 %58 ;
SEQ ID NO:43 -~ 5059 ; SEQ ID NO:43 -~ 50% 60 ; SEQ ID NO:44 -
51%61 ; SEQ ID NO:45 ~ 5262 ; SEQ ID NO:46 -~ 5363 ; SEQ ID
NO:47 ~ 54163 ; & SEQ ID NO:48 - 55} 63 «

fE—Sghmph - HCDIZE AR £ 2 VL K VHEE B & 5 5
DL T4 2B F%] : SEQ ID NO:1 & SEQ ID NO:11 ; SEQ ID
NO:2 K SEQ ID NO:12 ; SEQ ID NO:3 K% SEQ ID NO:13 ; SEQ ID NO:4
K SEQ ID NO:14 ; SEQ ID NO:5KSEQ ID NO:15; SEQ ID NO:6 K
SEQ ID NO:16 ; SEQ ID NO:7% SEQ ID NO:17 ; SEQ ID NO:8 & SEQ
ID NO:18 ; SEQ ID NO:9 K SEQ ID NO:19 ; & SEQ ID NO:10 % SEQ
ID NO:20 -

HE—SEFEE T - ¥ ABECDIEARFEM Y VHE # K a S
STYAMN (SEQ ID NO:72).> CDR1/%%( - RIRSKYNNYATYYADSVKD
(SEQ ID NO:73)” CDR2/Z 5|  HGNFGNSYVSWFAY (SEQ ID NO:74)
5;HGNFGNSYVSYFAY (SEQ ID NO:75) > CDR3F %] o

fE—HEgmfd  HABHCDIEAREME ZVLERKE &
RSSTGAVTTSNYAN (SEQ ID NO:90)”> CDR1/%%I - GTNKRAP (SEQ
ID NO:91)> CDR2F %1 & ALWYSNL (SEQ ID NO:92)> CDR3E %I -

fE—S g pl - $CD3IE AR £ 1M 2 VL & VHE 1 38 F 55 5
DL T4 2B %) ¢ SEQ ID NO:64F SEQ ID NO:68 ; SEQ ID
NO:65 % SEQ ID NO:69 ; SEQ ID NO:66 % SEQ ID NO:70 ; & SEQ ID
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NO:67 % SEQ ID NO:71 -

E—EFHAFT SF—FREaNEEERUL MHMK B 2T
S 4ERERE 0 SEQ ID NO:2 - 12~ 65869 ; SEQ ID NO:3 - 13+ 65
69 ; SEQ ID NO:4 ~ 14~ 65569 ; SEQ ID NO:5 - 15+ 65569 ; SEQ
ID NO:1 -~ 11 ~ 6468 : SEQ ID NO:2 + 12 - 6468 : SEQ ID NO:2 -
12 ~ 6670 : SEQ ID NO:4 -~ 14 - 6670 ;: SEQ ID NO:5 -+ 15 66
70 ; SEQ ID NO:3 -~ 13~ 64} 68 ; SEQ ID NO:3 - 13~ 6771 ; SEQ
ID NO:4 + 14 - 6468 : SEQ ID NO:5 + 15 ~ 6468 : SEQ ID NO:7 -
17 ~ 6468 : SEQ ID NO:6 - 16 ~ 64K 68 : SEQ ID NO:6 - 16~ 67}
71 ; SEQ ID NO:8 - 18 ~ 64568 ; SEQ ID NO:9 ~ 19 » 6468 ; SEQ
ID NO:9 ~ 19+ 6771 ; ESEQID NO:10 ~ 20 ~ 6468

E—SFHAF - EERELL - L2 L3IM &Y 124 56 5 /D g BB 72
B - EEEFE T BEELL - L2KL3E& 587 £ GGSGGS
(SEQ ID NO:95) + GGSG (SEQ ID N0:96)5GGSGG (SEQ ID NO:97) -
FHEHAMBERE T HEERLIKL3IKEGGSGGS (SEQ ID NO:95)H E# i
L2 GGSG (SEQ ID NO:96)5, GGSGG (SEQ ID NO:97) -

F—Hgmpyd  BEHEEMNSEHEENEAEAEEHRSEQ ID
NO:9OSZE 1214ARk . BF 2 hll - L HME MG+ > B2 FHE(E
HL B B R T e (E 58201 (SEQ ID NO:98) ~ 02 (SEQ ID NO:99) - 03
(SEQ ID NO:100) » 04 (SEQ ID NO:101) » 05 (SEQ ID NO:102) - 06
(SEQ ID NO:103) » 07 (SEQ ID NO:104) - 08 (SEQ ID NO:105) ~ 09
(SEQ ID NO:106) » 10 (SEQ ID NO:107) » 11 (SEQ ID NO:108) - 12

(SEQ ID NO:109) ~ 13 (SEQ ID NO:110) ~ 14 (SEQ ID NO:111) -~ 15

5 8 H(EHIEE)
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(SEQ ID NO:112)~ 16 (SEQ ID NO:113) ~ 17 (SEQ ID NO:114) - 18
(SEQ ID NO:115) ~ 19 (SEQ ID NO:116) ~ 20 (SEQ ID NO:117) - 21
(SEQ ID NO:118) ~ 22 (SEQ ID NO:119) ~ 23 (SEQ ID NO:120)5%24
(SEQ ID NO:121) -

£ — g o H - B R MR 45 G T (E RS B R 5 HL-
60 + KG-15U-937 2 CD33 &G #Hfg 2 CD33E A 10 nMECE /N~ 45
& Kp o

E—EFgHAE  ERREENERECPHEENBE RS
B E NBCD33 2R » #&Z KA ALK A CD33 2 DQEVQEETQ1
(SEQ ID NO:94) (SEQ ID NO:93 7 fir £ 58 622 70) A ©

HES—EET - AIRHEREELL B HF (T — & i 2 CD33
GSOEAONEEEMEFRHEEIB 2R ER - £S5 —BEF > AX
RUEBEMMLSZER EHE - 15— 8B&EF » KSR EEF] AT S
FeiE b 2 1| 4R -

N —REEF - ARt &Ll EEHF P —F i 2 CD33
GOEONERRNPHEEMBRBHE L IET 2 #HE B ES
Y -

oT

fE X — Rt AR E A DL EE R ) 5 F — E K ) 2 CD33
SoEARERELEFREEARB A HEakEE L EE R
TE—EHAZCDIBECEANEFREEFREENIE LI RH R
NE SRS ER  EESIAZE AT » (£RHECDIZE S
HECEER BB EIR R T EE LM > Wb RHE L

CD33GE o EH N ERFEMLE R LGRS -

59 HEHIEHE)
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AR BE R BB R CD33 B E 2 U774 - H A & R DL E & HE f1
E—Eh O 2 ZMEF B E RS & G B A CD33YEE L (58 -

fE— S E R f F > CD33YEIE H S M B #E M B Mmm (AML) ~ SMHE
BRI AR M B Mm% (ALL) ~ FUAG BAIAR M E gt 5 mw ~ S8k A
B 2RMEEE  SEMRER - SV E B A E R Ee M B

HZE M B Mm% (CMML) « f£— S E i @5 > CD33*EE R =15 88
B MK AML) - f£—EEHEF + > CD33EER L HIEETHRE - &
—EEE R F o - CD33"EfE fy o Mtk E R A A 85 Mm% (ALL) -

AR B R e R S g e B MR (AML) 2 U574 » HE &
IEERM T E—EEM o SRt s REEARRESEA AML
ZAERE - fE—EHEA T > AMLAEAE#ITEEEREREY ZAML - A
FEHXEFRNEMHBES{EZAML - GEMAB 2 BHEREE - 5HEE
A~ BLEE KOE % B (Down syndrome)#H B 2 5 %5 78 4£ - SR AR I 4%
A AR R R ZE AU AE PR B BUR S5 A 0 B Z AML » £ — S F fi il o - AML
% AML-MO - AML-M1 - AML-M2 - AML-M3 - AML-M4 - AML-M5 -~
AML-M6E(AML-M7 o f£ H A& i 1 7 > AML{RH 22 By ~ {53 Y5
BEIEHY -

ASORRIEHAR R T ABREE S BIEMEEEMDS) » HE&
e DL B 1 o A — B ) 2 B Ry M R R R (E SRS R B 45 R A MDS
ZAE A -

ARSI BE AR B E BE N A MR (MPD) 2 7k > H B &R LA
B O AT — B O Ry R R e R (B RS R B 45 B A MPD (A
i

% 10 HEYERHE)
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A SCTRHE B A R e 18 M B B AZ B ME B L (CMML) 2 5 0%

BERUEEROTE—ERY  EFREFHEEIREBEE
HCMML ” {# #8 -

AN B AR B A 08 B i B RE 107 4R #0048 A (MDSC) E 5~ 2 4]
Wl g5k HAEE Rl 'O T E—E 0 B R AR e
piAe e Bl s B R Al Z (E 6 -

FELL BB AT  EEEFET > &FIhA#E (AR 4!
Fo] % B £ (cytarabine) ~ [o] B¢ Bff £ (azacitidine) ~ #V 75 fifl /& (decitabine) -
BLER (B 40 - 18 54 3 (daunorubicin) ~ % EE 2 (idarubicin) ~ %
Z (doxorubicin) fz 55 %0 It ) ~ %2 IV UE (amsacrine) ~ & 2 1L /&
(fludarabine) ~ &£ fil & (clofarabine) ~ 3¢ fif it /& (cladribine) ~ F=H1 &
(nelarabine) ~ B HH I 1% (methotrexate) ~ ] & {4 K (bortezomib) ~ R JE
{2 oK (carfilzomib) ~ 35 7% fy (melphalan) ~ % %5 JE (ibrutinib) ~ /b F] &
¥z (thalidomide) ~ 25 #] & % (Ienalidomide) ~ A & £ J# (pomalidomide) ~
BT L5 3 ¥ (apremilast) ~ L 3 2R (P40 - (K560 FH (etoposide) ~ & &
JAH (teniposide) & sBE AT L HH) ~ EER (F140 » oK 6 & (mitoxantrone) »
IC § 38 (pixantrone) - & % B M (losoxantrone) - [} Z& 2 i
(piroxantrone) ~ [ 35 & i (ametantrone) k2 &% 40 I ) ~ $iL CD20 & ({5
o K EZ E B - B g Ik B U (ocrelizumab) ~ B R K B T
(ofatumumab) ;2 55 40t FH) S HAH & -
PASTH G BFA

AGHAEFRR LA AHHBFER - B REFHFEELL
ST T2 OF AR - FLOF AKE B 40 [ BA i 34 e B8 9% b 45 H & & —

% 11 HEETIEREE)
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BIABHEE - SMNERNHFFELGIH TG A -
QEEVGESTEED!

RO Z W B ClEE A R R PR B s A s E T - 2 IR
Lo R A 2 BE TR B 2 g M B R B 2 T SR Al E I R I B R B 4T
it B AR ARSI 2 R BB R > AR E P

B 1 CD3/CD33 - i & 5 §1 88 (Tand Ab®) 2 Ak [N 4H & K 45 1 3 IR
2o B ARRIE - 5 (B DUAS (R R 3R Ry b VU ([ 48 i J IR Rt e
L1~ L2RL3EPE v BEBEEK B -2k - fERBEE > WEHE
A NI E L EEEEEU R E _ER e EnE s - -
L1~12~L13: PG Ve EFESERE S Vo K] 28R
iz A

B2 CD3fte s FHEEHERLMEMRER - FHEEHE R
AEM&EE £CO3IRBECHBEBEMETHAR NEEFREZMESE - &
ot (B i AT A R DU (i 4 & &5 s P 2 W9 8 & & &2 CD33 7 id e 4l Bt i Al
F 55 W 45 & 65 R84S & 2 CD3 - HE TR /E S AT RE &S & G B E
(i€ 2 T4 i 2 J80E I 48 F ADCC{E % B R 4 B 2 1% S Wi 3% -

B3 CD33/CD3FHEEBHIAR < SR B AE - RS AP I
fiAe < 2N P AN 2 H] 58 8 g (VH) R o] S S (VL) Z S B IIE Fe 2 52
fERFFEAEM T 7 FWNE ECHNER F 2 B CD33 R CD3%s £ M 2§t
Ag o TR R - EIF Y (ss) R EPERE (L1, L2, L3) K MIE
& His) Z L & PRS- Fe 37K i

B4 KEEEMAENEEEE Y BERARTHE LI - K KG-
laZf{ A7 E2110 pM (K& 1 ng/mL) K225 pM (K %J2.5 ng/mL).” 107& Fy 2 &

512 HEYEHE)
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GREEE PULAR T 2 — & e 48 5 B0 13 (R A (1L G Tl Al sl &8 IR B 2 B L A2
TAHRE LA 11 B3 1 Z E:TA A EE — L85 & - RTfE R~ » 48/ hEitg » HIZE
AMAE s+ 8L A FHDAPLE 5P [HA &M - @R GE TR /EEMEE—
W LR E B 2SI E B AR oy B B ED R R A E
ME 7 8 (S TEDZ P ELSEM -

S o iTeREs - Bat R E 5B E — 8 8 R AR TAH L 55 o0 5B &
1A Q% 1 AMLAH AE % (HL-60) &2 7 T AMLG B (AMP002) 48 ! - &5 —
EEAESRER T E R EERESE LS 2 REE - FSC o Hi
[E B 8F 5 SSC o Al [ B & -

B 6 CD33+ AMLAMNAY % o 2 & 58 4l B 25 M o3 i - RF R fUHL-60
(A~ B)KG-la (C~ D)AfifE #2110 pM (K&J1 ng/mL) [ 25 pM (K&Y2.5
ng/mL) 2 22fHCD33/CD3F I EE L 7 T L — B NI G S H B F
i EE B AR (00) R f2 IR AE TAAE LA L:1 (A ~ O)E5:1 (B ~ D) Z E:THIAE
tEE—EEE - WHfErR » 48N 1 - IE Al A 51 80IE A DAPL: (&
A EE L EREY R REEAEETE  ERGERREEIEAE
— W {7 FL B i 2 98 17 B 5 2 DAPIYAH i B 7 B0~ -5 (€ £SEM -
ERAEEER TR ELAEEE O o B BEEEE EEOZEE

A

B7 EEFEAQAMLEAERRFR - 8 2 M FERAEAMLE
T2 RF el R ot - #8 1o = S A olg 5 7 CDAS/ 1= B i M8
N E A AR 2 AMLER S0 AT & o B o & r Ui = 4 A it (58 A DAPIE & 05/
SEANRE AR SE VAL MR R LA R 48/ NIF R M 2 HIlE M R X REEEY)
(R REERE T TREREETHER T ESE ZETT - #

% 13 HEYEHE)
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HeAERRE ~ERREGRURASNGREN ZE&ER  ZFH EEA
>58% AMLEIGHAE - R4 - B e mdEmT R REEEY T4
il FEE>50% DA e AL 48/ NI 1% >50% 2 78 11 2 [R ACAMLEA £ - a1
BRI -

B8 FARAMLak P2 EHEEHEFE ZAEEE - BER
AMLEA £ 512.5 pM (K&y250 pg/mL) ~ 10 pM (K&J1 ng/mL) k225 pM
(K&J2.5 ng/mL) 2O SR BERPIB T T 2 —FEARIMERMLET
AR (A) Z1F M T B F A R R T A 2 1F % N ELL:3 (B)ET:1 (C)
ZETHRMLE —EEE - OFTfER © 48/NRF1& > IE 4 BE 51 Bl F
DAPL @V B EML L E L EY R ETAREETE - GREBEERR
FEAE—AMODIFTER 2 ER 2 ETAEEE OB ZVFEE
+SEM o

B 9A % A CD33 Z Al g P & 1 8k 2 P 41l (a2 18 £ 259) (SEQ ID
NO: 93) ;

B 9B % &4 Bt B {E 188 1 2 2 F¢ Y1 (SEQ ID NO:98) ;

B 9C (% & Bt S FEHiAE 2.2 £ F 5I(SEQ ID NO:99) ;

[ 9D (% £F Bt ¥ F HiAS 3.2 £ 5 5 (SEQ ID NO:100) ;

B 9Ef4 A Hit B E Hi 884 2 & FF ¥(SEQ ID NO:101) ;

B 9F (% £ Bt B [ HiAS 5.2 £ F 5 (SEQ ID NO:102) ;

B 9G4 & Bt B (B 1886 ~ = £ ¥ (SEQ ID NO:103) ;

B 9H % & Bt BB (B 1887 2 2 FF F(SEQ ID NO:104) :

B 91 1% o o B (H 1 #S 8. 2 & 7 ¥ (SEQ ID NO:105) ;

B 9J % Bt S E H1AS 9.2 £ F I (SEQ ID NO:106) ;

% 14 HEYEHE)
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B 9K {4 F5 6 8 371 8% 10, % F# 91 (SEQ ID NO:107)

B 1. {4 o5 It € (470 8% 11 4 F# 51] (SEQ 1D NO:108) ;

B 9M (4 o J e 5 7 B 12, % F# 51 (SEQ ID NO:109) ;

B 9N % £ Tt & (8 42 13,2 4 FF 51 (SEQ ID NO:110) ;

B 90 {4 75 6 8 7 8% 14 % F 91 (SEQ ID NO:111)

B 9P 4 25 5t € (B 1 15 & FF 5 (SEQ ID NO:112) ;

B 9Q 4 5 % (8 571 8% 16 % £ 71 (SEQ ID NO:113) ;

B 9R % R 5 & (1 48 17,2 4 FF 51 (SEQ ID NO:114) ;

B 9 {4 = I & (5 4 B2 182 4 FF 51 (SEQ ID NO:115) ;

B 9T {4 o5 It & (1 470 8% 19 4 F# 51] (SEQ 1D NO:116) ;

B 9U {4 #R Tt {8 7 48 20,2 4 FF 51 (SEQ ID NO:117) ;

B9V % R 5 & (B #8212 4 FF 51 (SEQ ID NO:118) ;

B OW {4 £ I (4 #8227 4 FF 51 (SEQ 1D NO:119) ;

BB 9X {4 £ Tt (8 £ #8232 4 FF 51 (SEQ ID NO:120) ; H

B 9Y {4 £ Fif & (E 70 B 24~ % £ 51 (SEQ ID NO:121) - i T &%
BRI E BRI~ L2RL3 -

BI10  #F 5t 4 8% 16 % 128 NOD/scid /I B 2 HL-60 40 i 2
BB o EBOFFE T B 4x 108 HL-6040 i1 >~ 0% it B 1
B 1 % 1% BRI 2 NOD/scid /s BL 2 8 B B BE 4 - 1605 B 2 AT > JEHL
60 40 I 5117 (i {1k 8 > 3x 105 & (L T4 MR & - B A IR 4 i I
THIRE > BB BEA  FIA B Y B 2 AEE0R ~ B 1R « E2K - H3F
J 5 4T ] (B BR ) 5% AR B B 1 0 B 163 12 LA 40 B 45 o 2 3 (8 76 B fE
(0.1 pg~ 1 pgR 10 ng) 5 MR EE « — (B F £ 16 500 40 0 B #4780

15 HEYEHE)
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B2 RFeH R E AN M I o

B 11 FHEENEIONCAMLEEBHYE N b 2 HilEEE
ME o ¥ NOD/scid/)N B #E T 0 EUSE #8 18 (2 Gy)illi &2 T $#2 1 4x10°{H HL-60
AT - £EOK » B2 L EREGMIRAD Y, BE—RIFFH -
EEI0RBEREEF M50 mm*E 150 mm® CFEHEE 73 £ 11 mm®)fE >~ 52
B > B IR Ja R BE4H - M BF4H2 K3 (n = Q)FEHE N E &
15> 107 {8 &% 5 3  %0E ~ N THM - BE 13 REF 21K (qdxd9) » )
V)pesz B EEDIRS 16 (BEAH3)ECREZ ZE 7 2 [l i BB A Ak = (BRaH 1 R
BFE&H2) -

Bl12 (£ FIF5 ug (0.25 mg/kg)T 50 pg (2.5 mg/kg) CD33/CD3 &
GREEEDLAS 12 X 16)A W (% F 38 RNSG/Ng@a, < B B8 (BM) J i tf 2 A 45
AMLEFA R 2 18 5 2 (A) K 4B H 5T 8 (B) -

B 13 CD33/CD3FH @i lon & 2 FEMEEm 28N
B oo 15 Ix 104 4% §5 2% 4% Z 1E 30 2 HL-601Z S 4f it B 7 B 3 FE 4l i >[5
RAHETHRELL2S I 2 ETEEAE R B EE S 16 2 EEM B IR ZF/4 T
AN FELETE W) ZFEN T —#EFEE30 min~1 h~2h-3h-4h
2S5 he (EE—BGHE R > EHABRIEEMEER ZZEHaESgEK
PR R R - = EEE 2 FIIERSD -

[ 14 CD33/CD3E B B EHLAS 16 ZECso K FF RS MBE 28 )
2o E5 =& ERBR AR E M I 5 B B E B IR 4R Ml
BRSO R E - EHMEECoH(RBEE LEH R FHEFETL 16T H ZIE
B A BEDA R (220 IR IO T A B o

B15 2k - (RS REEEAMLE EFE ST 2 HBEMEE

M+

% 16 HEYEHE)
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(K
[ & 7=

AHEETR2014F7TH 1 H 3 2 EBEEREF H 5 % 5 62/019,795
8 5 2015 2H3H S EREEHBEE62/111,47058 5 K 201543
HOH M s 2 EE JEEE IS FH 35 255 14/642,49758 2 #E25 » HE—E L
SR 7 &S AR H -

fRIZE —RBEE - ACHME £/ CD33 ~ i £ ABCD33E A £
MEESED - E—EFHM T > COBELCEAH AEREE R
CD33EFREM  HEAXYRIENE - -SFHHAF  ZFXX
RIEHSEGEQLEURMNNESE NER AERFCD33 -

CD33 1% 7% B 1 5 58 4 AT (51 50 = 14 B 88 1k & 1% (AML) 2 REEH AR
F o B ¥CD33 (B4 AMECD33) B HF B 2 i8S ik >~ o i
A & BEHLAS DL o BI0 - WIS ER A (B & A A CD33 2 A A Ah 4
i B AR 15243 ([E9A > SEQ ID NO:93) Z EHAHCD33-Fel & & 5
2 B 158 Ig MG T BS B8 7 SC & o

E—EgA S - CO3GEEELEA 2/ —F 6 & i8] &4
PRI R B ] B A AR 2 CD334E S B - REHE T EERHE K
4% CDR1 - CDR2 }, CDR3 H 3% I #f U] % 4% §% 1 /0 & 28 $8 CDR1 - CDR2
JeCDR3 - ff —SE Jii f]F » % F i # CDR (CDRI - CDR2 J; CDR3)#E
H&R 15 A8 R 2 A CDRFFI(SEQ ID NO:21%41) « £ R FE
T EEHECDRI#E 5 SEQ ID NO:21%27 - ff B T » @& 5 CDR2
% H SEQ ID NO:28% 34 o ff F b4 T - # $ CDR3# 5 SEQ ID

NO:35%41 -

517 HEYEHE)
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fE—EEmA G o 2F E#CDR (E#CDRI1 ~ CDR2 K CDR3)#E
H&R2Fh B R Z ABCDRFEFI(SEQ ID NO:42 % 63) < fE K& 1F P
T > EHCDRIBEHSEQ ID NO:42%E 48 - ff H ¥ T » = # CDR2
% [ SEQ ID NO:49% 55 - {f # et fE 4 T » = # CDR3#E 5 SEQ ID
NO:56% 63
E—Sgmpf  BEEAFEZIN T2 EE 2 AEELEFY
RS R EBHECDR » Z FCDREFERE Htt ok EL RNLAERE
JHERFY > HERE— P RE R/ NEKHMBRELRFIER - F
o AE—SFH A o AR e a2 4 2 CD33E &
[ > HA#E#CDRI{ASEQ ID NO:21 : #£#CDR2{4SEQ ID NO:28 F.
K # CDR3{ZSEQ ID NO:35 - ff — g+ » CD33&E & 0 &K
o ] B Ah R 0 H g CDRI/ASEQ ID NO:22 ; # ## CDR2{% SEQ
ID NO:29 H # ## CDR3{42SEQ ID NO:36 - £~ &FE 4 » CD334E &
EHE K B - P& CDRI{RSEQ ID NO:23 ;
CDR2{4SEQ ID NO:30 H #% $#CDR3{4SEQ ID NO:37 « £ — &5 Jfi ]
F . CD33&E & &E 0 e il o] B g - H & CDRI/4SEQ ID
NO:24 : i # CDR2{4SEQ ID NO:31 [ # # CDR3{4SEQ ID NO:38 » ff
—LFm A G - CD33GEEEN E K H# o] B - HJ & # CDRI
{%#SEQ ID NO:25 ; #&$#CDR2{4SEQ ID NO:32 [ % # CDR3{4SEQ ID
NO:39 - ff —EF it » CD33&GEEE N B & Kl il B ah i - Hf
#% 4 CDR1{4SEQ ID NO:26 : #% ##CDR2{4SEQ ID NO:33 [ # ## CDR3
%SEQ ID NO:40 - fE—EF i |+ » CD334E & E 0 & & ol o] B 45

FEd > H D ECECDR1/4SEQ ID NO:27 ; #€## CDR2/4SEQ ID NO:34

% 18 HEYEHE)
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H # $# CDR3{4SEQ ID NO:41 o

E—SFHEF » AR EEE B B 2 CD33E S
EH HP EHCDRIASEQ ID NO:42 ; H#CDR2/4SEQ ID NO:49
H = # CDR3{%SEQ ID NO:56 - /t —&&Fwmfld - CD33&EcEHE S
B HrpE g CDRI1/4SEQ ID NO:43 ; H # CDR2{%SEQ
ID NO:50 H & ## CDR3{4SEQ ID NO:57 « {f — & i {5 & » CD334%
EHESE# S HPE#CDRI{ASEQ ID NO:43 ; = i#f
CDR2{4SEQ ID NO:50 H E ## CDR3{4SEQ ID NO:58 o {f— & jifi {4l
T CD33EEEL B El o] BEREE - Hd = # CDRI{XSEQ ID
NO:43 ; E#CDR2{4SEQ ID NO:50 H & §# CDR3{4SEQ ID NO:59 - ¢
—LFmA G - CO33EEED e HM ] B4 - HJ E#CDRI
{4SEQ ID NO:43 ; #E# CDR2{4SEQ ID NO:50H & $# CDR3{4SEQ ID
NO:60 - fE—SF @& - CO33GEEE L H G EFE B - K
B # CDRI1{4SEQ ID NO:44 ; & # CDR2{4SEQ ID NO:51 H & $## CDR3
%SEQ ID NO:61 - ff—S&F i flt - CD33&E S EH B & H i v B4
FEk > L FE§ECDRI{ASEQ ID NO:45 ; H#CDR2{4SEQ ID NO:52
HE# CDR3{XSEQ ID NO:62 - ff —LF 4 - CDIB3G EELHHEE
B B 0 HrpE#CDRI/ASEQ ID NO:46 ; = # CDR2{%SEQ
ID NO:53 H & ### CDR3{/4SEQ ID NO:63 - £~ &FEH 4 » CD33sE &
EHESE# SR HPEH#CDRI{ASEQ ID NO:47 ; = i#f
CDR2{4SEQ ID NO:54 H & # CDR3{4SEQ ID NO:63 - {f— &2 Jii
T CD33EEEL B El o] BEREE - Hd = # CDRI{XSEQ ID
NO:48 ; E #iCDR2{/4SEQ ID NO:55 H = ### CDR3{4SEQ ID NO:63 -
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EEMERG T > CD33E cEH BB E RIPATER AR
FFHISEQ ID NO.:1£ 10 f] B¢ i fE sl - f£ LML E e § > CD33
SoEHEaBEERITBERZEERFYISEQ ID NO:11£202 7
BEEAEN o AFEMERAI T > CDBE EELO G EE R3ITAT
HUR 2 BB R 5ISEQ ID NO.:1% 107 o] 8§ g G5 1R 5k k BE 5 =4
BT8R 2 g B B2 7 51 SEQ ID NO: 11220 2 | % 5§ &5 1 3

flisg 'S eE0 ) REEAMEEGENREZRERESNTE
Vo MEANREEUE L REREAZRNERE ZEECEAE
eiRERRZITEEEE F-RASocERERGETNGEGEM
[F] iz 2 fife (B Ry BK & 5 ) o] 28 B &5 1B I (VH) K H1 A8 AT 28 gl &
EEC(VL P R - A B E#E G E I (VIDE & = (#f = 5 /- E &
(CDR) : CDRI1 ~ CDR2 ;X CDR3 ; H &] & & g 45 5 Ik (VL) & & = {f &
#% O {# ;A € & (CDR) : CDR1 ~ CDR2 K CDR3 - ff —&{FR T - RIE
Az —BgEfH 2 EacEHRZ REREH R ESE RN - f£—5%
BT » R R & & B & ] 8 6 K 55 98 & 1 3k 162 O 38 oy (9] 4)
PRE PR RG L @A > B B R T > o] SESH K B 9 &5 R Ik 1t O
BRSPS S L3 - ot " Eg ) RERETRR B
AR TTEY) - B EBI40) Fab - Fab® ~ F(ab’), ~ Fv Bz ~ B Fv ~ B
foe B g Fv ((scFv), ~ B 45 B TA AT for 2 25 (BiTE®) ~ B3R A1 ) H L A
fiAE (DART™) ~ B {H {758 K & It & (8 Ji A2 (Tand Ab®) - IES) - {2 L
BT SoEEH®ZEL > BIEARME - =#H2CE 2 [ $ # CD33
&S LS -

5520 HEYERHE)
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%1 : HCD33H WL CDR1 - CDR2}; CDR3> lr &8 5 51

C249060PA docx

111126359

CDR Fr5 AT RECDRFF
SEQ ID NO:21 GGNNIGSTTVH
SEQ ID NO:22 SGSRSNIGSNTVN
SEQ ID NO:23 SGSSSNIGSNTVN
CDRI1 SEQ ID NO:24 TGSSSNIGAGYDVH
SEQ ID NO:25 SGSSSNIGSNIVN
SEQ ID NO:26 SGSSSNIGSNTVK
SEQ ID NO:27 SGSSSNIGDNVVN
SEQ ID NO:28 DDNERPS
SEQ ID NO:29 GNNQRPS
SEQ ID NO:30 SDNQRPS
CDR2 SEQ ID NO:31 GNSNRPS
SEQ ID NO:32 SNNQRPS
SEQ ID NO:33 SNNQRSS
SEQ ID NO:34 STNKRPS
SEQ ID NO:35 QVWDSGSDH
SEQ ID NO:36 ATWDDSLIG
SEQ ID NO:37 ATWDDSLNG
CDR3 SEQ ID NO:38 QSYDSSLSD
SEQ ID NO:39 AAWDDSLKG
SEQ ID NO:40 AAWDDSLNG
SEQ ID NO:41 AAWDDSLSA

521 HEYEHAE)

FEESE A0101
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2 PpiCD33u[EE#E CDR1 - CDR2K, CDR3Z &K 5

C249060PA docx

111126359

CDR FP5 IR E#CDRFF
SEQIDNO:42 [SNYGIH
SEQ ID NO:43  |TSYDIN
SEQID NO:44 |TSYYMH
CDRI1 SEQ ID NO:45 |TSYWIG
SEQ ID NO:46  |SSYAIS
SEQID NO:47  |SSYGIS
SEQ ID NO:48  |DSYAIS
SEQ IDNO:49 |LISYDGNKKFYADSVKG
SEQID NO:50 |WMNPNSGNTGFAQKFQG
SEQIDNO:51 |GIINPSGGSTSYAQKFQG
CDR2 SEQ IDNO:52  |IIYPGDSDTRYSPSFQG
SEQID NO:53 |GIYPIFGSANYAQKFQG
SEQID NO:54 |GIIPIFGSAHYAQKFQG
SEQ ID NO:55 |GIIPIFGSAHYSQKFQG
SEQ ID NO:56 |DRLESAAFDY
SEQ ID NO:57 |DRANTDFSYGMDV
SEQ ID NO:58 |DRAVTDYYYGMDYV
CDR3 SEQ IDNO:59 |DRANTDYSFGMDV
SEQ ID NO:60 |DRANTDYSLGMDYV
SEQIDNO:61 |DVVPAAIDYYGMDYV
SEQIDNO:62 |HKRGSDAFDI
SEQID NO:63 |EYYYDSSEWAFDI

522 HEYESHE)
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RI: MADCDBABEFEBLEH B I BEER TS (7] 8 K H#
CDR1 - CDR2K CDR3Z [ BB P54 2 HE H I TEIKRHY)

Il
%);3 FPY RS HT SRR (VL) &5

SYELTQPPSVSVAPGQTAMITCGGNNIGSTTVHWY
QQKPGQAPVLVVYDDNERPSGIPERFSGSNSGSTA
TLTINRVEAGDEADYYCQVWDSGSDHVVFGGGT
KLTVL

QSVLTQPPSASGTPGQRVTISCSGSRSNIGSNTVNW
YQQLPGTAPKLLIYGNNQRPSGVPDRFSGSKSGSS
ASLAISGLQSEDEADYYCATWDDSLIGWVFGGGT
KLTVL
QSVLTQPPSASGTPGQRVTISCSGSRSNIGSNTVNW
YQQLPGTAPKLLIYGNNQRPSGVPDRFSGSKSGTS
ASLAISGLQSEDEADYYCATWDDSLIGWVFGGGT
KLTVL
QSVLTQPPSASGTPGQRVTISCSGSRSNIGSNTVNW
YQQLPGTAPKLLIYGNNQRPSGVPDRFSGSKSGTS
ASLAISGLQSEDEADYYCATWDDSLIGWVFGGGT
KLTVL
QSVLTQPPSASGTPGQRVTISCSGSRSNIGSNTVNW
YQQLPGTAPKLLIYGNNQRPSGVPDRFSGSKSGTS
ASLAISGLQSEDEADYYCATWDDSLIGWVFGGGT
KLTVL
QSVLTQPPSASGTPGQRVTISCSGSSSNIGSNTVNW
YQQLPGTAPKLLIYSDNQRPSGVPDRFSGSKSGSSA
SLAISGLQSDDEADYYCATWDDSLNGAVFGGGTK
LTVL
QSVLTQPPSVSGAPGQRVTISCTGSSSNIGAGYDV
HWYQQLPGTAPKLLIYGNSNRPSGVPDRFSGSKSG

01 SEQ ID NO:1

02 SEQ ID NO:2

03 | SEQID NO:3

04 SEQ ID NO:4

05 | SEQID NO:5

06 | SEQID NO:6

07 | SEQID NO:7

523 HEYESHE)
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TSASLAITGLQAEDEADYYCQSYDSSLSDVVFGGG
TKLTVL
QSVLTQPPSASGTPGQRVTISCSGSSSNIGSNIVNW
YQQLPGTAPKLLIYSNNQRPSGVPDRFSGSKSGTSA
SLAISGLQSEDEADYYCAAWDDSLKGYVFGGGTK
LTVL
QSVLTQPPSASGTPGQRVTISCSGSSSNIGSNTVKW
YQQLPGTAPKLLIYSNNQRSSGVPDRFSGSKSGSSA
SLAISGLQSEDEADYYCAAWDDSLNGYVFGGGTK
LTVL
QSVLTQPPSASGTPGQRVTISCSGSSSNIGDNVVNW
YQQLPGTAPKLLIYSTNKRPSGVPDRFSGSKSGSSA
SLAISGLQSEDEADYYCAAWDDSLSAYVFGGGTK
LTVL

R4 DICDBIABEREHE R Z ERK TS (78 E @ CDR1 ~
CDR2} CDR3Z i B BE Fr 51|t 2 MR8 H I T H&REY)

08 | SEQID NO:8

09 | SEQID NO:9

10 | SEQID NO:10

i
CD33 | AT TEEHE(VIEREFY

QVQLQESGGGVVQPGRSLRLSCAASGFSFSNYGIH
WVRQAPGKGLEWVALISYDGNKKFYADSVKGRF
AISRDTSKNTVDLQMTSLRPEDTAVYYCAKDRLES
AAFDYWGQGTLVTVSS
QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYDI
NWVRQAPGQGLEWMGWMNPNSGNTGFAQKFQ
GRVTMTRDTSTSTVYMELSSLRSEDTAVYYCARD
RANTDFSYGMDVWGQGTLVTVSS
QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYDI
03 | SEQID NO:13 | NWVRQAPGQGLEWMGWMNPNSGNTGFAQKFQ
GRVTMTRDTSTSTVYMELSSLRSEDTAVYYCARD

524 HEYESHE)

01 |SEQIDNO:11

02 |SEQIDNO:12
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RAVIDYYYGMDVWGQGTLVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYDI
NWVRQAPGQGLEWMGWMNPNSGNTGFAQKFQ
GRVTMTRDTSTSTVYMELSSLRSEDTAVYYCARD
RANTDYSFGMDVWGQGTLVTVSS
QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYDI
NWVRQAPGQGLEWMGWMNPNSGNTGFAQKFQ
GRVTMTRDTSTSTVYMELSSLRSEDTAVYYCARD
RANTDYSLGMDVWGQGTLVTVSS
QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYYM
HWVRQAPGQGLEWMGIINPSGGSTSYAQKFQGR
VITMTRDTSTSTVYMELSSLRSEDTAVYYCARDVV
PAAIDYYGMDVWGQGTTVTVSS
QVQLVQSGAEVKKPGESLKISCKGSGYSFTSYWIG
WVRQMPGKGLEWMGIIYPGDSDTRYSPSFOGQV
TISADKSISTAYLQWSSLKASDTAMYYCARHKRGS
DAFDIWGQGTTVTVSS
QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYAIS
WVRQAPGQGLEWMGGIYPIFGSANYAQKFQGRV
TITADESTSTAYMELSSLRSEDTAVYYCAREYYYD
SSEWAFDIWGQGTLVTVSS
QVQLVQSGAEVKKPGSSVKVSCKASGGTESSYGIS
WVRQAPGQGLEWMGGIIPIFGSAHYAQKFQGRV
TITADESTSTAYMELSSLRSEDTAVYYCAREYYYD
SSEWAFDIWGQGTLVTVSS
QVQLVQSGAEVKKPGSSVKVSCKASGGTFDSYAIS
WVRQAPGQGLEWMGGIIPIFGSAHYSQKFQGRVT
ITADESTSTAYMELSSLRSEDTAVYYCAREYYYDS
SEWAFDIWGQGTLVTVSS

E—EEHEA T - RCDIBMTHEM ZEcELBEE RIKEL

5525 HEYEHE)

04 |SEQIDNO:14

05 | SEQID NO:15

06 |SEQIDNO:16

07 | SEQID NO:17

08 | SEQID NO:18

09 | SEQID NO:19

10 | SEQID NO:20
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AT BN 2P R N FACD334E & {ir B 2 ] 588 B o 45 A B R A 8 I 4
e LT EF 2 —F - JERHIME FIEFEG) SEQ ID NO:1 K SEQ
ID NO:11 ~ (ii) SEQ ID NO:2J%SEQ ID NO:12 - (iii) SEQ ID NO:3}
SEQ ID NO:13 ~ (iv) SEQ ID NO:4 % SEQ ID NO:14 + (v) SEQ ID NO:5
K SEQ ID NO:15 + (vi) SEQ ID NO:6 % SEQ ID NO:16 - (vii) SEQ ID
NO:7 &% SEQ ID NO:17 - (viii) SEQ ID NO:8 % SEQ ID NO:18 - (ix)
SEQ ID NO:9F SEQ ID NO:19 ¥ (x) SEQ ID NO:10 % SEQ ID NO:20 -

KRN E M A ESECDIBEARREMEANEAR 2/ —MHAM )5
MmN EaED - AEF g d - 20— H Ao g8 M &5
HRREYSEEE - T REYERE ) Ba B HSUEARAERR R
Mz & & B - Z e AT R B S WEE N - FmER - FUE
R @M ERR - ZFERVEMRGWEIOEARR) THE - B4
MmaE @ WEYEEEE SR HTHE E 2P FE @40 AFECD3) 2
LR &S & BE 2 2 /0 — {6 Fi 5G] 88 B o 45 R I K & /D — IE A 2 R g 4
fE o

R > fE—SEFHGF > CD33EEEHGL AN - AL
A2t EfEdSeEd B WEECE LA EEY UK - 2
pimsE > AEEYgEGHEARNRE 2 AERENE - EXEFE
T ZIEEMCDIZE EEH G R RN > BIEAFHCD33 K —EE
ZEMFEEERTRE  EREFET  E&6E0hEFEE - Hf
HCD3KCDIEAREN  ZEFEREMEESEO GEWIA)ER
IgA ~ IgD ~ IgE ~ IgGECIgM 2 # R E R GIAG - B EJLE - Hif e

{8 71 7% (scDb) ~ & Wt B Fv (scFv)2 ({40 8 5 2 M: T 4l A for % =5

%26 HEYEHE)
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(BiTE®)) ~ 35 A1 7 F 8L [ HU AG (DART™) ~ &5 Jgk B $71 fS (Tand Ab®)
Kz M 1 BE (flexibodies) °
fER T G - B ZECD33 R CD3& & & H 2 CD3& & {ir
B ANBCD3IHfE —SFK TeERCDIE TR RN o th—4 & (A
ZEPREEREFRSTHERZFYI(SEQ ID NO:64%67) 2 VHES ##
J{CDR1 ~ CDR2FE CDR3E sk @ # 6+ Fr 1~ E 5 (SEQ ID NO:68%
71) VL4E f£38,CDR1 ~ CDR2 K CDR3FJ % fik - £ FEBF T » CD3%E
&l B SEQ ID NO:64 ~ o] % & # 45 i ik &2 SEQ ID NO:68 7 n] & K
AR G MEEFBET - CD3E A LB R SEQ ID NO:65 2 7]
B E S RE B R SEQ ID NO:69 . n] S gl &E Sk 2 4H & - (L 215
T > CD34%5 4 fir 8 {4 SEQ ID NO:66 .~ 0] & 25 i 4% % 35 & SEQ ID
NO: 70 n] BESHHAE R 2 H & - R EBE T - CD3&E & i1 B
SEQ ID NO:67 0] # & §i 45 K5 &L SEQ ID NO:71 7 T 88 8 il 45 1 I
ZHG -
RS HCDINBEHAGHBR I EARKFS (7] 8 & # CDRI1 ~

CDR2} CDR3Z j B Be 751 s 2 #H 28 H I T BIERHY)
PLCD3 VHERIEFS
SEQID | EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPG
NO:64 | KGLEWVGRIRSKYNNYATYYADSVKDRFTISRDDSKNSLYLQ
CD3-01 | MNSLKTEDTAVYYCARHGNFGNSYVSYFAYWGQGTLVTVSS
SEQID | EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPG
NO:65 | KGLEWVGRIRSKYNNYATYYADSVKDRFTISRDDSKNSLYLQ
CD3-02 | MNSLKTEDTAVYYCARHGNFGNSYVSWFAYWGQGTLVTVS

S

SEQID | EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPG

NO:66 KGLEWVGRIRSKYNNYATYYADSVKDRFTISRDDSKNSLYLQ
5527 HEEHHAS)
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CD3-03 MNSLKTEDTAVYYCARHGNFGNSYVSWFAYWGQGTLVTVS
S

SEQ ID EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPG
NO:67 KGLEWVGRIRSKYNNYATYYADSVKDRFTISRDDSKNSLYLQ
CD3-04 MNSLKTEDTAVYYCARHGNFGNSYVSWFAYWGQGTLVTVS
S

R6: PICDIM BB &K F 5 (7 B 2 CDR1 ~

CDR2 K CDR3Z i Z e Fr 5 2 FH A8 H Il T #&REY)
PLCD3 VLGRS
SEQ ID DIQMTQSPSSLSASVGDRVTITCRSSTGAVTTSNYANWVQQKP
NO:68 GKAPKALIGGTNKRAPGVPSRFSGSLIGDKATLTISSLQPEDFA
CD3-01 TYYCALWYSNLWVFGQGTKVEIK
SEQ ID DIQMTQSPSSLSASVGDRVTITCRSSTGAVTTSNYANWVQQKP
NO:69 GKAPKGLIGGTNKRAPGVPARFSGSGSGTDFTLTISSLQPEDFA
CD3-02 TYYCALWYSNLWVFEGQGTKVEIK
SEQ ID DIQMTQSPSSLSASVGDRVTITCRSSTGAVTTSNYANWVQQKP
NO:70 GKAPKGLIGGTNKRAPGVPSRFSGSLIGDKATLTISSLQPEDFA
CD3-03 TYYCALWYSNLWVFGQGTKVEIK
SEQ ID DIQMTQSPSSLSASVGDRVTITCRSSTGAVTTSNYANWVQQKP
NO:71 GKAPKGLIGGTNKRAPGVPSRFSGSLIGTDFTLTISSLQPEDFAT
CD3-04 YYCALWYSNLWVFGQGTKVEIK

EHAME R+ > R EMECDIBRCDIGEHEEH ZCD3GE G I
BEE A 14 STYAMN (SEQ ID NO:72) 2 CDRIFF 5 2 o] 8 = i 4% %
e wHAMMER AP - R EMECDIZRCD3GE S EH L CD3E & i &
FH & RIRSKYNNYATYYADSVKD (SEQ ID NO:73) 2 CDR2F %1 .~
TEEEGS R - A HMERA P > R REMECDI3RCDIE G EH
~ CD3%E & fir %5 B 7 £1 &4 HGNFGNSYVSWFAY (SEQ ID NO:74)~

CDR3FFAI Z Al B EH G - A HM B+ - B EIECDI3K

% 28 H(EYEHE)
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CD3sE & E H 2 CD3%E & ir B B A A1 £ HGNFGNSYVSYFAY (SEQ ID
NO:75) 2 CDR3Fp I 2 w] 8 & g 4 i i - £/ H AL E i & > CD345
SMEEAFAAEE7HISEQ ID NO:72%274 7 CDR1 ~ CDR2 K CDR3FF %
A E PG - AR EMERAI T > CO3E S B E A E a7
SEQ ID NO:72 + 737522 CDR1 -~ CDR2J CDR3 5 51| > ] 8% 5 8 45 1%
fif o

fEH A E ] - R RECD33ZRCD3GE G EH L CD3E &L
YEE A A EEEH BANTYAMN (SEQ ID NO:76) ~ NTYAMH (SEQ ID
NO:77) & NKYAMN (SEQ ID NO:78)4H i -~ Bf > CDR 1 £ 51| - ] %% &5 i
Gt o AfEHME RO » SR REMECDI3RCDIG&EH 2 CD3E S
7 Bk B H B8 & # 5 A RIRNKYNNYATYYADSVKD (SEQ ID NO:79 -

RIRNKYNNYATEYADSVKD (SEQ ID NO:80)
RIRSKYNNYATEYAASVKD (SEQ ID NO:81)
RIRNKYNNYATEYAASVKD (SEQ ID NO:82)
RIRSKYNNYATYYADSVKG (SEQ ID NO:83) )d

RIRSKYNNYATEYADSVKS (SEQ ID NO:84)4H 5% >~ Bf.» CDR2FE 5 2
A EEAEE T HMERAF - B REUECD33RCDIGEEEN
 CD34E & fir 85 B H & & % 5 ff HGNFGDSYVSWFAY (SEQ ID
NO:85) - HGNFGNTYVSWFAY (SEQ ID  NO:86)
HGNFGCSYVSWFAY (SEQ ID NO:87) - HGNFGNSYISYWAY (SEQ
ID NO:88) %, HGNFGNSYVSFFAY (SEQ ID NO:89)4H 5% . B 2 CDR3 ¢
I~ B 68 EE 3 4 R B
AR HAE G CD3%E & iz B E A & 70 HISEQ ID NO:76 -

529 HEYEHHE)
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73K 74 ~ 53 BISEQ ID NO:76 ~ 79 % 74 ~ 43 BISEQ ID NO:76 ~ 80 &

S RISEQ ID NO:76 - 81 %74 ~ 4y RISEQ ID NO:76 ~ 82 74 ~ 43
RISEQ ID NO:76 ~ 83574 ~ 43 BISEQ ID NO:72 ~ 83 74 ~ 43 BISEQ
ID NO:72 ~ 8385 - 43 HISEQ ID NO:76 - 83 % 86 ~ 43 Bl SEQ ID
NO:77 ~ 8374 ~ 43 RISEQ ID NO:72 - 83587 ~ 43 BISEQ ID NO:78 -
73K 8854y BISEQ ID NO:78 ~ 84 892 CDRI - CDR2 K CDR3[F %12
] 5 B g A R e o

12 HoAth B B ) - BER R M CD33 R CD345 & E H L CD345 & fir
wE EL 7 O 8% 6K 5 45 FE 3 1 2 RSSTGAVTTSNYAN (SEQ ID NO:90)”
CDRIFFHI « £ HAMEF JE ] = > 4R Z 1 CD33 R CD345 & & H 2 CD3
& & i B B 5 ] 8RS 45 18 38k &L & GTNKRAP (SEQ ID NO:91)Z
CDR2FF 4 » 1£ HAth T i ] = - % Z 1 CD33 R CD345 & & 5 2 CD3
Go B B8 E&ALWYSNL (SEQ ID NO:92) 2 CDR3[F 5 2 | & i
pEAERE c AR EMEROIS - CD3GE & LB E A B & 7 BISEQ ID
NO:90£92 7 CDRI1 ~ CD2x CD3Fr 3| 7 B] % i g 4 g 4, o

EREHFRT » CO3G S EECDIERSHM N - &F > £H
it 1 2 T » 2K B = 8 45 % 8 DL & ¥ 8 45 FE 3 2 CDR1 -~ CDR2 -
CDR3 ~ B 57 17 bt 0] 585 B 9 & i du Je w88 BB g 45 A B (% B EC it CD3
PLAg > I UCHTI ~ 5 & B $j{ (muromonab)-CD3 (OKT3) - B H P E
#i (otelixizumab) (TRX4) - %5 FI| ¥ B 5y (teplizumab) (MGAO031) ~ 4 7g
PR EE 1 (visilizumab) (Nuvion) k& &5 W0 HE 35 -

T — R A SO &8 AR EE5E & B AR AT (BRI AERZKR)
ZCD33ESEE U R ERFRMCD33RCDIESEN -

%530 HEYEHE)
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fE— S EHEF b > S R MECDI3RCD3E S EL A AHEMtY
CD33 } CD3 7 ] 5% ¥ §f J 5§ &5 R 3k 42 flf CD33 e CD3FF £ Z DU T
et s—%4 - BECEARR) () SEQ ID NO:2 -~ 12~ 65569 » (ii)
SEQ ID NO:3 -~ 13~ 65k 69 - (iii) SEQ ID NO:4 ~ 14 ~ 6569 » (iv)
SEQ ID NO:5 - 15+ 6569 > (v) SEQ ID NO:1 - 11~ 64%68 > (vi)
SEQ ID NO:2 ~ 12~ 6468 > (vii) SEQ ID NO:2 ~ 12+ 66570 > (viii)
SEQ ID NO:4 - 14~ 66k.70 > (ix) SEQ ID NO:5 -~ 15~ 6670 > K¢ (x)
SEQ ID NO:3 ~ 13~ 6468 > (xi) SEQ ID NO:3 ~ 13+ 67K 71 > (xii)
SEQ ID NO:4 ~ 14 ~ 64568 > (xiii) SEQ ID NO:5 ~ 15~ 64}, 68 » (xiv)
SEQ ID NO:7 17 » 64k:68 > (xv) SEQ ID NO:6 16~ 64}68 > (xvi)
SEQ ID NO:6 ~ 16 ~ 67k 71 > (xvii) SEQ ID NO:8 + 18 - 64}, 68 >
(xviii) SEQ ID NO:9 - 19 + 64} 68 ; (xix) SEQ ID NO:9 ~ 19+ 67k
71 » R (xx) SEQ ID NO:10 ~ 20 + 64568 -
CDRIFF Bl K BB SRR ZIRTEE

BB+ o =R S AR SR L CDR P52 %
EEERE R EER - NIt > £ —SEHHEH > &5 £ CD335(CD3
< BB B E GE I 2 CDRFSIPLSEQ ID NO: 21563572 £ 927
Ao 2 e BB YA HAMEE - EFREFP T - CORERFJ
B1SEQ ID NO: 21E 635 72E 907 FHIEE# B AH99% ~ 98% ~ 97% -
96% ~ 95% ~ 94% ~ 93% ~ 92% ~ 91% ~ 90% - 89% - 88% ~ 87% -
86% ~ 85% ~ 84% ~ 83% ~ 82% ~ 81%E 80% » FFH|—&tt - HH AR
RREENE -

fEHAER T - CORZEAGFIIGALE - 248 ~ 3{F - 48 25 fr

%31 HEYEHE)
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FREEBRIA - (rTF IR BEEREAROREZ S —BEERIURGE
R BB 2 B BB EUAR > B — P A AR AT MR Re 2L e P W e . ~ SRAZBE -
HRE B e RO MR 2 G REREGH I kel 2 5% - BRIERE
LR XN BE R sk B B 2 2~ i e B R R A i e L 2 R e I ] 2 B
O~ o M 5 o i R R G M B 2 SR > AR 5T R R A TR N B i R
Ml 2 B -

X EAMER T - CODRE R 5145 A 58 CDR Z & (Hl 418 2
M~ B EE B Z Pt R /ECHE CD338(CD3 2 & & R AT 7 Z 3 i) < A
e

EHARFR T - E 6l CDRE /G 7 51 LLo 2 JE B 62 58 2 SRR §2 &
ko 2 L o AGIERE i 2 B A EE AT RE B A A R o AR A T Rk
#~ CDRY B ~ ERFES ~ &4 ~ IR - SeR AR e 30 % R I

b S g2
H e &2 °

FF L {85 (2 BE W Bk - CD33 B CD3%E & 8 (1 6L & B A S0 B 4 it
B T 0 S TR P ) 9 T 2 B o G 4
B o B 0 fE— BB RO » CD33 R CD3% & & [ A1 & BISEQ ID
NO: 1 % 203 64 % 71 5 7 48 7 2 i 2 I F 51 481 (B F 4R [0 . 28 94 B 96 g
GERESRE A - fE RS ID T o B I B O 4% B B R 51 B2 SEQ 1D
NO:1220642 71 2 FHEE# B H99% ~ 98% ~ 97% ~ 96% ~ 95% -~
94% ~ 93% ~ 92% ~ 91% ~ 90% ~ 89% ~ 88% ~ 87% ~ 86% ~ 85% -~
84% ~ 83% ~ 82% - 81% 5K 80% 7 FF Al — Bt - 1L LA & 0% M

T I T T > 52 BB 2B 430 o0 66 0 5 B B P 510 40 A 1O ~ 20 - 3
]~ A{ 24 518 (2 <F B 6 B TURG 55 5F LA B0 35 T LA S VRS 2 59—

% 32 HEYEHE)
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R B B2 HU Q45 E B &L B 2 i AR BRI > L — 25 B0 15 1 B B R e 2
BBz K B E R BE 2 G FEE TR SR Il R R ER

e B B B 5 ) 2 I~ 8 R R B 2 S0 0 R
5 R A P W R R B o B

FE SR T T o 9 0 S 5 P 5140 A8 38 CDRIE
(0T8T 1 - BHEE B8 2 00 M R /308 CD3350 CD3 2 &5 £ 4 17 2 4
B2 B ¢

FESLAL DT T o 16 52 A o g 050 4 4 A P 9 DA S B
B 2 SR B R B 2 B ¢ U0 R B SR 2 B TR ¢ R O
Al > BIA0RRAD ) BB - CDRS 1S (walking) « B2 - 455 BB It
I - HR AT 2 R IR
CD33R CD3SH R 1% R B S HyL M8

fE 5 —BE B > D334 &G TE B S S R IECD33RCDIE S E A
(5 A o BB W F A 8B CD33 R CD3 2 B IR 45 & (i B %
fit -

16 55— SEBE P o AR IR (6 2 48 B B (U (Tand AD®) 3.2
T LS E L Y CD33RCDIE B EE « %% B EH Mk
— R85 57 I 1) 2 90 U (1 97 08 0 5 45 15 4 1 O {0 6 T 2 4
50V H) B 0 16388 0 52 65 MBS (VOB 30 )~ 5 A 5 © (0K S o
(R P o P O T I S A M 53 F BB T
83 5 T F e 1 5 61 4 DLW o BE 0 (T 008 T 0060 0 53 — 90 1 4
SESELE « B A HUREHET] o 6 (A0 I VIR VLAS L B

% 33 HEYEHE)
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FEWELIY HE-ERNERERER - W#EHE 2L #EE A E
(head-to-tail) fH & - ¥ B K& 105 kDa.Z 1y g P JF 24 (H [ — & £8 ([E
D @BEAFMLTTHEHLERE  BE FRE-BEREISERE -
Froe B H A gRERERP A -

FIHREEIREARERKER GG ERIE KA/ S
BT ZERHRIME  FHEEABESARNBEIEEREBARIL
TGk = W ELFe il oy M Bl 2 B F FEGERF 2MEMEEEM - B s
FERF 2 AR A 3 I 0 45 & £ Fedfi Bk 2 Fez 88 - (40 &5 Bk (4
0 BEamtEBK - BAIAE - BBELMEEK - RAKRGHM ~ BE P IEER KA
BEAH) B I KK (Kuppfen A - M- MEERE AT _—EHESEE
CD33 K CD3f 2 & —% » &R & B IgGH[E - RBEETTE Z K/
(K&J105 kDa)/Nji1gG > IEH] URFIE5RfE R 2 - 280 > IER/NES
MNE—TEBERZEERRE > RimEERENR RS oS HEETE
RS E R ZBUNER R A bl 2 S8 2B R - AN > BRI
Y NERHEENINE > FREEABEEN At ELESSES
(BIZ0BIiTEEDART 7y F) > {1 BRI K LB H -FEI kM =
M o FR MG B (R TS AL T 2 Al A (B 40 T L B ) CHOS A 2 72 o0 3R 3R -
HE A EGHARNEREER ZRE L Bk TSR -

AR 2 CD33 F CD3 % i 27 AR e B8 (8 H S (R &8st > DA
AT FE M8 2 I AR 55 ME TAl A 2k ML S R CD33 i A A o Ib B 51 ¥
R ZERABLETRIEADCC (i M: MM E 2 1A
BMHAREZEZAMEEMETHR - HEEZ T - RS
ERr BMERE ZCD3 1 - B IR (E DT AT (£ 4 BE 52 M T4 A B

534 HEYEHE)
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CD33*fE R A Ll FE Ry Mk 5 205Kl > e E M ez & o+ 241
REEMEVE D) - IRl R E 29 - FIREERAEAREY - R
MHEMZADCC - BEHRE > THR T AEZEFBEBEERTEEZEF
A - BPliNE > BURKENHLE & &5 HBEE DL RE &+ 24
AT < FA BT ERRGE R - L/ EHHEBCREE
e DA R $T ¥ CTLA-4 2 $i 88 ~ TAIRBUE < 2 1 58 6 B 58 05 48 5% 51 DA E
BTHRRIEZBREZET - Al 2 FIREERBERGEEER
HRCDIKFE A EETAN > ZAEmRECDIFHRTAR ZE Z
—H o o e ERR AT ERE AL E ERH Z CD3kCD33
< [F] By & & B TAH B R0E 0/ BB g dll i 2 (R S5 A ([ 2) -

At R —BET G FREEPREERE - £ —EE 0
T SR REMSRREEBHEEE - = ENEZME A ERLTET TR
Mo H o (i B 25 (i % iz B] B A [E] R AR R B B SR AR RS o A
FEGHAT > ZREMSHEERAGEFEEERIUEY > EE
O P RGS G E - h— 2N EEFREERENHZE) —FH RS
GArBeeE & E ANECD3R AJECD33 s i EREEF T > AR EE
FUAS A A W P R 45 S L 3R 48 & 2 A CD3E A W { H A 1 R 48 &
frEh&sE o 2 ABCD33 » Bl HEERE _—EEac 280K -

E—SEHEM T EHEM RS HEERER AH
CD33 R NHCD3IERAFEN > HfhZEREEARBASE 2N
FZIK > -2 LA 2 /D V0 (# 41 # 5 2 n] Sk o Hf
ZIKE &

(i) HABCDIBAAREN Z I HHF#(VHEREE

g

% 35 HEYEHE)
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(i) ¥ ABCD33E AR R 2 v S (VL) I

(iii) ¥ ABCD3IE AR R VHE R - &

(iv) ¥ ABCD3E AR R VLA -

EREERI | ERHREVESHREERBHTELE S ZE AH
CD33 ~ Ffir » # F fir fir /% A CD33 2 2:DQEVQEETQ7 (SEQ ID
NO:94) (SEQ ID NO:93 Z g E A 622 TN - fEfFFERBE T > Ik
—FHREERRBEEEFEF - FNAE LN B—ZNEH £/ IUEME
iE R o B HbhB -2 NEsE

(i) #HABCDB R ERAREM v SEHEHE > ZRM
fir 1A A B8 CD33 2 :DQEVQEETQ+ (SEQ ID NO:94) (SEQ ID NO:93
REERRECETON ;

(i) ¥ AMCDI3 R BEAY BN o o] SR > ZRM
fir 1A A B8 CD33 2 :DQEVQEETQ+ (SEQ ID NO:94) (SEQ ID NO:93
REERRECETON ;

(i) HABCDIEARRME TEEHEEEE > &

(iv) ¥ ABCD3EA R Bk v B gl aE i -

T2 H AW B HE B A SCRE A PA10 aMECE /N ~ 5 aMECEE /N ~ 1 nM
B /NEC0.S nMECE /N2 Ko CD33 4 il 1 2 CD33E A M1 &
CD33/CD3 & i S [E i A8 - CD33 40T o] 8 B E @ 40 Y > BI A HL-602Y
KG-1 -

EH—EHHH - KA 2 CD33/CD3 F it # [ i A8 LL 10 nM
BCE/N 5 aMECE/NE2 aME(E /N 2 KpéE & CD3 A fE L BFR T
CD3*4 A (s 22 1 = T4H ) | 2 CD3 7 eff

% 36 HEYEHE)
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E-EEEMNT  EREMFEREERE IS -2 UHE
MEEE R LTS Z—% ¢ (1) SEQID NO:2 ~ 12~ 65k 69>
(ii) SEQ ID NO:3 -~ 13~ 65k 69 » (iii) SEQ ID NO:4 » 14~ 6569 -
(iv) SEQ ID NO:5 ~ 15+ 65K 69 > (v) SEQ ID NO:1 ~ 11 ~ 64568 > (vi)
SEQ ID NO:2 ~ 12~ 6468 > (vii) SEQ ID NO:2 ~ 12+ 66570 > (viii)
SEQ ID NO:4 -~ 14~ 6670 > (ix) SEQ ID NO:5 -~ 15+ 66k70 > F(x)
SEQ ID NO:3 - 13~ 64%68 > (xi) SEQ ID NO:3 ~ 13~ 6771 > (xii)
SEQ ID NO:4 ~ 14 ~ 64568 > (xiii) SEQ ID NO:5 ~ 15~ 64}, 68 » (xiv)
SEQ ID NO:7 ~ 17 ~ 6468 > (xv) SEQ ID NO:6 ~ 16 ~ 64F,68 » (xvi)
SEQ ID NO:6 ~ 16 ~ 67K 71 » (xvii) SEQ ID NO:8 - 18 ~ 64} 68
(xviii) SEQ ID NO:9 - 19 + 64} 68 ; (xix) SEQ ID NO:9 ~ 19+ 67k
71 » R (xx) SEQ ID NO:10 ~ 20 + 64568 -

AXFHZ " 28 BEEWEZSKZESY o 15 LT
o 5% W 2 BR T L SR LB IR &S > R 2 1T = PR 1 R 1 (% 1 W (8 2 FA T
AL EE - EREREERT > WESEA L ERSE > Pl LUA B
RoFRIREL MR - EXREEHEMT  Z_FEhAE_EE -
BiEL & WOEAR A 20K - flosl © 2Bk ) 55 e & B 8 L 8 v il R 0 7 92
ZEEY  EFEREBET > 2N GEEMSED  HARSHE - 1
2k SRS HEERE - A HEMBER T RO EER
Bk N- K iy fo 18 C- R Ui B 2 PASE - 8% DKW BoR Al e e A R AR A - 28
Bl & - £ — B P T &z A By A B 72 A AT 1 C- K i & & Tag B
5l > ZTagFr FITHRI A 7Y 2 AL 2 & (B R fm Ml -

1E—BE AR SRR @IS — S B (T

537 HEYEHE)
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G BICD3GE G E R L A B §# (VL) ke 7] 8 E= # (VH) LL ) CD33
SOEH B (VL) R AT 2 EH#(VH) « AL EFH A T - PU{E =]
BEBBGHEMNERERELL - L2RL3EE A —SEEP TEN-2C-
A 40 LU RS
EREIEF

(1) VL(CD3)-L1-VH(CD33)-L2-VL(CD33)-L3-VH(CD3) ; =

(2) VH(CD3)-L1-VL(CD33)-L2-VH(CD33)-L3-VL(CD3) ; =

(3) VL(CD33)-L1-VH(CD3)-L2-VL(CD3)-L3-VH(CD33) ; =

(4) VH(CD33)-L1-VL(CD3)-L2-VH(CD3)-L3-VL(CD33) -

MREMKENR  REZJEHEZEVNRSGCFHREEIEZ
gt Wit > fE—EEHH T - IREEELL - L2RI3ZREFER—
{6 2 K - SR 3 AT B 55 — 25 IR 2 &6 1 3 DA o ] O UM &6 DU ol 2%
ERECEREETE E£XREFRM T  ZFEEE " BHE
BUEEOfE ~ 1 ~ 241 ~ 3{E ~ 448 ~ S{& ~ o4& ~ 7{& - 8(F - 9 ~ 10{H -
VU i 1 2{0 B AR B R AL dH e » It > R EFE T - FEERERY
121 B0 B /D e Bl B AR AR - AEOE e B WA BT - ERER
BRSEE o 5% 5 0 2 PEAG R AL A (5] 2 IR 2 P e ] 28 S 65 1R s B g v
5 B o G IR I R & TP I i T TR & & i R 2K SR RS (I 2 K 2 oy
THEF G o RS 2 &Y 121/ 2 /D i B e A A B IR R —
2k L WA GS R L Ty TN EER - e —EEHGI T > &
FEMRE M3 E 100 ~ FIam4{E ~ S 2k 6 {1 48 2 B A& B iR A4
B o

PR E G M BB BEEA T TEMNEIRZ _EE 2

% 38 HEYEHE)
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ik - BB =

P

BEMEGEE 2K

s

Az < PR &5

B R A P
B P 8 B T 26 08 V40 AR R R SR 1
& RAER - fE—

I B RS IR PG 2 E ] By GGSGGS (SEQ 1

(SEQ ID NO:96)8 GGSGG (SEQ ID NO:97) -

AL

i

£ 5 i pl
D NO:95)

e it & 5 B i1

A
GGSG

A 2 Rt EEGR ZERFMEEREARERTZN

CD33 VL }z VH&E &3, ~ $1CD3 VL &z VHES f ik -

& 1 kI 7 R i e

R ETRE -
£7: BHECD33/CD3E 2 [EHi 8 (TandAb)
BB | PiCD33&EHE | DiCD3&ERE o R
i3
" e
® | VL VH VH VL b"é L1/L3 L2
; ;
i)
01 |SEQ ID|SEQ ID|SEQ ID|SEQ ID|1 |GGSGGS GGSG (SEQ
NO:2 |NO:12 |NO:65 |NO:69 (SEQ ___ID | ID NO: 96)
NO: 95)
02 |SEQ ID|SEQ ID |SEQ ID|SEQ ID|1 |GGSGGS GGSG (SEQ
NO:3 |NO:13 |NO:65 |NO:69 (SEQ ___ID | ID NO: 96)
NO: 95)
03 |SEQ ID|SEQ ID |SEQ ID|SEQ ID|1 |GGSGGS GGSG (SEQ
NO:4 |NO:14 |NO:65 |NO:69 (SEQ ___ID | ID NO: 96)
NO: 95)
04 |SEQ ID|SEQ ID |SEQ ID|SEQ ID|1 |GGSGGS GGSG (SEQ
NO:5 |NO:15 |NO:65 |NO:69 (SEQ ___ID | ID NO: 96)
NO: 95)
05 |SEQ ID|SEQ ID |SEQ ID|SEQ ID|1 | GGSGGS GGSGG
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NO:4 NO:14 | NO:65 |NO:69 (SEQ ID | (SEQ 1D
NO: 95) NO: 97)
06 |SEQ ID |SEQ ID|SEQ ID |SEQ ID GGSGGS GGSGG
NO:5 NO:15 |NO:65 |NO:69 (SEQ ID | (SEQ 1D
NO: 95) NO: 97)
07 |SEQ ID |SEQ ID|SEQ ID|SEQ ID GGSGGS | GGSGGS
NO:1 NO:11 | NO:64 |NO:68 (SEQ ID | SEQ ID NO:
NO: 95) 95)
08 |SEQ ID |SEQ ID|SEQ ID|SEQ ID GGSGGS | GGSGGS
NO:2 NO:12 | NO:64 |NO:68 (SEQ ID | SEQ ID NO:
NO: 95) 95)
09 |SEQ ID |SEQ ID|SEQ ID|SEQ ID GGSGGS | GGSG (SEQ
NO:2 NO:12 [ NO:66 |NO:70 (SEQ ID | ID NO: 96)
NO: 95)
10 |SEQ ID|SEQ ID|SEQ ID | SEQ ID GGSGGS | GGSG (SEQ
NO:4 NO:14 | NO:66 |NO:70 SEQ ID NO: | ID NO: 96)
95)
11 |SEQ ID|SEQ ID|SEQ ID | SEQ ID GGSGGS | GGSG (SEQ
NO:5 NO:15 |[NO:66 |NO:70 SEQ ID NO: | ID NO: 96)
95)
12 |SEQ ID | SEQ ID | SEQ ID | SEQ ID GGSGGS | GGSG (SEQ
NO:3 NO:13 | NO:64 |NO:68 SEQ ID NO: | ID NO: 96)
95)
13 |SEQ ID|SEQ ID |SEQ ID | SEQ ID GGSGGS | GGSG (SEQ
NO:3 NO:13 | NO:67 |NO:71 SEQ ID NO: | ID NO: 96)
95)
14 |SEQ ID|SEQ ID|SEQ ID | SEQ ID GGSGGS | GGSG (SEQ
NO:2 NO:12 | NO:64 |NO:68 SEQ ID NO: | ID NO: 96)
95)
15 |SEQ ID|SEQ ID |SEQ ID | SEQ ID GGSGGS | GGSG (SEQ
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NO:4 |NO:14 |NO:64 |NO:68 SEQ ID NO: | ID NO: 96)
95)
16 |SEQ ID|SEQ ID |SEQ ID | SEQ ID GGSGGS | GGSG (SEQ
NO:5 |NO:15 |NO:64 |NO:68 SEQ ID NO: | ID NO: 96)
95)
17 | SEQ ID|SEQ ID |SEQ ID | SEQ ID GGSGGS | GGSG (SEQ
NO:7 |NO:17 |NO:64 |NO:68 SEQ ID NO: | ID NO: 96)
95)
18 | SEQ ID|SEQ ID |SEQ ID | SEQ ID GGSGGS | GGSG (SEQ
NO:7 |NO:17 |NO:64 |NO:68 SEQ ID NO: | ID NO: 96)
95)
19 |SEQ ID|SEQ ID |SEQ ID | SEQ ID GGSGGS | GGSG (SEQ
NO:6 |NO:16 |NO:64 |NO:68 SEQ ID NO: | ID NO: 96)
95)
20 |SEQ ID|SEQ ID|SEQ ID|SEQ ID GGSGGS | GGSG (SEQ
NO:6 |NO:16 |NO:67 [NO:71 SEQ ID NO: | ID NO: 96)
95)
21 |SEQ ID|SEQ ID|SEQ ID|SEQ ID GGSGGS | GGSG (SEQ
NO:8 |NO:18 |NO:64 |NO:68 SEQ ID NO: | ID NO: 96)
95)
22 | SEQ ID | SEQ ID|SEQ ID|SEQ ID GGSGGS | GGSG (SEQ
NO:9 |NO:19 |NO:64 |NO:68 SEQ ID NO: | ID NO: 96)
95)
23 |SEQ ID | SEQ ID | SEQ ID|SEQ ID GGSGGS | GGSG (SEQ
NO:9 |NO:19 |NO:67 [NO:71 SEQ ID NO: | ID NO: 96)
95)
24 |SEQ ID | SEQ ID|SEQ ID|SEQ ID GGSGGS | GGSG (SEQ
NO:10 |NO:20 |NO:64 |NO:68 SEQ ID NO: | ID NO: 96)
95)
E—EEHAF  FEHEGQHRE HEIBEIYF AT &R 2 HHE
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{8 #1401 (SEQ ID NO:98) » 02 (SEQ ID NO:99) - 03 (SEQ ID
NO0:100) + 04 (SEQ ID NO:101) ~ 05 (SEQ ID NO:102) - 06 (SEQ ID
NO0:103) » 07 (SEQ ID NO:104) ~ 08 (SEQ ID NO:105) ~ 09 (SEQ ID
NO:106) ~ 10 (SEQ ID NO:107) ~ 11 (SEQ ID NO:108) - 12 (SEQ ID
NO:109) ~ 13 (SEQ ID NO:110) ~ 14 (SEQ ID NO:111) ~ 15 (SEQ ID
NO:112) ~ 16 (SEQ ID NO:113) ~ 17 (SEQ ID NO:114) - 18 (SEQ ID
NO:115) ~ 19 (SEQ ID NO:116) ~ 20 (SEQ ID NO:117) ~ 21 (SEQ ID
NO:118) ~ 22 (SEQ ID NO:119) - 23 (SEQ ID NO:120)={24 (SEQ ID
NO:121) -

fE—EFH G T - ATl .2 CD33%E & & H K CD33/CD3% R
MG & EE B > CD33/CD3%E R B M & i & (F PL %) (7 48 i1 R G
0L S —HEZIBE AP RS o R R E TR 2 PR ERS
ZERN B ERARESE - NIt > 55— B BEB AR Z PR
GRBEEIAR LN ZZZER > PIADNASRNA -

ZZE R AR AR EE > B0 FE iR L B2 AS TR B 5K
A oA B ) P #E R K O B R R 2GR A D DU A T A I
ENEGHKTRFEZEMERI T ERERE BRI E T 2B
HERMRE o A E B A S R A (P A0 CHOMH AR 7 2R 38 -
it 1 AT A EAS Rt R E 2 0 AEAT-BE 2 EHE R ST
o BfEE R R A BRI E) T - BE) TR EREEESIREH
e s & Rl 18 LA o 2 =3 -

FE—EFTHM T - B2 EFREA 2R EERTERT > I
NEH—EHEH - LEHBERTIRBEC A G ABE -
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AMASERASE/EEAGUeALRAGEENLIIEEG S
FPIHEEAR IR ZEZER - ARERBRE (E.coli) P RE Z
FIHEE 2 TP B&EpSKK (Le GallZ A > J Immunol Methods. (2004)
285(1):111-27)S A X 42 T AL B ¥ Al B %R 3R 2 pcDNAS (Invitrogen) -

AL > AE—SEEHEH o > ASCRTIL Z 5l & & F B E R %
& M 4 S B SCRT A 2 I 2 SRS 51 A B 1E AT W AR R IR S R 2
fiefh T EZE TR ESE > Al oL E R —F it -

fE M A SR 2 CD334% & 2 5 s CD33/CD3 8y K f:
SoEB A - CD33/CD3ER E SR EEIE) B A6 - A
B EEEARND L - BR(t - ADP-EZHEEL - Ml - =& Z
HAEN 2 - MR v 2 B - TR ETRITEY 2L E
by 2 ~ BRE SR E T A 2 LB - wis AL AE 2 IR E I 32 - %Y
e - sl o~ I]RIE - ZREBE R - AWEL - HER P - Bl
B 2Rk ~ BB 2Rk - WBR(E ~ v E(E - AL - GPIEEED)
Rk~ FEEAE ~ (b - HEAE - WEERRE - |(& - EEKENT -
b b ~ BECEAE - SRR - (b Rt - MEREESE
L IERNAST E 2RI () 20 85 B B &= (b)) & 02 /AL o AF H i & B
o ORI AR S e B B (B 40 BT B oy e M e A1 B Y 2 R SAE 2 R AT
fEEfCD334&E & E H (CD33/CD3 [ EME HEH -

fEHEMEET > AR EEESY  HESCDBEEEH -
MEEcHREEAE 2B RAEcFHERIE 22NN 2%
ZEN SRR RSB E 2 E Al - REDV —EEEE L] #
2 ZEE - flosE T B L JEHE, BEEARMDA G FEK

Pl

\
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0 ZEVEEZARE AR AR 2 B s 2 a0k - 5H 5o
SR 2 & B By 5 PN BT 2NV B R bk I R 4 1 ER KA R - K FLIR (B
FUR/KFR) ~ SEBARMZHRE - MEBRE - FEE AJEME
AGEARFAIH B TR EREGHERE - WER > ZFHEYE
- ZFHaYI A s LR > IabTE R~ AR R oy AR o Al EE
B 75 25 T 470 4 B R R 0 L o R R R PR B AR Y 2 A Z TR -
FAICD33 K CD3IH A mBRM NG & 2 B ZMECD33/CD3E o EH

ERERMRAMLEE T BEASEN > IERWEZF 77 2L B (5 41 A
EEE/ TR EA R ABAMLY G - EEH RECD33RE
BB TR - EERE - BEYR EMEAEE R ek 5 e T
ZAFAE TR R R R N2 R R LA TA AT K R 5 hnss (&
FEpe) -

CD33/CD3FEM G cEA R EMS FHEBEIR) THE
CD33* 5 MM /S A2 4 2 58 T A AL E A2 - BB f5 7 > BACD33 K CD3
CERISHN NG e ZLEE G EFEE Z TS K ITAMLRY
fEm AL - A JJCD33/CD3%E [ < 87 RS & E 5 (P40 A ST
A 5 Tt B (8 SRS I on G R AME IR ACAML Z A A A g s M - NG
ZEFEREMGEcEg AT REEREBEENARBESEFEEE @
7 (AML) B¢ A i 7R S8 1 9 (B 408 R 3% 5 F BE 2 B (MDS) 2l 5 35 38
A4 BRIR (MPD)) Z a8 5k -

REE > ARSI H gl Bl Z RGBT R LA
SR £ 1 B & (i AT (B 40 &8 ) A Y Ve B CD 33 & i (f 40 = 1 & B 1k 5
97 (AML)) ~ I BURIR 2 J5 7% » CD33"EfE ®l i (B AR &M H

i

M HEYEHE)
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M7 (40 & & gt B W~ SR E Bl AE ME B fmyw (ALL - &
AiAE BAI A ME BB mMK) - FHEERE - 2 RETHERE - &
PR S (P40 & M E BRI B ) ~ 18 MR BE A KM B iR K
st ARG HH o CD33* R K i ik BL 15 1 s S5 8 fiE R 18 1 38 3k P BRI B
w1 2£ < 1 dll iE (MDS C) . 9 % 111 ) 14 AR R B3R 35

E—SEEA T > AR ZRAREcSHEERERR
ARt E B MK (AML) - AR ETHEH > B AR Z 351
FEocFEERIEAN RS FEte MR -

French-American-British 73 28 % 4 # AML 4y g JU{E 25 &1 ¢ AML-
MO (7 {E&L) ~ AML-M1 (- EEY) ~ AML-M2 (B 75 Kz &1 AE R 24
AML-M3 (F 4k qif st B4l i B miw) ~ AML-4 (Z M558
BZEREBEME) - AML-MS (M EZ ATt CEZAE M8 m
)~ AML-M6 (ZME4Limik B M%)k AML-M7 (&1 EZ B84E A M
W) e EEERBET REAFFR RS HHEEREHRE
& AML-MO - AML-M1 - AML-M2 - AML-M3 - AML-M4 - AML-M5 -~
AML-M6E{ AML-M7 o

WHO AMLZE 5 ZEMRIBLL T i A AML - B RS MEER
wZAML - BEAEE#EE T EMHAZE L ZAML ~ 6B HH 28 85
B BN - EEREGEMEE S YA - AR
e R A RE R R R BN 2 AML o £ B HMER T - LA
YRS e HEERBRANEGFARERMEREY Z
AML - BE B # B~ BMEEZE{LZAML ~ R MEE 25 58t &
B B AR - BEREEEHE 25 - A
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ol 2% 41 A fE R Bk 54 oy B Z AML -

S HMEREA T > AN ZRFRESFHREER
AR aE2E - 3 a 1 AML -

fEEME R A - EARHR RS SR EERERR
A% B IR A 1 MMORA E > BIAE B8 3 5 F BOE 5 8 (MDS) 2 s 3538
MR (MPD) - fEREER T > EASCATI 2 GRS & & T 2 E
TLAE B IGHMDS © fEREEBR T o R EARSCATI 2 51 7 & & F 2
B4 88 FH R /B B MPD -

fEEME R A - EARHR RS SR EERERR
AR E R o AL M E R T RELASCRT AL 2 PR &S & R
EE(EfiRe H e e M g8 A B M 5 % (CMML) -

fE H A E BE B o RERASCRT I 2 SRS o BB E SRS R
HU1 1) =08 B o5 8 17 A5 2 H0A1 «l B (MDSC) - MDSCHE 2 25 77 B 2 9 2
HEE = EAELHECD33N B A MY Rl HlUE T - RS NBRIE
(CD33*LL K JECD33*) - MDSCHE FE i 4% %0 LA il ek g 5 M CD4*
T A R B AL 57 B Tre A > T8 10 70 RT P B0 E AL PR 5 UG B - A&
MRt > B E - MDSC{R K15 0 0F 38 B A 3% 3% &0 Az 71 &) T 41 A
RIELIRE o AL HMERES T > REAXFR RGP R EEIE
ARG ELMDSCH B Z W AR - A& H A & HE B o - R B SCRT Al 2 31
R e ETIS USSR R lH] - A£HMERA S - A
2 40 R &S & P I R E SRS DUB IR I MDSCHIl I 2 3% % - AL H M B
B > & BLUARSCRT AL 2 1R &5 & 5B B DL Ae LU T MDSCS (e &2
IR ERER o A H AN E R T B SR 2 PR &5 & B I

5 46 HEYEHE)
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fife LB M MDSCe & 2 M8 £k ~ EREEREESER - (£ H A
B H B4 > BB SR 2 PR &6 & & T DU AR LUG S T MDSCg
58 ~ 058 ~ H0EE B 02 E B

HHIA ST 2 ARG R B E TR (FEER - K24 [E
HAEE - PIOZaFRA - BBEEA ~ 2T~ LN - BElEE N8
o8 fE—EEIEA T B REHEUA R E AR BTV AT
aZibeWiEs - ME L ERK D Ea8E Mk HMERNZEE o 5
E—BEZHEIARFZRE > BFEEFH NS - FRFERE - F
e ~ VAl > MR 2R EL S ~ B ZE R - FEAEE - —
fi R B e [G] By f B 2 EL At &) - T AR E ) BB R U ERIF 2B
BREERRE  (EmE ez L RS aE g  EME R 2 & - 5T
POIBER R/ TAAMLY T HKIE ) A {ERER T AKIEE -

FEHALE HE B o - R AR SR AL 2 PR &5 o AR I R (B U RS B CD33Y
BIE ~ RIRBURR IR AE o - MEFARBELERE - &
TR~ BEBE - BE - Tt > BRRBEAKGEDLE - X EFR
T BRSO R &S & 5 I SRR AR AMLE R & &
B fREFPET > #AXR ARG REERHRIUTLES
VIl & Bt PR E - PIRAEE - b fhE - RER (P40 - iE 55
7 PHEWLE - SR EREQLRE) - 20V ~ | 2108 - B05H
B WAL R ~ RALE - RS ~ BEOR - RIEEOR ~ EREm
WEEE - OMER - EFER - BEER  FENY  REAHER
(Bl - AREEAH ~ BEaH REOH) ~ ERGI0 - KIERE - &
P~ BERER - MERR - 2R KB O E) - JrCD20HE (4

H

547 HEYESHE)
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W MEZEEREG - BRmRER - BARERNNHEHESs - £FREFR
T REARSCRT L 2 PR & & & T E RS B I B AT E (ara-CO)d & %
Lo fEREREFRT > AL 2 R ES S S B RE MR N
HERB - EFEFET - RKASCHT I 2 R & & & B S (H TS i
PHf R G o AL HAMIF R T > FFASCRT I 2 PR &S & B IR E T
A LR (B > EEEE R - PPEWLE - R E RFEAOLRBHER
B o AR HAMIBR T » f A SCATH 2 P IR 45 & & Bt B (5 D1 AS B fm 4 G 4
il B (B 50 > PD-140 &) & ~ CTLA-4HI I B K s 40 IR = & B - A&
NHEHMIFRT  HALFHRZ ARG EEHERIBRALREASER
(P40 > REEAEH - BeaF kOB H e/ o £ X HMFR
T AR ZRE G R B EE TR EER GO CRItER
CA23E -~ BREMR - WERRE - (X E MR K eE O H)HE & &8 -
TXEPE-TEERIME A - A PRH A FHEE -
"L
GIEEEFVEDNARE SRR EE
HHPICD33HEFEFv (scFOPIRBALRBIRE T L EH&KH > #F R
BWATA 7T ZFFZDNABRE 2 ERRSBET - MARBRERE R
&R ET L& A N-R Ui {8 5 IR K C-2K i 75 40 e B2 (6xHis) £ 4% 2 & 5 /7
FI(SEQ ID NO: 122) Loy hilfe # 2 '8 B Z Jife 77 b R &iAk - 2K E At
HPLCD33 scFvali % 2 VL VH-&E 38 2 Bz B B2 e YR BUR I R 3R &
4rf
E4HJICD33 scFvii N R IRE T ZRHE
EfscFViiRAERBREBE T HRRR/BAIBETLES - L5

5 48 HEYEHE)
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— X BT AEBLtAdEEEMATARTFMRZ VERERE LA
28°CTHEE 16 he fEfR > MA@ AR TERRE LS HEEK
AR BEOCER T o WA RAL28°C T E HE2ZF 4600 nm N ££0.6%£0.8
HEN ZOCEEERIE - #BARIS50 uM IPTGHE AE21°C £ 28°C . 200
rpm NMEEEBEYRELI KFEEEOERE - £EF® > AR
(30 min > 4°C > 7500 rpm) i FAFAE-20°C T EHEE—D T K IE -
DLCD33E@FvHi iR Z &Mk

£ O 4 TR A A RS B W) 1R RS T R A A A R R OF R 4R 1R T Il
R TARMEE T E30 minll B KBAEEEE I E4HscFy o
EAETRLfrE E A EHEERE L LFER - HZEFHEEE —X
ARG EERERELEREBET KEEREEL - KHEEYHRE - fx
R E 2 DRME > 7SS 8 2 FH R I 2 [ %€ < B AT ) & it AIMAC) E
(GE Healthcare) [ - JRifez B > EE2ZFEE KL > H AR LK
WERERIETEEES - e A B R mE BBERE M R T Pk
T (SEC)&liME - &2 > BEBERGEELSREAMRULM HHEFEE
REITEN - ALEpHEHE (HE37°C T {EpH 3.0 T F20 hE24 hi% »
(EA Tristh At b » f£-80°C T LFE A FEALLELSE EEE
ARk -
B2
WS R EDIR (TandAb®) I DNAR B BB B 2 BE

HrEeESsaEtsReEERBITCHOMR T ~RE » ¥FAS T
ZimME P BEE S A BV RFEER LG T - (EHEHI1.ZH1CD33
scFviE i B 41 CD3 scFviE sl & 5 CD33/CD3 B It B E it -
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H R 2R 7 R B 3 AT B R AR AR & - B = < G Rkl e BT 4R
A8 1 IR 2 12 AS BR Br 2 BTLCD33 VH R VL& 8 3« B R Fr 51 (VH- 2 37 58 -
VLECVL-H PG -VH) - b EBER UM B R EREEFIINZ
Bam HI[R i fiz 85 4= bl B35 VH & VLR 15 7 51 » 28 1% F1] H 4 1% $1 CD3
(VH-# 3 38 -VLEC VL-# 35 88 -VH) < VH R VL& 1 B 2 DNA 7 Eg i
#ZFVHR VLR ERLILEA R&HERE - CD33/CD3IF I E IR 2 4
B BRI E3GERNEIT - TAREBEARBGEXRUER
N- R Uit {5 5% IR Fe C- K Uit 7~ 40 B % (6xHis) 12 4 Z 4R 1% Fr 51 (SEQ ID NO:
122) LL oy Bl fle B HU S o0 b K &4k -
EREEIEEEREFACHOABE T ZRE

i F§ CHO4H iy % ¥/ £ % (Flp-In®, Life Technologies) » EICHO-K1
5 & & ON EH 4H B (ATCC, CCL-61) 1574 %) (Kao F Puck, Proc. Natl.
Acad Sci USA 1968 ; 60(4):1275-81) - fE4% i Life Technologies#Z {t >~
RSB T E I ER A -

B EAARERT AR B AHIE B 4H 85 5 L E R

mmEEEET - KEERZR@RERRELEAF10%2 DMSOZ

BEET -

5 O G O e RO R 2 ARG K AR R E R IR o O B A T R
#8 2 H4HCHOMM & - A AR HMBEBERE WM - BHAWX
EMDEMME A E - B AR O 7 PLO. Ix 10O & 41 A /mL 2 i K% S
HBENTEEEEE T - 2R R3EEFERENRERF FHE
B HAE > SRS SRR IEEEEET - BHhE
M EHEEBEAKER AN RKEEEE»MELT ZRE - KBE

EF

550 HEYEHE)

C249060PA docx

111126359 FEESE A0101 1112037860-0



202241969

A EEOR REN S A DMSO LB AT -

AR EERACHOMMm R Z10R G s tEEY T RO UM E
MEEELERTRKELESHEEIRE - IORRABE>TSPLIBE
VIED TREAEERE EER - R —XKEELEBEVWER ST
B HEERET] - WEEXR > P EH RSO K EER
BEMEEEY LIFRER -

M SDS-PAGES T E Il EM EART I EHERRE NEK

EVISE R
EReERRZdEh

T RERF T BECHOMME EY L ERA(LFHERTE
(£ His6 j1 4 (SEQ ID NO: 122)fEF (LS — B 7 &L Z Ni-NTA

Superflow @1 » & 1£ 55 2 B o {£ Superdex 200_F &% <7 B 5 B 7 1€
HEIHE AT (SEC) - e HFE B R (FHEBEHR & & F BHREEEN
FPHEEGRE > LER_FKREIERIOPHNESRRE - K& > HE
mER M ETEEIRCHR IS D BIER Y E>1 mg/mL 2 #RUREE -
M1 SDS PAGEL £ R K IEB R R T o bl # i = B E A E R
His 172 4 P71 A% DA K 38 1 73 A B SEC R (8 B &% 15 b & S0 R 39 '8 1 (OF
H>90%) - FE80CTREMWILELRBERFRFoatk  EEHEMAR
1k -
CD33/CD3F I BE 88 < X IR BB RN R TR E 3T - & —F 5t
& (8 A2 WY (8 A 5] 2 R AE B (B 1) {8 5 &1 2 2 32 L1 R L3 F /S (i

Rz 2 & GGSGGS (SEQ ID NO:95)&HRL » 1o A0 AR A 2 2 & & 73 Al
¥ FF%1GGSG (SEQ ID NO:96) + GGSGG (SEQ ID N0:97)5,GGSGGS

51 HEYEHE)
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(SEQ ID NO:95)7%5 Fir 8 (b (4(1E 2 6 b B &) -

{E FJ — &P Hi CD33 0] S & i i R L CD3 n] B &S fE Ik > i K&
B A A A A B & R E A AR AR RS OR T DA RAE AR A AR R IR
REFRBEL ZFHEERE T T - RhileE—F & RERRTEY
Bz ERERBETREABREERCDB _FZEE L+ HEHE
e o ZBE - o HIAEEOIM ~ 90 RIQF B n AR H A 12
(SEQ ID NO:109) ~ 14 (SEQ ID NO:111)}216 (SEQ ID NO:113)~ E
Lo BEERFINZED - ALEH T ZFEE B EEEEE
Hir e Y EFF B ¢ VL (CD3)-L1-VH (CD33)-L2-VL (CD33)-L3-VH
(CD3) -
g3
DLAR AR 7 2 %8 b At =X A i 1l 2 R B

i 4l B B2 100 uL .2 CD33/CD3 & Hik B (H $1 #S 2 48 M R IR — L 1
B o fEHFACSE B R A M=% > K EHAAME0.1 mL 10
ng/mL/N B B PR HisHUAS B2 M [E) 48 iR o — -85 5 45 min - f£5 7k
HIER % > HAAEE0.1 mL 215 ug/mL FITCERE 2 (L= i/ E1gGht
B Z i E 2R T — R E - F Y > K4l i B § His
IgG ~ #EFITCHER 2 W=FHi/NEAlgGHife £~ B HICD33 5 B (H
MEZBER T —®EEE - A%\ XA HFZRZR02 mLaH2
neg/mL b PN BE (PT) 2 FACS 4% &7 /R o A {E HEFR SL 40 A - (£ H Beckman-
Coulter FC500 MPL )& = 41 Atf &% (£ F§ MXP #k #& (Beckman-Coulter,
Krefeld, Germany)zi Millipore Guava EasyCytefi =\ & ffg % {5 F Incyte

#7 §& (Merck Millipore, Schwalbach, Germany)sk & JHl 1x 1045 4 fg 2 &
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Y& o {i F§ CXP#X % (Beckman-Coulter, Krefeld, Germany)=t Incyte i}
(Merck Millipore, Schwalbach, Germany)it B 40 B & &~ 15 E 2 ¢
BEIE o LA R AR =ZRAB e i B mEEE - EE
Fi &% % {E #] F§ GraphPad Prism (F 7> Windows 2 6.00hk > GraphPad#x
g > La Jolla California USA) Z B —fr Bhsf & (&) 2 H G R
KpfE -

5 5 ok B (B 40 88 B\ BICD3* K CD33* 4 il &k & % & CD3* &
CD33*"4lif &5 &R T - FTEE PR EE B DU As 2 B P11 &8 & Big A 1
A F8H

8 : CD33/CD3EHEE B ZCDIKCDIIEE R

HITHIRE | $THL-60 [$1KG-1> [$jU-937>| Kobtb AR |SfHL-60

TandAbZKn [nM]ZKp [nM]| Kp [nM] | Kp [nM] |CD33/ huCD33| ECs [pM]
01 94.2 0.6 0.9 7.1 0.7 1.9
02 69.8 0.2 0.3 0.9 1.1 0.5
03 81.9 1.1 1.8 8.9 0.6 3.6
04 79.3 0.5 0.5 1.7 1.1 1.8
05 69.5 1.0 1.2 6.2 0.8 2.7
06 86.3 0.4 0.5 1.6 0.8 1.6
07 49.7 13.7 47.9 47.1 45.8 17.8
08 2.4 0.3 0.5 1.8 0.6 1.8
09 2.4 0.5 0.3 2.2 1.0 6.8
10 1.9 0.5 1.0 1.7 0.8 7.0
11 2.6 0.3 0.5 0.6 1.2 5.9
12 1.5 0.3 0.9 0.5 1.7 1.3
13 55.7 0.2 0.3 0.5 1.6 1.1
14 2.1 0.3 0.3 1.2 1.0 1.6
15 1.3 0.4 0.3 0.9 1.1 1.8
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16 2.1 0.3 0.2 0.3 1.4 1.5
17 3.3 5.0 52.5 24.4 1.9 18.4
18 1.9 34 16.3 15.1 3.1 6.3
19 6.3 2.8 3.6 5.4 37.3 5.7
20 143.8 4.1 7.0 7.2 33.8 10.0
21 2.1 9.7 25.1 80.2 0.9 7.6
22 4.1 0.7 2.0 8.6 0.6 3.2
23 97.2 0.4 1.0 5,1 1.9 2.8
24 2.3 5.6 12.4 39.5 1.8 9.6

#E O H o B R B B R CD33 Kk A CD33 2 CHOAH A &2 Hl 2 Ko
Eat EKolb A ECD33/ AACD33 » *E 2 ¥f Jurkat4li i (hu CD3)E Ml
Z KpfH K =& A\ FACD33* & & 4l B %« (HL-60 ~ KG-1 ~ U937)Z ‘P35 {H
KpsT B Kptbhu CD3 / hu CD33 -

£ ¥ CD3* Jurkat4f fg (Ff§ Dr. Moldenhauer, DKFZ Heidelberg {2
i ABISMETANE S M) k&% % CD3* HSC-FAlAZ 22 (JCRB » H #%
w5t JCRB1164) 7 j 72 K =4l A 1l & B o 5F {5 CD3&E & A 7 R %K
SR HENME o LA A CD33* & &g 4l Bt 57 [ CD334&E & K 2 X fE
Pt © HL-60 (DSMZ > H#dR 5T ACC 3> NHIBAIAATAR H MIK) ~ U-
937 (DSMZ - H # 4% 5% ACCS © A 4 4H &% 4l Ay 1 itk 2 & ) & KG-1
(DSMZ - H#kdm5tACCI4 T FMMBEMmE) - EHERFEEA
B EH B ERRE Z CHOM M 2 M € 2 KofE st B XX X JEM: 2 Kp
tE -

A Tt 40 S e 3R BEOKCER o AR 5 R R A & B2 A CD33MK
Frl sMZ MBS & i A 7 - B AN FECD3 2 3R A0 77 &80 2 S5 70 B/ Nk 2
nM o
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g4
dEEEsT

HinsEthoth  WEEEREERAG TEE ZERLAE - REILH
BTN B R PKH6TG B A AR M A EH T ZmEE CH
ZE2x 1O (E 4 At /mL 2 % & - A& B dH AR RS IR LI e T8 2 B (5 R 48
PKHO67E R AR E S WAL Z )R NMEE2 min£S5S min - # A IIHEZFE
B FCSU B B 1 min?K Fhf 4% € & JE o 1£ H 58 2 RPMIRE & 5 7R ik &
DAL R AN RE % o B A B 5T BOUL TR R Y 58 & RPMIES & A 7 2 2x10°
{E 40 B /mL 2 3 o R 1% R 2 108 152 8 4 A B0 B W B AR &8 & &
NETHM SN ZE:TH —# AR E 2 B E DS 2 F44E
THEAMEREER @R T - HEBE K200 uL/fl - £E5—R
EstHEV=(HEHAEEAFAERBZEN T Z B HAMET KB
o THH A A% SR A - fEEE0 T8 > 37 CTFEEFS5% CO2 iR (LA HE
TR Tt B RIS B - fERE B & 0 FHIFACSE IR KB Y % Ik
—RHERBRHERFNMTAH2 ng/mL PLZ150 pL FACS&E @R T - #
H1 Al B PKH67 2[5 14 &k & 2% & & PLEZ 14 5% & (£ A Beckman-Coulter
FC500 MPLJ7 = 4 A 7 (Beckman-Coulter)E; Millipore Guava EasyCyte
it 4 B B8 (Merck Millipore) & HVE MR LA AT 2 B & - BN AT E M
R EREREAMNE > SRR EMARER 2 T o BREL T A
[1-CHEIZEE B E (ea)/VEIEH Z BUE (ne)] X 100% © F5 1 IR & 1 [B] fr /4
2 BB Bt & (F ) GraphPad#X 85 51 H SIE Bl & [ fE i 4 K ECsofE © fi£
HAstHEENMRRENMES ZARETER42TEEES oA

PrismiR i 5t H ST B & - S JE il 4% -
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720/ B % 24 INB¥ 53 #fF o $F CD33* U-937 (DSMZ - H 8 4 5
ACCS © 4R 40 40 B S 2300 ) 0 40 i PR 46 4 A T4 B 1
KL 48 DA 5112 LE B S BCsoft + 75 42 40 A1 8 1 43 47 o £ CD33* KG-1
(DSMZ » B 4R 3EACCI4 © 2 B 1% 5 L 77) B HIL-60 18 40 A 0 3
— i o I (R o LB R AR HL-GOH I (F A B AR
CD33 4 i1 % B % 8 2 AML 2 i % ({£ & MFI [T 1 £ +SEM] :
3,133+215 ; n=3) > i Z#FEKG-1afE B B A MAECD33%IH 2 AML ~
B (FEREMFT © 277115 n=3) « 735 66 16 U (7 170 8 2 B8 0 4 48 8 M
B (5 IR 1 2 9 o HIL-GOMH B 2. %8 1 48 A 38 W WU (5 R R 8.2
Bk —17 -

%9 : F[E CD33 MR 4 H % b 2 CD33/CD3 s B W (R 5 18 2 5

SRIHR
B ETUE # AJACD33 15 AR 2 < ECso [pM (pg/mL)]
HL-60 U-937 KG-1 ‘FIEE
12 13 (137) | 08  (84) | 1.2 (126) | 1.1  (116)
14 1.6 (168) | 36 (378) | 26 (273) | 26 (273)
16 15 (158 | 1.9 (200) | 1.8 (189 | 1.7 (179)

1 B FACS Z QA 52 M 20 A o A1 R ACON 23 T AR (F & 280 e <1
B LLS: 1 Z ETER ¥ 55 5 20/ B 2 24/ B 2 By o 152 #E 41 A %2 B0 € ECso
B E£2VHFEBIERTHE - BREAE ARG —FHEER
iz o 2ECFIE -
B HIS
FEAS/NRFIRFEE A CD33+ AMLAIME R R 2 Mt 4 i 5 14 B R T B

90 b SR > BOAE 24N B B A M 2 BE E SR 2 M 0 28T A2 487
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R ol i I B S R 2 F M - WG E D - BEEAS/NIGIFE B -
AMXTHREENFHREEREFE sz 228 - HEHRI
ERKEEREEEE RS RZHHEPBMC » A MEHE " EE&E
A R CD3B Bk AL DL R AE e 5 " 22 ) K h st ¥ CDI14 »
CD15 -~ CD16 -~ CD19 - CD34 - CD36 - CD56 -~ CDI123 ), CD235a~ #ji
S L ERKDRE &Y &K o BECD3 YIAE - IE 4T g > A 22
FEfR R AL AS THHRE RS A EL IS I A TR B R TAH AR RS - i E R &
Z AR EOR - 2RI o I Y ER R EE R DU RS M WA R M A 52
TR B A E - Witk > FIAKIEE S ER AR TH N E % &
Ty

FH 7 B 138 < W < 7% & JiE A7 32 0 (FHCRC > Fred Hutchinson Cancer
Research Center) i& [l & A /il T #% /(s (Hematopoietic Cell Processing
Core) (Core Center of Excellence) fR ## FHCRC A 2 &\ b &% B &
(Institutional Review Board)#t f 2 B 58 1 & B M Bk 77 B iy B (&5
P AR R B U B R A2 ) B AL A R o R B R A AR o BE 4K rf CD3 (g Bk
fr( TIEEE  OHRERIZTHAR T EEHR( aEE, © _FHEHKH
Miltenyi Biotec, Auburn, CA)E L THIM - H A% LIS o 5l %2 A
FRRERF - REBEEME 28R HEF A3 uM CellVue Burgundy
(eBioscience, San Diego, CAEAL AR < MM F 0 &lix - fEAFEIRE
L EBEETE Y T LFMA N EBEEHE L ZPBMC -

HWEYFE MR ENE 8L WEH4FE3ITCHHRS5% CO:
RZERFIUFEETHMEEE S @M - £24/N 272/ F1% - HH
LSRITAH A 55 (BD Biosciences) il iE 4l if By & K 22 ¥ 3% & ~ 4 B 25 14 (3
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FIDAPILL A 8 3F 7 48 A ) I A1) F FlowJo 7y A o & 1 i [ /M1 1) B3 M
B A 7S 0 A R (4t 8 T4H A 2 5 5% - CellVue Burgundy 38} 2 f& 4 5K
MAMLAHAT(ES) - #EYFE HEUEABBELGR L @ 24T E
M= 100 x (1 - JEER AT /EIEENTn) - HIEEMETTZGER
R R B 739 B £ 57 19 B 1 £ 58 22 (SEM) © (i F i |2 2 3F 2 B B
(Spearman nonparametric correlation)st 5 # 48 5 5 Fi 6] 2 AH BR 1
FiA P{E R ™2 HY o (£ /] GraphPad Prism&i 88 & Ji 45t o7 17 -

fEfERERBTHR RN F/AT » CD33/CDFHEEHEBFT 2 E—F&
1 TH A AN F2AE T B AMLAARE 2 1 S E 0 B Z AR Mg - e
ETHMHE N LR EENERHETEZE@EBRE ) - LTHEFEE
™ o R DUAS A B R B 4 A e R R ER Y AR T S
2B RE T - CD33/CD3E [ 2 B E[EHE o 0l —EH
A5 B 5 (E 41 A8 (00) [ 2 H $ 5A ¥ 53 LL 4% (Direct head-to-head
comparison) & 7 {F HL-604H it ([8 6 A/B . 2 10) Jz KG-1a4H fifg (& 6C/D }
RIO)_EFFMBFE MR EE  BEE SR GRTEEERTS
ERER - @2 SHEENSFE HEEE 2 EERHERERARANET
A B2 CD3 245 &R M FIAMHER (F£25 pM (R4J2.5 ng/mL) & E:T=5:1
T £ KG-1agfi B &+ ~ 40 B 3 M © r=-0.542 > p=0.009 : f£ 25 pM K
E:T=5:1"T {EHL-604f fl = ~ 4 fE F M © r=-0.391 > p=0.07) - & (F
RS 12 - 14 ~ 16 HL-60 & KG-1a4f it B 7 = 4 AT 3 14
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10 : CD33/CD3IEFEEH i F48 hiF 2 CD25 52 CD695% & K

4 5
CD3 =

= | K, | CD33 [CD25 | CD6Y | PBMC | gowoorss | gy

g | @ oOM) PR BB T gy oo | KG-1a48

pomt | AIET gﬁ&gﬂ (EC5°2 ECo | M | (¢ iSEM) | (%+SEM)

4R 8 pM) (pM) ECso
(M)’

15 | 13 0.4 7 7 829437 | 802+1.9
12 | 15 0.3 6 3 2 847423 | 85.6+1.6
10 | 19 0.5 10 6 6 48.042.4 | 78.6%23
14 | 21 0.3 10 7 6 86.040.4 | 69.8+5.7
21 | 21 9.7 ND | 225 | 500 124410 | 0.0+02
24 | 23 5.6 ND | 57 264 245¢19 | 1.1x02
09 | 24 0.5 1 7 9 4324158 | 74.6%32
11 | 26 0.3 1 5 6 527+8.1 | 84.7+1.4
17 | 33 5.0 30 | 114 30 42202 0.7+0.4
22 | 41 0.7 10 4 7 742474 | 444453
16 | 5.1 0.3 | 3 86.041.4 | 81315
19 | 63 2.8 9 5 6 79.4+35 | 83.842.9
07 | 497 | 137 | 134 | 65 50 6.323.3 2.140.7
13 | 557 | 02 30 22 23 704425 | 1.3+0.4
05 | 695 | 116 | 74 74 238469 | 03403
02 | 698 | 02 42 27 4 80.943.6 | 4.6+2.1
04 | 793 | 05 94 62 44 241440 | 0.7+0.8
03 | 819 | 1.1 117 | 87 63 13.143.6 | 0.0+0.5
06 | 863 | 04 39 21 48 457+64 | 1.4+02
o1 | 942 | 06 92 91 89 8.0+1.6 0.420.4
23 | 972 | 04 41 17 37 737426 | 1.5+0.3
20 | 1438 | 4.1 08 75 38 312439 | 1.1%0.3
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'R Bk EE (B DU RS (Tand Ab) (% LU B CD3FR A1 7 Z I Fe 51w -
SHE 24N AR A R 038R o3 BE PBMC S & ) o & I CD25 & CD69 5%

i

E 7 AE CD33+4l i 2 R 57 4% o7 B PBMC 2 £ 1 CD33/CD3 & i
BiifessE 2 THNEE -

RE3EAE— AW LT E B ILE R - 4225 pMZ R (E
MEBERET ~ AEEMERETHN ZF4 TSI ZET4IELE - DAPI+
AMAEAC48/ N & Al iE & 14 (%) -

ND : R fg I 2] (L {7 CD25 3 /&
g6
EBREEIBERNRABFAMLAR 7 2 H MR

HireFEhEsd cdlsttEcsERE > BE4KEHAMLE
2 s K E FHCRCE B 5 2 B 5T -

HFHCRCZEERBKEEAFAMLL N FEEZH ZERAI( &2
B o )R M BB BE sl B < Ficoll oy B BE A2 Al 2 2 SR F o sl e - fEH
2008 WHOZE RIl 7€ £ AML (VardimanZE A ; Blood. 2009 ; 114(5):937-
951) 3l {5 F &€ 4 (L 5% B & 52 b 58 & B G (United Kingdom Medical
Research Council, MRC) # HI[ {5 & 4 A & 5 £ & & (Grimwalde Z A ;
Blood. 2010 ; 116(3):354-365) - B & 2t Bf /Y AR 18 FH FHCRC A #8 &4 b
ZEgMAEZ TRWEREREEYSERRIZR BN ZEEmAFE
BE o EIREEFE R ] 8 M B (£ 74 % (Health Insurance Portability
and Accountability Act)# All £ 8 Hll B8 R 8% - £ BER & - A A &
CD33 (40i 2.P67.6 ; PE-Cy7{8 ¥ - CD3 (4 % SK7 ; PerCP{EFf) -~ CD34
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(4 28G12 : APC{BE#  Fi/A 95 EBD Biosciences, San Jose, CA) &
CD45 (4 ZHI30 ; APC-eFluor®780{Z ¥ ; eBioscience)” &% B B i 3
A E A E o R RIIEIEAHAE - R 47,6-  H BR A -2- 5% A | Uk
(DAPD¥ £ gt &8 - {£ Canto I =4 AEZ & (BD Biosciences) [ J&E Al &£
/1>10,00018 = {4 > 3fi {8 F§ FlowJo (Tree Star, Ashland, OR)%> #7 DAPI-4H
A -

TEfR % » REEA>58% AMLRAIRE - 408 d =6 40 B ol 46
CDAS/ I By MEE T HIE - 2 AR NTZZRBEEYF - HE
11 Wl iR 3R 1% B >50% 5 4 AT B AL 48/NIF 18 B >50% S 4R AT (B 7) - &
2 P EEE BSS.1 (HE : 23.9%876.2)5% 5 12 £ F T 4 i e
FEREEEGARNE > AI8EEE RGP ER > BAETEEEF GRS F]
i o BRFSNPMI ~ FLT3F;, CEBPA Y ZR B jRE 2 B A T8 A > &
1 — (£ & By CEBPA™ ™=
TR 2 BB SR R CD3Y TR~ HE 5 7 By 7l /5 86.1%
(L [E * 58.4% £ 97.0%) ;:2.0% (#[E  0%£11.9%) » A IEEY) T 148
N 1R Z FER SIS T 55 80.1% (HiE * 53.6%%£93.6%) - BHE T 215
{5 H Fre2 B AML > i {5 s B2 UR 5 2 B 12 BB A (B 81 (n=T) B B A
MEm=5)FER - WHRIIFFTREE - KB EAHZEAMLY BEF 23k
ZHTERF B B E S/ A ER I EEN TR S R
CD33% - HRTHE & - BHESHEE O RBEYE I TH
L -

HERHREENES TRANEAMLAGEEEYTERNBEE Y HE
B A T (B 8A) » KB BAEMAMLY BE ZHEME

i
H=

» B 5 —# & B NPMIP/FLT3-ITD"*¢ « fff
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JEHBTHRETR DR EBESMBEAE - EREERETAR Z F4
o {1 R B (R B AG  AH RE B U M fe v Bt R B BE ) B B K BT
A AL EE (EI8B/C) = 24T » & £ A — &4 AMLELAIAE E H A # {£ CD33
R\ AR T EME PR EEAE Z5EN - AR REETE T T
o 12 F R BEME > RSN HAERIRE (2.5 pM (K4Y250 ng/mL) T
HAEEBABEEE EJAE10 pM (K& 1 ng/mL)) FAEE: T=1:3 X E:T=1:1
“ETMHEARSAEENT -

EAE AR M AMLE & MR 5% o0 &5 8 CD33/CD3 & I B B i fg >
ZEMRELRNEEMER - £ - BREERCGHZ2E - B3 - 5
M) - CD33RBEE KA EFERZRE(RIDMAMAE - < NEH
o REEREFHEGEIREGIA - 020809 1112+ 14 -
16 ~ 19 ~ 22K 2D{EKFA B EE L TAARE T EASEE - WE
ISHR TR © RS - JEME 2 AR R s B A AMLZ BT A B Bz (BLFE ¥ 22
B - B R EIEEEE) T B -

x11. FRAMLBERE Z /&

Fra & Hie2 1gas /e et
(n=27) AML (n=15) AML (n=12)

TEFEREEE) © 5k

58.1 (23.9-76.2)

64.0 (40.2-76.2)

44.4 (23.9-67.4)

AR (R o+

HEHY 2 2

R 18 10 8
CEBPA®**# ] 1
NPM1P°/FLT3-ITD"™¢ )i )i
NPM1P°/FLT3-ITDP"

=14 NPM1"$/FLT3- 10 5 5
IT [0AY

AFEY 7 3 4

111126359

C249060PA docx
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sV AR
BHhE 11 4 7
ARAE I 16 11 5

HH{E % BT RE(EE ) 86.1 (58.4-97.0) 86.1 (66.7-95.5) | 86.7 (58.4-97.0)

e AT B2 T E

- 849 (5-5,356 849 (5-5,356 788 (7-2,242

D335 (filE) (5-3,356) (5-5,356) (7-2.242)

HH{E % TR (HE[E]) 2.0 (0-11.9) 1.6 (0-11.9) 2.1(0.7-8.7)

WIS 2 PR 80.1 (53.6-93.6 6.0 (53.6-93.6) | 83.5 (63.9-93
- 1(53.6-93.6) | 76.0 (53.6-93.6) 5(63.9-93.1)

77 (#H1E)

g7

CD33/CD3EHEBEIB LK EHEEILBIERBTE A EEE ZCD33
Z R ERIEREZ R E CD33 41 i % = B Th 3B B 3 AE

Fy ¥ (B CD33/CD3 & I B (B H1 88 2 T 30 K A% AE /& 75 AL 7 122 i 4
g 2 CD33% & - { F QIFIKITE {L &4 & H1CD33 mAb WMS53M[E
RIMEH ABECD33 7 &1 A M CD33" i & 4 i % & CHO4H fif 2 CD33
REEE - RINFPZERE R EBHEHAE A L2 CD33EEZRENTH
471300 SABC (fEEALHL A8 4 & At 17)#14746000 SABC R ~ &
A o CHO-CD334H M7 |- 2 £ K 47197000 SABC - EHE L= ke
MR 2 B2 R - AE 2 /D3 E A FACS 2 5 17 48 it 3 1 73 A F AE
CD33/CD3S i [HiT @ 12K P EEB I HERBR ZGFEMLT
PAS: 12 R W - B - SR B EE {50 F AT 5 AT R 5 CD3 3% 4 MY 2 {F % 152 B 4 i
A F N EE TH A F B S E AT - 2B — ot FE 3R 4 M B B 5
BECso R BHEENIB N B 5RE ZFEREH - 2RI6ZY%
(ECsofB )BT BE (%75 i) PURE B 4R AT R T I 2 CD33% FEAHRA -

BEREENG > 2012 16E B HAKR 1500 SABCZ i { CD33

% 63 HEYEHE)
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4 FEE I #5440 SEM 7 4 i 2 40 A 2 1 5% 1 -

4 CD33#EISABC] L e
ECso [pM] ECso [pM]
FHE SD SEHE | sD | PH9E | SD
CHO-CD33 196990 28053 11.8 11.2 24.0 19.5
HL-60 45948 4478 14 0.5 1.6 0.4
KG-1 42828 6923 1.0 0.6 1.9 2.0
KASUMI-1 25922 6484 1.3 0.6 24 14
THP-1 22065 415 1.9 0.2 6.0 1.2
RPMI-8226 19931 2604 14.0 17.8 2.8 2.0
U-937 17669 4593 0.9 0.1 1.3 0.6
K562 13789 2156 4.5 1.3 4.8 2.7
BV-173 8518 1231 14 0.6 3.2 1.6
SEM 1306 144.2 2.2 0.5 5.1 3.0
12 : CD33/CD3 5 i 48 (E 5 B8 12 % = T 2% (E 51 88 16 CD33 M 4E
AEFEHREEEREEEIIX :

{# F QIFIKIT & 1 CD33 mAb WMS53 ] 5 #f CD33*4H i £ 2 fZ (1
Pl B8 45 & AE 1 (SABC)  {E E A FACS > 4l Rt 5 1 9 #rF LL5:1 2 E:TEE
FIA N R AT A (E B 3 fE 4R 5220 hE 24 hiFg 5 M E & E 1 1F
MRS g < R EERR 12 X R EE AR 16 Z ECsofE & R H R
CD33 2 CHO4l AL 2 73t 555 40 hE 48 h - Bn 2 /D 3{EIF 1L o M & F
¥{E K SD -
T8
TH M Z TandAb- & K AMLAH Bl 2 75 38 51 5

i Tand Ab B 28 40 {6 A\ K T4l A 2 48 VPD-45012 50 < A FHCD33*

7% 4 A % KG-12¢CD33" AFAALLANAE %2 G2 (E:T 5:1)— L E - EH

5 64 HEYEHE)
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it 2 4 ARt B 5 35 FH Tand Ab 2 RE#E 40 AEVS iR (100 MZE 10 M 5 24 h >
37°C) -

TandAb 12 - 16 & 198 A\ B T4 AT — it 55 B A X0A 2 KG-1 41 A
(IC50457 5 F54J0.01 pM ~ 0.5 pM K5 pM) ° 1= 2 40% 2 T4 A 4 BUE
(CD25+) Héifm w ST & - BA TR 2 ¥ I8 TandAb (00)
(>107 MR EFKG-UERIN 2 BERIE - BEIEHt - 1655 B KG- 14048
ZERR(C50 = 5x10°°M) > [ Ix10°M¥EfCD33- G218 H & - &5
RI5R - EFMCD33/CD3 TandAb# [a] CD33+ H (i J5% 48 A (KG-1) & [
fACD33+ AMLALAH A A - THH AR ¢ 80E 058 77 0% filé e eg 4l B -
gH19
RALBLS

{5 F§ CLIPS Y fig (Pepscan){i & A A [F] CD334E & & 7 < & B & (&
S 48 <2 3 fir Wi B DU B CD 3345 & R A -

CLIPSE: fig fle R &5 bRl B — 38 ~ B3R - =18 - R K8 - &
TERFE B R HAH & - (e im R AL RS 7y 7 2 AN i E R AL 2 A BEE -

€ B ER 28 7000 55 17.fk 2 B 71 3f A2 ELISA R &5 — Hi A8 Bk 2

+ A
\Z\\DIZI °

B EEEIIARR12 - 14~ 16 R 22455 2 AFCD33 2 E —Ighk 46 1
S 2 262 DQEVQEETQ70 (SEQ ID NO:94) o 5 Hil fi B B B2 (R A1 B 9A
LA #4R RAHRER - THEI B ESIAE01 - 02 04~ 06 ~ 08 -
09 ~ I3R2IJR4EE R ILFAL » ILTRZEFFHEEDLE L Z 0 F e
EIEE12 - 14~ 16 % 22fH[E 2 CD3345 & 45 f& 1 (SEQ ID NO:2 %12~ 3

K13~ 5k 15~ 9K 19)

5 65 HEYEHE)

C249060PA docx

111126359 FEESE A0101 1112037860-0
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E 10
EREEENERESERE P 2RE-KE

£ A FH A K8 T4 B =8 RS 2 NOD/scid /)N B, 70 AE FE B 14 HL-60 & &8 2
WEREYENFEAEREE TR PR EER 12K 16 o K A
E-RE > EE={EL10 pg~ 1 ugk0.1 pg (0.5 mg/kg ~ 0.05 mg/kgk
0.005 mg/kg) N ZHIEE -

F&Mh K2 T JE 8T 4x 10°{F HL-60 41 AT =~ % 0% 7 /([ & % 6 [ A
NOD/scid/NE B 4H T RESE - ) EH 281 - KAEERAA
BE1E DR 5 B (R R R BS ) 7y B 2 3x 109 Tl MR & « By i R T4
Rz AR ftRe I &MY KE—ERHEAHE T H=ZFEKRY - B—KRIIE
ez — (B E R 88 2 TA M - A BB R T4 - B
FRABEYEEOR ~ F1X ~ F2KR ~ FIRKFEAR(qdxdS)#EZE R
Z=EAFEREEQO.1 pg~ 1 pgkl0 pg) M ZEFIH R 1650122
A AR NROE o — (A E A AT R A B BEAH R E BN A B o K13
o I B 4H 70 IR R R B T 3R -

\é 3
B e | amammm | B#'?Eﬁ% n
& | B (iv)
1 %ﬁ - 4x106{EHHL-60 4
il
4x106(FHL-60 + |
WCETE | 3
LA 4x10°{HHL-60 + | BOK - FBIK ~F2RK~EF3
2 | - B512 - 3
i 3x 10(E T4TAE F - AR
4x10°EHL-60 + |
SACETE | 3

3 | 16 | 10ug | 4x10°EHL-60 + | BRFI1 | FOK ~ FIK -~ F2K - 533

5 66 H(EYEHE)

C249060PA docx

111126359 FEESE A0101 1112037860-0
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3x10°(E TAHAE K~ FAK
4x10%FHL-60 + BT ;
3x10°(E TAHAE
4x10%FHL-60 + BT ;
3x10°(E TAHAE
4x10%FHL-60 + Bl ;
3x10°(E TAHAE
A ' g 4x10%FHL-60 + BT FOK ~ F1KR ~ FB2KR -~ E3 ;
3x10°(E TAHAE K~ FAK
4x10%FHL-60 + B33 ;
3x10°(E TAHAE
4x10%FHL-60 + BTl ;
3x10°(E TAHAE
Ax10°FHL-60 + | HEOK ~ 1R - FR - E3
5 |16 | 0.1 g 310 (E AT 512 F 4T 3
4x10%FHL-60 + B33 ;
3x10°(E TAHAE
4x10%FHL-60 + Bl ;
3x10°(E TAHAE
4x10°EHL-60 + | HEOR -~ HBIE - 2R - E3
6 | 12 | 10ug 35108 T4EIE 5712 F . B4E 3
Ax10°FHL-60 + |
0T | ;
Ax10°FHL-60 + |
WIOET | :
. " g 4x10%FHL-60 + BT FOK ~ F1KR ~ FB2KR -~ E3 ;
3x10°(E TAHAE K~ FAK
4x10%FHL-60 + .
IOET | ;
8 | 12 | 0.1 pg | 4x10°EHL-60 + | (X7l | 550K ~ 1K - 52K ~ 53 | 3

5 67 HEYEHE)

C249060PA docx
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3x 10 T4HAR F -~ FAK
Ax10°FHL-60 + |
. (5512 3
3x 10 TAHAE
Ax105FHL-60 + | _
. (%513 3
3x 10 TAHA

=13

£ HL-60 22 18 £ 10 ) 18 A i 2 JE 88 A B & - K e B 58 2 75 IR BF
He BHRBFEFTZASY A E AN ERE T ERSSERBEER - T
Mt FAENEBEREENRELZE - LEBGR ZHEEETAETHEZ
FAH A FAHE T ARBAEHL-604E KA EMEZR -

I W AR S T 6 9% 1 BR DE B B (0O 1 B e R e (11 10) -
FERTE P R RIS SR B HEMEEEZR - & KRB IGHEFE T
PRl > E10F P ERERERER G HIRHF 2B 29R b1k - E@EZVIF
HEFSKREBELENSY) 2 MERFEER - A H10 pgil pgZ
167697 Z B0 - 9E W) o A ofF AL B M By ST &5 o e 1~ = B8 - HL 9
(ERE210 pg 2 122 PP HSEAEFISKA B - —(EBY R A
1 pg Z 12/5 BB RIFA SR -

HIEHET A Et EkEE T RERESIEBRER -
MAE—FHEERRE ZFEETHEREE I EEIUE HE E£5%529
REIEAEMEPREE IS HRARHEEMNEEEZL -

1T R BN (R AS RO M 2 Al fa 2 52 - BL B 8 & 5 -
HEERNMERRERBE&L - MALIGEREZHEHEHEAELEEREH
Yy

gH11

ACSN

% 68 H(EUEHE)

C249060PA docx
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ERYZEREER

brEE e PR 16,2 B3 THE TTHL-60/ /&8 2 NOD/scid/|N & o 2 F 7@
BAEYEILIEHM S MRS -

RS 2 o B M oo 0 B B NOD/scid /)N B8 2 17 55 BB g 07 (2
Gy) i fz T #FE4x10°(E HL-6040 it - {£55 9K » B $ 2 il 5 W R
GMI1 % #7i# (Wako, Neuss, Germany) Z B —R/E T DUFMREEBAE A
T (NKEIAE - fEHB 10K - EREBEZEZ1 50 mm’£150 mm® (715
E73 £ 11 mm*)f Z 8B FENF - R EIY) 3 IR 3 Ja B EE4E » mBEFeH2 &3
(% 5 8 B W) HE IE A T 5T 1.5x 107 483505 N TARE - £ Z Al
RHAAREZFEHMIF=aEEREER) TR - REHSEHEHE
(Miltenyi Biotech) &1 FJ T4H A RS /#5 48 & dH 8 38 0 BUE TAAY - & %
AETRE G AT M > B ERME 2R3 B W RS - B—RF1H 2K H
(& 5] (LG < &3 R BUS ZTHE - B —HRYVEHEZAKE — @[5 T
A AE Bt Ae Z THHAE -

pe | . ) |
2 Y] LA AR 51 VB
(n)
ZE0K > sc. ZFE10°K - ip. %13%§%2% ’
x
1 5 | 4x10%EHL-60 PR (iv)
4 | axi0°EHL60 | ' X107ff‘m@(@g I
= s
? 15107 [ TARE L R
4 | 4Ax105@HL-60 | Rt )
#52)
4 4x1 06{HL—60 1 -SX 107{??5’%@(@[\: 1
3 1 5><107T)2H3H@(1ﬁ TandAb 16 (iv) 50 pg
4 | 4x10%EHL-60 | R )
#52)

5 69 HEYEHE)

C249060PA docx
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R4 HEUHL-60REBEYER 2 GFEFH -

FESE I3RE MR > BEHE3T 2B ER105 mm® 2 15 {E fE 38 18
A FH A8 ETOE S0 ngR IR EEMPIAS 16 (qdx9d) ZFFAR N B E VG - £ 14
MR IR R EIEE R - BRI R2ER HERDEE - MERE K
EEBEEZEE2TRAIL -

FTASY) i SE A il - HAER6R T - HEDER 2B
122 (HL-60)8%) ~ VI EERBEE BN - B 2EH2TRIAFTLK
bRy iE (B 1) - fERFER2H - PrHL-605E &8 48 A LA IR 33 =2 JR RS 30E
NETHN 8 > PO EBBRBEEEHELD (£ HL-60) L & 5 i1

M BRI e BF4H2 - BB I3 R £5H 21 R (qdxd)FE N THIAE 2
FAE T A R B EDIRE 16 (50 ng/EY) ¢ 2.5 mg/kg) Z EHFFARN A
BREFH) AR B A R - BEFIGR 2 SR (R 2 Eh g -
TERFEH3 T A EEHI R I EE A REERYIRESK - {£F22K
(p<0.05) ~ FE23 K (p<0.01) L FE 27K (p<0.0){LFF4H2 (HL-60 ~ T4HAE -
HRDBLEFGH3 (HL-60 ~ THHAT ~ 16) Z B hlfE 565 6 K £ 527K Z 15 H
T2 gist LB E = B (A f) BonferroniSE 2 HIGl ~ RN T+ HEHE
ANOVA) - NfEEfH 1T lEE o A S EREAE K - ARFHA1BEEHIZ
B A FAEE &G EEE AR -

B — W2 kE A E S THR (2 RRID ZHEN Z K
SR B H 200 2 Mg A B+ B S T4 At U35 1 o B B 1) {7 £ B8 o] 2%
o

T 108~ > g Ih W38 B 7 7H 2 177 HL-60 3 58 (AML) K2 HE & A 1A

570 HEYERHE)

C249060PA docx

111126359 FEESE A0101 1112037860-0
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A Z NHEATHIRE 2 NOD/scid/N B P 2 RFEMEYE A « BLEEEHE
LRl S B AHAHEE - FIH B EDIR I L E —HEE EEEEEI
BEAR G FEELE - P4k 2 B B A H CD33/CD3 BIiTE™
AL BT N M 2 45 B (Aigner®E A > 2012 5 Leukemia, 2013, Apr ;
27(5):1107-15)f8 % -
T2
CD33/CD3E i B FHHi B ENSG/NE F Z AML PDXHRE o 7 3 §F

EAZkE ECD33* A MHEEH2% £ 4% CD3* THIE 2 AMLE ¥ ~
BB R TF 4N AEfE TZNSG/NEE 1 2 AML PDXAH R - 11 11 Fe 88 4l A o &
F K ER IR (250 cGy) NSG/NE 1R I/NEF » 72200 pLig F 1 LR ([ % Ak A
Bl & F 2 £ —%& (50 pgElS pg: n= 8{#l/NEE/EFE4H )T 5T CD33/CD3 & Hf
HEEI6EI2 - EE T AR EB—RERFBHEETRE ZEINE
W o BEH/NEME—X - HEEBAEEISREIEL AFFUERMM -
B B8 K R R s 3 O U4 R g 2 43 BT (huCD33 ~ huCD34 ~ huCD45 -
muCD45 +~ huCD14 -~ huCD3 - huCD4 - huCD8 }% 7AAD) - &% B {4 B &
FAE 125

B 128w > 38 RERKLEE/NBEFHEEFEARE NEL
AAE - LT > FIAPREEB 12162 B RFRAESH AR
NEAEFEERTREEEERE FIR/DEHE 2 N AMLE A - 1F /W ([
B EEH (S ng/iEHF K50 pg/7E4) N E I F]CD33/CD3 F B & E {88 <
BRI I AMLRYJE -

$ % W 1 CD33/CD3 &8 It 8 (E 1 A8 12 K 1677 U F 2 $1 AMLAY g
7 g (7)) AML 2 CD123/CD3 DART®HTHE 11 A8 [5] /] B AR A H7 7 55 JEE 58 &)

571 HEYEHE)

C249060PA docx
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{5 % (Hussaini% A : T Targeting CD123 In Leukemic Stem Cells Using
Dual Affinity Re-Targeting Molecules (DARTs®) ; 20134118158 :
Blood: 122 (21)) - BLI5Fr & #8 & IR % F it A <~ AML &4 fg 2
CD33/CD3 5 i (E i B4 fH Lk > Hussaini® A #2% » ££2.5 mg/kgf%0.25
mg/kg F CD123/CD3 DART®{£ {ii PDX & % of > & 85 K 5 b > AML &}
4B BB R /D B 1/50% 171000 » 3% % (E % — 5 8 8 > 460.5 mg/ke
NCD123/CD3 DART™({E i PDXHR A Hf1 7 5 8 e B o 2 AMLERAH A 2
B8R 40%ET8% -
gH13
CD33/CD3E B EH B 16/ B 2 I AR Z REFE

Ryl B CD33/CD3E BT N E LIRS R 8 12
BEEAAFAEERE LG =&EZRRAREEI T - HES=ESE
fEA0 2 CD33* HL-60f% $ 4 A Bl = B BE (B H1 G 16 2 i E M IR AL 1F By
WIEMAE < RN THM 2 F4E T LA25: 1 Z E:TEE — #2555 30 min »
1 h~2h~3h-4hs5h-fEGFEEE - (5H B A RS
RE T 2 85 55 &k 3= 0 (5 FH JF 4% 1 Bl B /ST B & - & JE 5+ B ECsofE K 7 Wi
BEHEIONE MRS - BI3BE ~FHREEHE NS 2R
MAEA e~ AN RVR S AE - HAL T R B E U R E T /£ 30 min

BrEABBIODERE - AL4NGREF % - 2 28 1890 %2 # 4 i E
o 1S B 1482 AE /0 7230 minBLS/NEG[E 2 BB I i T #F ¥ B
BEEHRB IO E S ECso M FFE M AMRE - R E—FEH > f£H

T TR DAL 2/NER IS B 1% 2 B i R U) 8 (B AR ECso ) Wz AF 57N B 1%

‘BRI AEEHN - 258 R —_EBHEHCD33/CD3 & i

5 72 HEYESHAE)

C249060PA docx

111126359 FEESE A0101 1112037860-0
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EHAS /T B 2R R - 58] B S IR R Al RS 7 -

wEEE | . il (T
(min] WP e e 9
30 4.8 44.1
60 2.5 59.8
120 1.6 75.1
180 1.6 88.8
240 1.5 93.7
300 1.6 97.4
15 SN EBHEELEIHNEECoREREY B2
B (5] 14
F R 36 CD33/CD3 5 I B F bt 8 5% 5248 AMIL BB 3 > 1 2 1 B B B BR 3,
B 5

AR BT FECD33/CD3 R I EE i fe 16/ /=& M e miA
(AML).Z 5 2 H VI e PR 5 B -
FrFeaE R

% : CD33/CD3 5 It B (B H1 7% 16 .2 i K 2 Hl &

A Z ¢ LUHE E CD33/CD3 &R ik B (E JT S 16 2 /G RS SN K e & 5 B2 il
IR EH B
I

e A 8% s B < TR o o 72 e Kt 52 1 & (MTD) -

L1 A &% sl B 2 THA B0 2 o A0 7 /e KMl 52 % & (MTD) -

1.2 e atgtRER 2 EE K E AL CD33/CD3FREHETIAL6
L ER o

1.3 BERE R AT % & & B B AE 2 8L 2 of I gy 25 B 1 e B (F

5573 HEYESHE)

C249060PA docx

111126359 FEESE A0101 1112037860-0
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M 2 CD33/CD3F B E G 16 . i S EI & - Frés Bl & & HUR 7Y 5k /i
CAEZMAT L2 BHE KZ B EM 2010 - WIERTA S &G
ik 1 <2 A8 [E] &
T1HH

2.1 BEIHE 77 & AMTD)A ¥ - H B IR & & #] H CD33/CD3
FRHEEIBIEEAZIEELETERE V20D ER -

MH] 2 F G ---LAiE ECD33/CD3F:HEFEH B I6 ZFEED
B R /D20% 2 B3 2 PR R X E (8 XE M & JE (blast response) ~ # fi
[ HE ~ &8 RBEEGSE & )

ORI R B #E o0 A s8 B 2 % 8 WHOE Il 2 AML - HEFR B A
2 B 4 4R B B s (APL) 2 B 5

BHAMLY BF > HEYEFELZEE  EXMHERNFER>
601 &8 H R #5046 B B AT R E te ~ B8 AR IR B8 R /2R IRV B (R & if R
7 R 2 A T 5 1 R OE

> 1875%

KarnofskyfZ fE IR BE> 50% 5, ECOGEEAE TR RE0 X 2

FHElE > 618

BE 28 T AE A S R R B T B AR ] o {H BVE T R il B
BB R EEHOMEREREOIRAE - 20E b IE Ry & Bk A8 1
P EE - BRI LA AR - JEHE  TERE Y
IR O BR B A S BT B ] 2 2 RE R R T 5 o DAY B B R A B B AR
FREAFHGBEIL ML WEZERNFENGERLEQPA&HEN 2
FERGERE -

5 74 HEYEHE)

C249060PA docx

111126359 FEESE A0101 1112037860-0
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GRllESy|

<110> EREZEIEHEI AR/ F] (AMPHIVENA THERAPEUTICS, INC.)

<120> EEEFEECDI3 R3S A&

<130> TW 110105389

<150> US 14/642,497
<151> 2015-03-09

<150> US 62/111,470
<151> 2015-02-03

<150> US 62/019,795
<151> 2014-07-01

<160> 122

<170> PatentIn version 3.5
<210> 1

<211> 108

<212> PRT

Q13> BHA

<400> 1

Ser Tyr Glu Leu Thr Gln Pro Pro Ser
1 5

Thr Ala Met Ile Thr Cys Gly Gly Asn
20 25

His Trp Tyr Gln Gln Lys Pro Gly Gln
35 40

Asp Asp Asn Glu Arg Pro Ser Gly Ile
50 55

Asn Ser Gly Ser Thr Ala Thr Leu Thr
65 70

Asp Glu Ala Asp Tyr Tyr Cys Gln Val
85

111126359 FEESE A0101

Val Ser
10

Asn Ile

Ala Pro

Pro Glu

Ile Asn

75

Trp Asp
90

Val Ala Pro Gly Gln
15

Gly Ser Thr Thr Val
30

Val Leu Val Val Tyr
45

Arg Phe Ser Gly Ser
60

Arg Val Glu Ala Gly
80

Ser Gly Ser Asp His
05

#£18 - H101B(FIIF)

1112037860-0



202241969

Val Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu

100

<210> 2
<211> 110
<212> PRT
213> B

<400> 2

Gln Ser Val Leu Thr Gln Pro Pro Ser

1 5

Arg Val Thr Ile Ser Cys Ser Gly Ser

20

Thr Val Asn Trp Tyr Gln Gln Leu Pro

35

Ile Tyr Gly Asn Asn Gln Arg Pro Ser

50

Gly Ser Lys Ser Gly Ser Ser Ala Ser
70

65

Ser Glu Asp Glu Ala Asp Tyr Tyr Cys

85

Ile Gly Trp Val Phe Gly Gly Gly Thr
105

100

<210> 3
<211> 110
<212> PRT
213> B

<400> 3

105

25

40

55

Ala Ser Gly Thr Pro
10

Arg Ser Asn Ile Gly
30

Gly Thr Ala Pro Lys
45

Gly Val Pro Asp Arg
60

Leu Ala Ile Ser Gly
75

Ala Thr Trp Asp Asp
90

Lys Leu Thr Val Leu
110

Gly Gln
15

Ser Asn

Leu Leu

Phe Ser

Leu Gln

80

Ser Leu
05

GlIn Ser Val Leu Thr Gln Pro Pro Ser Ala Ser Gly Thr Pro Gly Gln

1 5

111126359

FEESE A0101

10

15

$£28 - H101H(FIIF)

1112037860-0
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Arg Val Thr Ile Ser Cys Ser Gly Ser Arg Ser Asn Ile Gly Ser Asn
20 25 30

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

Ile Tyr Gly Asn Asn Gln Arg Pro Ser Gly Val Pro Asp Arg Phe Ser
50 55 60

Gly Ser Lys Ser Gly Thr Ser Ala Ser Leu Ala Ile Ser Gly Leu Gln
65 70 75 80

Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Ala Thr Trp Asp Asp Ser Leu
85 90 05

Ile Gly Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu
100 105 110

<210> 4
<211> 110
<212> PRT
213> B

<400> 4

GlIn Ser Val Leu Thr Gln Pro Pro Ser Ala Ser Gly Thr Pro Gly Gln
1 5 10 15

Arg Val Thr Ile Ser Cys Ser Gly Ser Arg Ser Asn Ile Gly Ser Asn
20 25 30

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

Ile Tyr Gly Asn Asn Gln Arg Pro Ser Gly Val Pro Asp Arg Phe Ser
50 55 60

Gly Ser Lys Ser Gly Thr Ser Ala Ser Leu Ala Ile Ser Gly Leu Gln
65 70 75 80

111126359 FEHH3E A0101 #3H - H101BH(EHE) 1112037860-0
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Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Ala Thr Trp Asp Asp Ser Leu
85 90 05

Ile Gly Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu
100 105 110

210> 5
<211> 110
<212> PRT
213> B

<400> 5
GlIn Ser Val Leu Thr Gln Pro Pro Ser Ala Ser Gly Thr Pro Gly Gln
1 5 10 15

Arg Val Thr Ile Ser Cys Ser Gly Ser Arg Ser Asn Ile Gly Ser Asn
20 25 30

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

Ile Tyr Gly Asn Asn Gln Arg Pro Ser Gly Val Pro Asp Arg Phe Ser
50 55 60

Gly Ser Lys Ser Gly Thr Ser Ala Ser Leu Ala Ile Ser Gly Leu Gln
65 70 75 80

Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Ala Thr Trp Asp Asp Ser Leu
85 90 05

Ile Gly Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu
100 105 110

<210> 6
211> 110
<212> PRT
213> B

<400> 6

GlIn Ser Val Leu Thr Gln Pro Pro Ser Ala Ser Gly Thr Pro Gly Gln
1 5 10 15

111126359 FEESE A0101 #4858 - H101B(FIIF)

1112037860-0
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Arg Val Thr

Thr Val Asn
35

Ile Tyr Ser
50

Gly Ser Lys
65

Ser Asp Asp

Asn Gly Ala

<210> 7
211> 111
<212> PRT
213> B

<400> 7
Gln Ser Val
1

Arg Val Thr

Tyr Asp Val
35

Leu Ile Tyr
50

Ser Gly Ser
65

111126359

Ile Ser
20

Trp Tyr

Asp Asn

Ser Gly

Glu Ala
85

Val Phe
100

Leu Thr
5

Ile Ser

20

His Trp

Gly Asn

Lys Ser

Cys Ser Gly

Gl

Gl

n Gln Leu
40

n Arg Pro
55

Ser Ser Ala
70

As

Gl

Gl

p Tyr Tyr

y Gly Gly

n Pro Pro

Cys Thr Gly

Tyr Gln Gln

Se

Gl
70

40

r Asn Arg
55

y Thr Ser

Ser

25

Pro

Ser

Ser

Cys

Thr
105

Ser

Ser

25

Leu

Pro

Ala

FEESE A0101

Ser Ser

Gly Thr

Gly Val

Leu Ala
75

Ala Thr
90

Lys Leu

Val Ser

10

Ser Ser

Pro Gly

Ser Gly

Ser Leu
75

Asn Ile Gly
30

Ala Pro Lys
45

Pro Asp Arg
60

Ile Ser Gly

Trp Asp Asp

Thr Val Leu
110

Gly Ala Pro

Asn Ile Gly
30

Thr Ala Pro
45

Val Pro Asp
60

Ala Ile Thr

Ser Asn

Leu Leu

Phe Ser

Leu Gln

80

Ser Leu
05

Gly Gln

15

Ala Gly

Lys Leu

Arg Phe

Gly Leu
80

#5858 - H101H(FIIF)

1112037860-0
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Gln Ala Glu Asp Glu Ala Asp Tyr Tyr Cys Gln Ser Tyr Asp Ser Ser
85 90 05

Leu Ser Asp Val Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu
100 105 110

<210> 8
<211> 110
<212> PRT
213> B

<400> 8
GlIn Ser Val Leu Thr Gln Pro Pro Ser Ala Ser Gly Thr Pro Gly Gln
1 5 10 15

Arg Val Thr Ile Ser Cys Ser Gly Ser Ser Ser Asn Ile Gly Ser Asn
20 25 30

Ile Val Asn Trp Tyr Gln Gln Leu Pro Gly Thr Ala Pro Lys Leu Leu
35 40 45

Ile Tyr Ser Asn Asn Gln Arg Pro Ser Gly Val Pro Asp Arg Phe Ser
50 55 60

Gly Ser Lys Ser Gly Thr Ser Ala Ser Leu Ala Ile Ser Gly Leu Gln
65 70 75 80

Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Ala Ala Trp Asp Asp Ser Leu
85 90 05

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

<210> 9
<211> 110
<212> PRT
213> B

<400> 9

111126359 FEHH3E A0101 #£6H - H101H(FEHE) 1112037860-0
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GlIn Ser Val Leu Thr Gln Pro Pro Ser Ala Ser Gly Thr Pro Gly Gln
1 5 10 15

Arg Val Thr Ile Ser Cys Ser Gly Ser Ser Ser Asn Ile Gly Ser Asn
20 25 30

Thr Val Lys Trp Tyr Gln Gln Leu Pro Gly Thr Ala Pro Lys Leu Leu
35 40 45

Ile Tyr Ser Asn Asn Gln Arg Ser Ser Gly Val Pro Asp Arg Phe Ser
50 55 60

Gly Ser Lys Ser Gly Ser Ser Ala Ser Leu Ala Ile Ser Gly Leu Gln
65 70 75 80

Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Ala Ala Trp Asp Asp Ser Leu
85 90 05

Asn Gly Tyr Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu
100 105 110

<210> 10
<211> 110
<212> PRT
213> B

<400> 10

GlIn Ser Val Leu Thr Gln Pro Pro Ser Ala Ser Gly Thr Pro Gly Gln
1 5 10 15

Arg Val Thr Ile Ser Cys Ser Gly Ser Ser Ser Asn Ile Gly Asp Asn
20 25 30

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

Ile Tyr Ser Thr Asn Lys Arg Pro Ser Gly Val Pro Asp Arg Phe Ser
50 55 60

111126359 FEHH3E A0101 #7H - H101BH(FEHE) 1112037860-0
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Gly Ser Lys Ser Gly

65

Ser Glu Asp Glu Ala

Ser Ala Tyr Val Phe

<210> 11
<211> 11

9

<212> PRT
Q13> #HA

<400> 11

Gln Val Gln Leu Gln

1

Ser Leu Arg Leu Ser

Gly Ile His Trp Val

Ala Leu Ile Ser Tyr

50

Lys Gly Arg Phe Ala

65

Leu Gln Met Thr Ser

Ala Lys Asp Arg Leu

Thr Leu Val Thr Val

111126359

35

115

100

20

100

85

5

85

Ser Ser Ala Ser
70

Asp Tyr Tyr Cys

Gly Gly Gly Thr
105

Glu Ser Gly Gly

Cys Ala Ala Ser
25

Arg Gln Ala Pro
40

Asp Gly Asn Lys
55

Ile Ser Arg Asp
70

Leu Arg Pro Glu

Glu Ser Ala Ala

105

Ser Ser

FEESE A0101

Leu Ala Ile Ser Gly Leu Gln
75 80

Ala Ala Trp Asp Asp Ser Leu
90 05

Lys Leu Thr Val Leu
110

Gly Val Val Gln Pro Gly Arg
10 15

Gly Phe Ser Phe Ser Asn Tyr
30

Gly Lys Gly Leu Glu Trp Val
45

Lys Phe Tyr Ala Asp Ser Val
60

Thr Ser Lys Asn Thr Val Asp
75 80

Asp Thr Ala Val Tyr Tyr Cys
90 05

Phe Asp Tyr Trp Gly Gln Gly
110

#88H - H101H(FIIF)

1112037860-0



202241969

<210> 12
<211> 122
<212> PRT
213> B

<400> 12
Gln Val Gln Leu Val Gln Ser Gly
1 5

Ser Val Lys Val Ser Cys Lys Ala
20

Asp Ile Asn Trp Val Arg Gln Ala
35 40

Gly Trp Met Asn Pro Asn Ser Gly
50 55

Gln Gly Arg Val Thr Met Thr Arg
65 70

Met Glu Leu Ser Ser Leu Arg Ser
35

Ala Arg Asp Arg Ala Asn Thr Asp
100

Gly Gln Gly Thr Leu Val Thr Val
115 120

<210> 13
<211> 122
<212> PRT
213> B

<400> 13

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

1 5

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr

20

Ala Glu Val Lys Lys Pro Gly Ala

10

Ser Gly Tyr Thr Phe Thr Ser Tyr

25

Pro Gly Gln Gly Leu Glu Trp Met

Asn Thr Gly Phe Ala Gln Lys Phe
60

Asp Thr Ser Thr Ser Thr Val Tyr
80

Glu Asp Thr Ala Val Tyr Tyr Cys

90

Phe Ser Tyr Gly Met Asp Val Trp

105

Ser Ser

10

25

111126359 FEESE A0101

15

30

45

95

110

15

30

#9858 - H101H(FIIF)

1112037860-0



Asp Ile Asn
35

Gly Trp Met
50

Gln Gly Arg
65

Met Glu Leu

Ala Arg Asp

Gly Gln Gly
115

<210> 14
<211> 122
<212> PRT
213> B

<400> 14
Gln Val Gln
1

Ser Val Lys

Asp Ile Asn
35

Gly Trp Met
50

Gln Gly Arg
65

111126359

202241969

Trp Val

Asn Pro

Val Thr

Ser Ser
85

Arg Ala
100

Thr Leu

Leu Val
5

Val Ser

20

Trp Val

Asn Pro

Val Thr

Arg Gln Ala
40

Asn Ser Gly
55

Met Thr Arg
70

Leu Arg Ser

Val Thr Asp

Val Thr Val
120

Gln Ser Gly

Cys Lys Ala

Arg Gln Ala
40

Asn Ser Gly
55

Met Thr Arg
70

FEESE A0101

Pro Gly Gln Gly

Asn Thr Gly Phe
60

Asp Thr Ser Thr
75

Glu Asp Thr Ala
90

Tyr Tyr Tyr Gly
105

Ser Ser

Ala Glu Val Lys
10

Ser Gly Tyr Thr
25

Pro Gly Gln Gly

Asn Thr Gly Phe
60

Asp Thr Ser Thr
75

Leu Glu Trp Met
45

Ala Gln Lys Phe

Ser Thr Val Tyr
80

Val Tyr Tyr Cys
05

Met Asp Val Trp
110

Lys Pro Gly Ala
15

Phe Thr Ser Tyr
30

Leu Glu Trp Met
45

Ala Gln Lys Phe

Ser Thr Val Tyr
80

HF108 - #1018 (FFIF)

1112037860-0



202241969

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 05

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

Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 15
<211> 122
<212> PRT
213> B

<400> 15

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

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

Asp Ile Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

Gly Trp Met Asn Pro Asn Ser Gly Asn Thr Gly Phe Ala Gln Lys Phe
50 55 60

Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Thr Ser Thr Val Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 05

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

Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

111126359 FEHH3E A0101 #1158 - £1015(FIE) 1112037860-0



202241969

<210> 16
<211> 123
<212> PRT
213> B

<400> 16
Gln Val Gln Leu Val
1 5

Ser Val Lys Val Ser
20

Tyr Met His Trp Val
35

Gly Ile Ile Asn Pro
50

Gln Gly Arg Val Thr
65

Met Glu Leu Ser Ser
85

Ala Arg Asp Val Val
100

Trp Gly Gln Gly Thr
115

<210> 17
<211> 119
<212> PRT
213> B

<400> 17

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

1 5

111126359

Gln Ser Gly

Cys Lys Ala

Arg Gln Ala
40

Ser Gly Gly
55

Met Thr Arg
70

Leu Arg Ser

Pro Ala Ala

Thr Val Thr
120

Ala Glu Val Lys Lys Pro Gly Ala
10 15

Ser Gly Tyr Thr Phe Thr Ser Tyr
25 30

Pro Gly Gln Gly Leu Glu Trp Met
45

Ser Thr Ser Tyr Ala Gln Lys Phe
60

Asp Thr Ser Thr Ser Thr Val Tyr
75 80

Glu Asp Thr Ala Val Tyr Tyr Cys
90 05

Ile Asp Tyr Tyr Gly Met Asp Val
105 110
Val Ser Ser

10 15

FEESE A0101 FB12E - HI01E(FII=E)

1112037860-0



202241969

Ser Leu Lys Ile Ser
20

Trp Ile Gly Trp Val
35

Gly Ile Ile Tyr Pro
50

Gln Gly Gln Val Thr
65

Leu Gln Trp Ser Ser
85

Ala Arg His Lys Arg
100

Thr Thr Val Thr Val
115

<210> 18
<211> 122
<212> PRT
213> B

<400> 18

Gln Val Gln Leu Val
1 5

Ser Val Lys Val Ser
20

Ala Ile Ser Trp Val
35

Gly Gly Ile Tyr Pro
50

111126359

Cys Lys Gly

Arg Gln Met
40

Gly Asp Ser
55

Ile Ser Ala

70

Leu Lys Ala

Gly Ser Asp

Ser Ser

Gln Ser Gly

Cys Lys Ala

Arg Gln Ala
40

Ile Phe Gly
55

FEESE A0101

Ser Gly Tyr Ser
25

Pro Gly Lys Gly

Asp Thr Arg Tyr
60

Asp Lys Ser Ile
75

Ser Asp Thr Ala
90

Ala Phe Asp Ile
105

Ala Glu Val Lys
10

Ser Gly Gly Thr
25

Pro Gly Gln Gly

Ser Ala Asn Tyr
60

Phe Thr Ser Tyr
30

Leu Glu Trp Met
45

Ser Pro Ser Phe

Ser Thr Ala Tyr
80

Met Tyr Tyr Cys
05

Trp Gly Gln Gly
110

Lys Pro Gly Ser
15

Phe Ser Ser Tyr
30

Leu Glu Trp Met
45

Ala Gln Lys Phe

F13E - #1018 (FFIF)

1112037860-0



202241969

Gln Gly Arg Val Thr
65

Met Glu Leu Ser Ser
85

Ala Arg Glu Tyr Tyr
100

Gly Gln Gly Thr Leu
115

<210> 19
<211> 122
<212> PRT
213> B

<400> 19

Gln Val Gln Leu Val
1 5

Ser Val Lys Val Ser
20

Gly Ile Ser Trp Val
35

Gly Gly Ile Ile Pro
50

Gln Gly Arg Val Thr
65

Met Glu Leu Ser Ser
85

Ala Arg Glu Tyr Tyr
100

111126359

Ile Thr Ala
70

Leu Arg Ser

Tyr Asp Ser

Val Thr Val
120

Gln Ser Gly

Cys Lys Ala

Arg Gln Ala
40

Ile Phe Gly
55

Ile Thr Ala
70

Leu Arg Ser

Tyr Asp Ser

FEESE A0101

Asp Glu Ser Thr Ser Thr

75

Glu Asp Thr Ala Val Tyr

90

Ser Glu Trp Ala Phe Asp

105

Ser Ser

Ala Glu Val Lys Lys Pro

10

Ser Gly Gly Thr Phe Ser

25

Pro Gly Gln Gly Leu Glu

45

Ser Ala His Tyr Ala Gln

60

Asp Glu Ser Thr Ser Thr

75

Glu Asp Thr Ala Val Tyr

90

Ser Glu Trp Ala Phe Asp

105

Ala Tyr
80

Tyr Cys
05

Ile Trp

Gly Ser
15

Ser Tyr

Trp Met

Lys Phe

Ala Tyr
80

Tyr Cys
05

Ile Trp

HF14E - #1018 (FFIFR)

1112037860-0



202241969

Gly Gln Gly Thr Leu Val Thr Val Ser Ser

115

<210> 20
<211> 122
<212> PRT
213> B

<400> 20
Gln Val Gln Leu Val
1 5

Ser Val Lys Val Ser
20

Ala Ile Ser Trp Val
35

Gly Gly Ile Ile Pro
50

Gln Gly Arg Val Thr
65

Met Glu Leu Ser Ser
85

Ala Arg Glu Tyr Tyr
100

Gly Gln Gly Thr Leu
115

<210> 21
<211> 11
<212> PRT
213> B

<400> 21

120

Gln Ser Gly

Cys Lys Ala

Arg Gln Ala
40

Ile Phe Gly
55

Ile Thr Ala
70

Leu Arg Ser

Tyr Asp Ser

Val Thr Val
120

Ala Glu Val Lys Lys Pro Gly Ser
10 15

Ser Gly Gly Thr Phe Asp Ser Tyr
25 30

Pro Gly Gln Gly Leu Glu Trp Met
45

Ser Ala His Tyr Ser Gln Lys Phe
60

Asp Glu Ser Thr Ser Thr Ala Tyr
75 80

Glu Asp Thr Ala Val Tyr Tyr Cys
90 05

Ser Glu Trp Ala Phe Asp Ile Trp
105 110
Ser Ser

Gly Gly Asn Asn Ile Gly Ser Thr Thr Val His

1 5

111126359

FEESE A0101

10

F158 - #1018 (FFIF)

1112037860-0



202241969

<210> 22
<211> 13
<212> PRT
213> B

<400> 22
Ser Gly Ser Arg Ser Asn Ile Gly Ser Asn Thr Val Asn
1 5 10

<210> 23
<211> 13
<212> PRT
213> B

<400> 23
Ser Gly Ser Ser Ser Asn Ile Gly Ser Asn Thr Val Asn
1 5 10

<210> 24
211> 14
<212> PRT
213> B

<400> 24
Thr Gly Ser Ser Ser Asn Ile Gly Ala Gly Tyr Asp Val His
1 5 10

<210> 25
<211> 13
<212> PRT
213> B

<400> 25
Ser Gly Ser Ser Ser Asn Ile Gly Ser Asn Ile Val Asn
1 5 10

<210> 26
<211> 13
<212> PRT
213> B

<400> 26

Ser Gly Ser Ser Ser Asn Ile Gly Ser Asn Thr Val Lys
1 5 10

111126359 FEHH3E A0101 #1658 - H1015(FIE) 1112037860-0



202241969

<210> 27
<211> 13
<212> PRT
213> B

<400> 27
Ser Gly Ser Ser Ser Asn Ile Gly Asp Asn Val Val Asn
1 5 10

<210> 28
L211> 7
<212> PRT
213> B

<400> 28
Asp Asp Asn Glu Arg Pro Ser
1 5

<210> 29
L211> 7
<212> PRT
213> B

<400> 29
Gly Asn Asn Gln Arg Pro Ser
1 5

<210> 30
L211> 7
<212> PRT
213> B

<400> 30
Ser Asp Asn Gln Arg Pro Ser
1 5

<210> 31
L211> 7
<212> PRT
213> B

<400> 31

Gly Asn Ser Asn Arg Pro Ser
1 5

111126359 FEHH3E A0101 B178 - H1015(FIR) 1112037860-0



202241969

<210> 32
L211> 7
<212> PRT
213> B

<400> 32
Ser Asn Asn Gln Arg Pro Ser
1 5

<210> 33
L211> 7
<212> PRT
213> B

<400> 33
Ser Asn Asn Gln Arg Ser Ser
1 5

<210> 34
L211> 7
<212> PRT
213> B

<400> 34
Ser Thr Asn Lys Arg Pro Ser
1 5

<210> 35
211> 9
<212> PRT
213> B

<400> 35
Gln Val Trp Asp Ser Gly Ser Asp His
1 5

<210> 36
211> 9
<212> PRT
213> B

<400> 36

Ala Thr Trp Asp Asp Ser Leu Ile Gly
1 5

111126359 FEHH3E A0101 #1858 - H1015(FIIE) 1112037860-0



202241969

<210> 37
211> 9
<212> PRT
213> B

<400> 37
Ala Thr Trp Asp Asp Ser Leu Asn Gly
1 5

<210> 38
211> 9
<212> PRT
213> B

<400> 38
Gln Ser Tyr Asp Ser Ser Leu Ser Asp
1 5

<210> 39
211> 9
<212> PRT
213> B

<400> 39
Ala Ala Trp Asp Asp Ser Leu Lys Gly
1 5

<210> 40
211> 9
<212> PRT
213> B

<400> 40
Ala Ala Trp Asp Asp Ser Leu Asn Gly
1 5

<210> 41
211> 9
<212> PRT
213> B

<400> 41

Ala Ala Trp Asp Asp Ser Leu Ser Ala
1 5

111126359 FEHH3E A0101 #1958 - H1015(FIE) 1112037860-0



202241969

<210> 42
211> 6
<212> PRT
213> B

<400> 42
Ser Asn Tyr Gly Ile His
1 5

<210> 43
211> 6
<212> PRT
213> B

<400> 43
Thr Ser Tyr Asp Ile Asn
1 5

<210> 44
211> 6
<212> PRT
213> B

<400> 44
Thr Ser Tyr Tyr Met His
1 5

<210> 45
211> 6
<212> PRT
213> B

<400> 45
Thr Ser Tyr Trp Ile Gly
1 5

<210> 46
211> 6
<212> PRT
213> B

<400> 46

Ser Ser Tyr Ala Ile Ser
1 5

111126359 FEHH3E A0101 2208 - H1015(FIE) 1112037860-0



202241969

<210> 47
211> 6
<212> PRT
213> B

<400> 47
Ser Ser Tyr Gly Ile Ser
1 5

<210> 48
211> 6
<212> PRT
213> B

<400> 48
Asp Ser Tyr Ala Ile Ser
1 5

<210> 49
211> 17
<212> PRT
213> B

<400> 49
Leu Ile Ser Tyr Asp Gly Asn Lys Lys Phe Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 50
211> 17
<212> PRT
213> B

<400> 50
Trp Met Asn Pro Asn Ser Gly Asn Thr Gly Phe Ala Gln Lys Phe Gln
1 5 10 15

Gly

111126359 FEHH3E A0101 #8218 - H1015(FIE) 1112037860-0



202241969

<210> 51
<211> 18
<212> PRT
213> B

<400> 51
Gly Ile Ile Asn Pro Ser Gly Gly Ser Thr Ser Tyr Ala Gln Lys Phe
1 5 10 15

Gln Gly

<210> 52
211> 17
<212> PRT
213> B

<400> 52
Ile Ile Tyr Pro Gly Asp Ser Asp Thr Arg Tyr Ser Pro Ser Phe Gln
1 5 10 15

Gly

<210> 53
211> 17
<212> PRT
213> B

<400> 53
Gly Ile Tyr Pro Ile Phe Gly Ser Ala Asn Tyr Ala Gln Lys Phe Gln
1 5 10 15

Gly

<210> 54
211> 17
<212> PRT
213> B

<400> 54

Gly Ile Ile Pro Ile Phe Gly Ser Ala His Tyr Ala Gln Lys Phe Gln
1 5 10 15

111126359 FEHH3E A0101 B8 - H1015(FIR) 1112037860-0



202241969

Gly

<210> 55
211> 17
<212> PRT
213> B

<400> 55
Gly Ile Ile Pro Ile Phe Gly Ser Ala His Tyr Ser Gln Lys Phe Gln
1 5 10 15

Gly

<210> 56
<211> 10
<212> PRT
213> B

<400> 56
Asp Arg Leu Glu Ser Ala Ala Phe Asp Tyr
1 5 10

<210> 57
<211> 13
<212> PRT
213> B

<400> 57
Asp Arg Ala Asn Thr Asp Phe Ser Tyr Gly Met Asp Val
1 5 10

<210> 58
<211> 13
<212> PRT
213> B

<400> 58

Asp Arg Ala Val Thr Asp Tyr Tyr Tyr Gly Met Asp Val
1 5 10

111126359 FEHH3E A0101 #2358 - H101B5(FIR) 1112037860-0



202241969

<210> 59
<211> 13
<212> PRT
213> B

<400> 59
Asp Arg Ala Asn Thr Asp Tyr Ser Phe Gly Met Asp Val
1 5 10

<210> 60
<211> 13
<212> PRT
213> B

<400> 60
Asp Arg Ala Asn Thr Asp Tyr Ser Leu Gly Met Asp Val
1 5 10

<210> 61
211> 14
<212> PRT
213> B

<400> 61
Asp Val Val Pro Ala Ala Ile Asp Tyr Tyr Gly Met Asp Val
1 5 10

<210> 62
<211> 10
<212> PRT
213> B

<400> 62
His Lys Arg Gly Ser Asp Ala Phe Asp Ile
1 5 10

<210> 63
<211> 13
<212> PRT
213> B

<400> 63

Glu Tyr Tyr Tyr Asp Ser Ser Glu Trp Ala Phe Asp Ile
1 5 10

111126359 FEHH3E A0101 #8248 - H1015(FIR) 1112037860-0



202241969

<210> 64
<211> 125
<212> PRT
213> B

<400> 64
Glu Val Gln Leu Val
1 5

Ser Leu Arg Leu Ser
20

Ala Met Asn Trp Val
35

Gly Arg Ile Arg Ser
50

Ser Val Lys Asp Arg
65

Leu Tyr Leu Gln Met
85

Tyr Cys Ala Arg His
100

Ala Tyr Trp Gly Gln
115

<210> 65
<211> 125
<212> PRT
213> B

<400> 65

Glu Val Gln Leu Val
1 5

Ser Leu Arg Leu Ser
20

111126359

Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
10 15

Cys Ala Ala Ser Gly Phe Thr Phe Ser Thr Tyr
25 30

Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
40 45

Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp
55 60

Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Ser
70 75 80

Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr
90 05

Gly Asn Phe Gly Asn Ser Tyr Val Ser Tyr Phe
105 110

Gly Thr Leu Val Thr Val Ser Ser
120 125

Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
10 15

Cys Ala Ala Ser Gly Phe Thr Phe Ser Thr Tyr
25 30

FEESE A0101 $25F - HI01E(FII=E)

1112037860-0



202241969

Ala Met Asn Trp Val
35

Gly Arg Ile Arg Ser
50

Ser Val Lys Asp Arg
65

Leu Tyr Leu Gln Met
85

Tyr Cys Ala Arg His
100

Ala Tyr Trp Gly Gln
115

<210> 66
<211> 125
<212> PRT
213> B

<400> 66

Glu Val Gln Leu Val
1 5

Ser Leu Arg Leu Ser
20

Ala Met Asn Trp Val
35

Gly Arg Ile Arg Ser
50

Ser Val Lys Asp Arg
65

111126359

Arg

Lys

Phe

70

Asn

Gly

Gly

Glu

Cys

Arg

Lys

Phe
70

Gln Ala Pro Gly Lys
40

Tyr Asn Asn Tyr Ala
55

Thr Ile Ser Arg Asp
75

Ser Leu Lys Thr Glu
90

Asn Phe Gly Asn Ser
105

Thr Leu Val Thr Val
120

Ser Gly Gly Gly Leu
10

Ala Ala Ser Gly Phe
25

Gln Ala Pro Gly Lys
40

Tyr Asn Asn Tyr Ala
55

Thr Ile Ser Arg Asp
75

FEESE A0101

Gly Leu Glu Trp Val
45

Thr Tyr Tyr Ala Asp
60

Asp Ser Lys Asn Ser
80

Asp Thr Ala Val Tyr
05

Tyr Val Ser Trp Phe
110

Ser Ser
125

Val Gln Pro Gly Gly
15

Thr Phe Ser Thr Tyr
30

Gly Leu Glu Trp Val
45

Thr Tyr Tyr Ala Asp
60

Asp Ser Lys Asn Ser
80

$265E - #1015 (FFIF)

1112037860-0



202241969

Leu Tyr Leu Gln Met Asn Ser Leu Lys
85

Tyr Cys Ala Arg His Gly Asn Phe Gly
100 105

Ala Tyr Trp Gly Gln Gly Thr Leu Val
115 120

<210> 67
<211> 125
<212> PRT
213> B

<400> 67

Glu Val Gln Leu Val Glu Ser Gly Gly
1 5

Ser Leu Arg Leu Ser Cys Ala Ala Ser
20 25

Ala Met Asn Trp Val Arg Gln Ala Pro
35 40

Gly Arg Ile Arg Ser Lys Tyr Asn Asn
50 55

Ser Val Lys Asp Arg Phe Thr Ile Ser
65 70

Leu Tyr Leu Gln Met Asn Ser Leu Lys
85

Tyr Cys Ala Arg His Gly Asn Phe Gly
100 105

Ala Tyr Trp Gly Gln Gly Thr Leu Val
115 120

111126359 FEESE A0101

Thr Glu Asp Thr Ala Val Tyr
90 05

Asn Ser Tyr Val Ser Trp Phe
110

Thr Val Ser Ser
125

Gly Leu Val Gln Pro Gly Gly
10 15

Gly Phe Thr Phe Ser Thr Tyr
30

Gly Lys Gly Leu Glu Trp Val
45

Tyr Ala Thr Tyr Tyr Ala Asp
60

Arg Asp Asp Ser Lys Asn Ser
75 80

Thr Glu Asp Thr Ala Val Tyr
90 05

Asn Ser Tyr Val Ser Trp Phe
110

Thr Val Ser Ser
125

$F278 - H1018(FFIFR)

1112037860-0



202241969

<210> 68
<211> 110
<212> PRT
213> B

<400> 68
Asp Ile Gln Met Thr
1 5

Asp Arg Val Thr Ile
20

Ser Asn Tyr Ala Asn Trp Val Gln Gln

35

Ala Leu Ile Gly Gly Thr Asn Lys Arg

50

Gln Ser Pro Ser

Thr Cys Arg Ser
25

40

55

Phe Ser Gly Ser Leu Ile Gly Asp Lys

65

70

Leu Gln Pro Glu Asp Phe Ala Thr Tyr

85

Asn Leu Trp Val Phe
100

<210> 69
<211> 110
<212> PRT
213> B

<400> 69

Gly Gln Gly Thr
105

Ser Leu Ser Ala Ser
10

Ser Thr Gly Ala Val
30

Lys Pro Gly Lys Ala
45

Ala Pro Gly Val Pro
60

Ala Thr Leu Thr Ile
75

Tyr Cys Ala Leu Trp
90

Lys Val Glu Ile Lys
110

Val Gly
15

Thr Thr

Pro Lys

Ser Arg

Ser Ser

80

Tyr Ser
05

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5

10

15

Asp Arg Val Thr Ile Thr Cys Arg Ser Ser Thr Gly Ala Val Thr Thr

20

111126359

25

FEESE A0101

30

$288 - #H101H(FFIF)

1112037860-0



202241969

Ser Asn Tyr Ala Asn Trp Val Gln Gln Lys Pro Gly Lys Ala Pro Lys
35 40 45

Gly Leu Ile Gly Gly Thr Asn Lys Arg Ala Pro Gly Val Pro Ala Arg
50 55 60

Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser
65 70 75 80

Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Ala Leu Trp Tyr Ser
85 90 05

Asn Leu Trp Val Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

<210> 70

<211> 110
<212> PRT
213> B

<400> 70

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Arg Ser Ser Thr Gly Ala Val Thr Thr
20 25 30

Ser Asn Tyr Ala Asn Trp Val Gln Gln Lys Pro Gly Lys Ala Pro Lys
35 40 45

Gly Leu Ile Gly Gly Thr Asn Lys Arg Ala Pro Gly Val Pro Ser Arg
50 55 60

Phe Ser Gly Ser Leu Ile Gly Asp Lys Ala Thr Leu Thr Ile Ser Ser
65 70 75 80

Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Ala Leu Trp Tyr Ser
85 90 05

111126359 FEHH3E A0101 #2958 - H1015(FIE) 1112037860-0



202241969

Asn Leu Trp Val Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

<210> 71
<211> 110
<212> PRT
213> B

<400> 71
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Arg Ser Ser Thr Gly Ala Val Thr Thr
20 25 30

Ser Asn Tyr Ala Asn Trp Val Gln Gln Lys Pro Gly Lys Ala Pro Lys
35 40 45

Gly Leu Ile Gly Gly Thr Asn Lys Arg Ala Pro Gly Val Pro Ser Arg
50 55 60

Phe Ser Gly Ser Leu Ile Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser
65 70 75 80

Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Ala Leu Trp Tyr Ser
85 90 05

Asn Leu Trp Val Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

<210> 72
211> 6
<212> PRT
213> B

<400> 72

Ser Thr Tyr Ala Met Asn
1 5

<210> 73
<211> 19

111126359 FEHH3E A0101 #3058 - H1015(FIR) 1112037860-0



202241969

<212> PRT
Q13> #HA

<400> 73
Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp Ser
1 5 10 15

Val Lys Asp

<210> 74
211> 14
<212> PRT
213> B

<400> 74
His Gly Asn Phe Gly Asn Ser Tyr Val Ser Trp Phe Ala Tyr
1 5 10

<210> 75
211> 14
<212> PRT
213> B

<400> 75
His Gly Asn Phe Gly Asn Ser Tyr Val Ser Tyr Phe Ala Tyr
1 5 10

<210> 76
211> 6
<212> PRT
213> B

<400> 76
Asn Thr Tyr Ala Met Asn
1 5

<210> 77
211> 6
<212> PRT
213> B

<400> 77

Asn Thr Tyr Ala Met His
1 5

111126359 FEESE A0101 $31E - HI01E(FII=E)

1112037860-0



202241969

<210> 78
211> 6
<212> PRT
213> B

<400> 78
Asn Lys Tyr Ala Met Asn
1 5

<210> 79
<211> 19
<212> PRT
213> B

<400> 79
Arg Tle Arg Asn Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp Ser
1 5 10 15

Val Lys Asp

<210> 80
<211> 19
<212> PRT
213> B

<400> 80
Arg Tle Arg Asn Lys Tyr Asn Asn Tyr Ala Thr Glu Tyr Ala Asp Ser
1 5 10 15

Val Lys Asp

<210> 81
<211> 19
<212> PRT
213> B

<400> 81

Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Glu Tyr Ala Ala Ser
1 5 10 15

111126359 FEHH3E A0101 #3258 - H1015(FIR) 1112037860-0



202241969

Val Lys Asp

<210> 82
<211> 19
<212> PRT
213> B

<400> 82
Arg Ile Arg Asn Lys Tyr Asn Asn Tyr Ala Thr Glu Tyr Ala Ala Ser
1 5 10 15

Val Lys Asp

<210> 83
<211> 19
<212> PRT
213> B

<400> 83
Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp Ser
1 5 10 15

Val Lys Gly

<210> 84
<211> 19
<212> PRT
213> B

<400> 84
Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Glu Tyr Ala Asp Ser
1 5 10 15

Val Lys Ser

<210> 85
211> 14
<212> PRT
213> B

111126359 FEHH3E A0101 #3358 - H1015(FIR) 1112037860-0



202241969

<400> 85
His Gly Asn Phe Gly Asp Ser Tyr Val Ser Trp Phe Ala Tyr
1 5 10

<210> 86
211> 14
<212> PRT
213> B

<400> 86
His Gly Asn Phe Gly Asn Thr Tyr Val Ser Trp Phe Ala Tyr
1 5 10

<210> 87
211> 14
<212> PRT
213> B

<400> 87
His Gly Asn Phe Gly Cys Ser Tyr Val Ser Trp Phe Ala Tyr
1 5 10

<210> 88
211> 14
<212> PRT
213> B

<400> 88
His Gly Asn Phe Gly Asn Ser Tyr Ile Ser Tyr Trp Ala Tyr
1 5 10

<210> 89
211> 14
<212> PRT
213> B

<400> 89
His Gly Asn Phe Gly Asn Ser Tyr Val Ser Phe Phe Ala Tyr
1 5 10

<210> 90
211> 14
<212> PRT
213> B

111126359 FEHH3E A0101 #3458 - H1015(FIE) 1112037860-0



202241969

<400> 90
Arg Ser Ser Thr Gly Ala Val Thr Thr Ser Asn Tyr Ala Asn
1 5 10

<210> 91
L211> 7
<212> PRT
213> B

<400> 91
Gly Thr Asn Lys Arg Ala Pro
1 5

<210> 92
L211> 7
<212> PRT
213> B

<400> 92
Ala Leu Trp Tyr Ser Asn Leu
1 5

<210> 93
<211> 242
<212> PRT
213> B

<400> 93

Asp Pro Asn Phe Trp Leu Gln Val Gln Glu Ser Val Thr Val Gln Glu
1 5 10 15

Gly Leu Cys Val Leu Val Pro Cys Thr Phe Phe His Pro Ile Pro Tyr
20 25 30

Tyr Asp Lys Asn Ser Pro Val His Gly Tyr Trp Phe Arg Glu Gly Ala
35 40 45

Ile Ile Ser Arg Asp Ser Pro Val Ala Thr Asn Lys Leu Asp Gln Glu
50 55 60

Val Gln Glu Glu Thr Gln Gly Arg Phe Arg Leu Leu Gly Asp Pro Ser
65 70 75 80

111126359 FEHH3E A0101 #3558 - H1015(FIE) 1112037860-0



202241969

Arg Asn Asn Cys Ser Leu Ser Ile Val

Gly

Lys

Lys

Thr

145

Ser

Ser

Leu

Thr

Ile

225

Val

Ser Tyr

Ser Pro
115

Ile Leu
130

Cys Ser

Trp Leu

Ser Val

Thr Cys

195

Ile Gln
210

Phe Pro

His

<210> 94
211> 9
<212> PRT
213> B

111126359

85

Phe Phe Arg Met Glu Arg
100 105

Gln Leu Ser Val His Val
120

Ile Pro Gly Thr Leu Glu
135

Val Ser Trp Ala Cys Glu
150

Ser Ala Ala Pro Thr Ser
165

Leu Ile Ile Thr Pro Arg
180 185

Gln Val Lys Phe Ala Gly
200

Leu Asn Val Thr Tyr Val
215

Gly Asp Gly Ser Gly Lys
230

FEESE A0101

Asp Ala Arg
90

Gly Ser Thr

Thr Asp Leu

Pro Gly His
140

Gln Gly Thr
155

Leu Gly Pro
170

Pro Gln Asp

Ala Gly Val

Pro Gln Asn
220

Gln Glu Thr
235

Arg Arg

Lys Tyr
110

Thr His
125

Ser Lys

Pro Pro

Arg Thr

His Gly

190

Thr Thr
205

Pro Thr

Arg Ala

Asp Asn
05

Ser Tyr

Arg Pro

Asn Leu

Ile Phe

160

Thr His

175

Thr Asn

Glu Arg

Thr Gly

Gly Val
240

#3658 - H101H(FFIFR)

1112037860-0



202241969

<400> 94
Asp Gln Glu Val Gln Glu Glu Thr Gln
1 5

<210> 95
211> 6

<212> PRT
Q213> ALFY

<220>
<223> N TFp¥liz it « &Rk

<400> 95
Gly Gly Ser Gly Gly Ser
1 5

<210> 96
Q211> 4

<212> PRT
Q213> ALFY

<220>
<223> N TFp¥liz it « &Rk

<400> 96
Gly Gly Ser Gly
1

<210> 97
Q211> 5

<212> PRT
Q213> ALFY

<220>
<223> N TFp¥liz it « &Rk

<400> 97
Gly Gly Ser Gly Gly
1 5

<210> 98
<211> 494
<212> PRT
213> AT

111126359 FER% A0101 55375 - H101E(FI) 1112037860-0



202241969

<220>
<223> N T3l « ARk

<400> 98
Asp Ile Gln Met Thr Gln Ser Pro
1 5

Asp Arg Val Thr Ile Thr Cys Arg
20

Ser Asn Tyr Ala Asn Trp Val Gln
35 40

Gly Leu Ile Gly Gly Thr Asn Lys
50 55

Phe Ser Gly Ser Gly Ser Gly Thr
65 70

Leu Gln Pro Glu Asp Phe Ala Thr
85

Asn Leu Trp Val Phe Gly Gln Gly
100

Ser Gly Gly Ser Gln Val Gln Leu
115 120

Lys Pro Gly Ala Ser Val Lys Val
130 135

Phe Thr Ser Tyr Asp Ile Asn Trp
145 150

Leu Glu Trp Met Gly Trp Met Asn
165

Ala Gln Lys Phe Gln Gly Arg Val
180

Ser

Ser

25

Gln

Arg

Asp

Tyr

Thr

105

Val

Ser

Val

Pro

Thr
185

111126359 FEESE A0101

Ser

10

Ser

Lys

Ala

Phe

Tyr

90

Lys

Gln

Cys

Arg

Asn

170

Met

Leu

Thr

Pro

Pro

Thr

75

Cys

Val

Ser

Lys

Gln

155

Ser

Thr

Ser Ala Ser

Gly Ala Val
30

Gly Lys Ala
45

Gly Val Pro
60

Leu Thr Ile

Ala Leu Trp

Glu Ile Lys
110

Gly Ala Glu
125

Ala Ser Gly
140

Ala Pro Gly

Gly Asn Thr

Arg Asp Thr
190

Val

15

Thr

Pro

Ala

Ser

Tyr

95

Gly

Val

Tyr

Gln

Gly

175

Ser

Gly

Thr

Lys

Arg

Ser

80

Ser

Gly

Lys

Thr

Gly

160

Phe

Thr

388 - #1018 (FFIF)

1112037860-0



202241969

Ser Thr

Val Tyr
210

Met Asp

225

Ser Gly

Gly Gln

Ser Asn

Leu Leu

290

Phe Ser

305

Leu Gln

Ser Leu

Gly Gly

Leu Val
370

111126359

Val

195

Tyr

Val

Gln

Arg

Thr

275

Ile

Gly

Ser

Ile

Ser

355

Gln

Tyr Met

Cys Ala

Trp Gly

Ser Val
245

Val Thr
260

Val Asn

Tyr Gly

Ser Lys

Glu Asp

325

Gly Trp
340

Gly Gly

Pro Gly

Glu Leu Ser Ser
200

Arg Asp Arg Ala
215

Gln Gly Thr Leu
230

Leu Thr Gln Pro

Ile Ser Cys Ser
265

Trp Tyr Gln Gln
280

Asn Asn Gln Arg
295

Ser Gly Ser Ser
310

Glu Ala Asp Tyr

Val Phe Gly Gly
345

Ser Glu Val Gln
360

Gly Ser Leu Arg
375

FEESE A0101

Leu Arg

Asn Thr

Val Thr
235

Pro Ser
250

Gly Ser

Leu Pro

Pro Ser

Ala Ser

315

Tyr Cys

330

Gly Thr

Leu Val

Leu Ser

Ser Glu Asp Thr Ala

205

Asp Phe
220

Val Ser

Ala Ser

Arg Ser

Gly Thr

285

Gly Val

300

Leu Ala

Ala Thr

Lys Leu

Ser

Ser

Gly

Asn

270

Ala

Pro

Ile

Trp

Thr
350

Tyr Gly

Gly Gly
240

Thr Pro
255

Ile Gly

Pro Lys

Asp Arg

Ser Gly
320

Asp Asp
335

Val Leu

Glu Ser Gly Gly Gly

365

Cys Ala Ala Ser Gly

380

$398 - H101H(FFIFR)

1112037860-0



202241969

Phe Thr Phe Ser Thr Tyr Ala Met
385 390

Lys Gly Leu Glu Trp Val Gly Arg
405

Ala Thr Tyr Tyr Ala Asp Ser Val
420

Asp Asp Ser Lys Asn Ser Leu Tyr
435 44()

Glu Asp Thr Ala Val Tyr Tyr Cys
450 455

Ser Tyr Val Ser Trp Phe Ala Tyr
465 470

Val Ser Ser Ala Ala Ala Gly Ser
485

<210> 99
<211> 494
<212> PRT
213> AT

<220>
<223> N T3l « ARk

<400> 99
Asp Ile Gln Met Thr Gln Ser Pro
1 5

Asp Arg Val Thr Ile Thr Cys Arg
20

Ser Asn Tyr Ala Asn Trp Val Gln
35 40

Gly Leu Ile Gly Gly Thr Asn Lys

111126359

Asn

Ile

Lys

425

Leu

Ala

Trp

His

Ser

Ser

25

Gln

Arg

FEESE A0101

Trp Val
395

Arg Ser
410

Asp Arg

Gln Met

Arg His

Gly Gln

475

His His
490

Arg Gln Ala Pro Gly
400

Lys Tyr Asn Asn Tyr
415

Phe Thr Ile Ser Arg
430

Asn Ser Leu Lys Thr
445

Gly Asn Phe Gly Asn
460

Gly Thr Leu Val Thr
480

His His His

Ser Leu Ser Ala Ser Val Gly

10

Ser Thr

Lys Pro

Ala Pro

15

Gly Ala Val Thr Thr
30

Gly Lys Ala Pro Lys
45

Gly Val Pro Ala Arg

$F40E - H101H(FFIFR)

1112037860-0



50

Phe Ser Gly
65

Leu Gln Pro

Asn Leu Trp

Ser Gly Gly
115

Lys Pro Gly
130

Phe Thr Ser
145

Leu Glu Trp

Ala Gln Lys

Ser Thr Val
195

Val Tyr Tyr
210

Met Asp Val
225

Ser Gly Gln

111126359

202241969

Ser Gly

Glu Asp
85

Val Phe
100

Ser Gln

Ala Ser

Tyr Asp

Met Gly

165

Phe Gln

180

Tyr Met

Cys Ala

Trp Gly

Ser Val
245

55

Ser Gly Thr
70

Phe Ala Thr

Gly Gln Gly

Val Gln Leu
120

Val Lys Val
135

Ile Asn Trp
150

Trp Met Asn

Gly Arg Val

Glu Leu Ser
200

Arg Asp Arg
215

Gln Gly Thr
230

Leu Thr Gln

Asp Phe Thr
75

Tyr Tyr Cys
90

Thr Lys Val
105

Val Gln Ser

Ser Cys Lys

Val Arg Gln
155

Pro Asn Ser
170

Thr Met Thr
185

Ser Leu Arg

Ala Val Thr

Leu Val Thr
235

Pro Pro Ser
250

FEESE A0101

60

Leu Thr Ile

Ala Leu Trp

Glu Ile Lys
110

Gly Ala Glu
125

Ala Ser Gly
140

Ala Pro Gly

Gly Asn Thr

Arg Asp Thr
190

Ser Glu Asp
205

Asp Tyr Tyr
220

Val Ser Ser

Ala Ser Gly

Ser

Tyr

95

Gly

Val

Tyr

Gln

Gly

175

Ser

Thr

Tyr

Gly

Thr
255

Ser

80

Ser

Gly

Lys

Thr

Gly

160

Phe

Thr

Ala

Gly

Gly

240

Pro

$F418 - H1018(FFIF)

1112037860-0



202241969

Gly Gln Arg

Ser Asn Thr
275

Leu Leu Ile
290

Phe Ser Gly
305

Leu Gln Ser

Ser Leu Ile

Gly Gly Ser
355

Leu Val Gln
370

Phe Thr Phe
385

Lys Gly Leu

Ala Thr Tyr

Asp Asp Ser
435

Glu Asp Thr

111126359

Val Thr
260

Val Asn

Tyr Gly

Ser Lys

Glu Asp
325

Gly Trp
340

Gly Gly

Pro Gly

Ser Thr

Glu Trp
405

Tyr Ala
420

Lys Asn

Ala Val

Ile Ser Cys Ser Gly Ser
265

Trp Tyr Gln Gln Leu Pro
280

Asn Asn Gln Arg Pro Ser
295

Ser Gly Thr Ser Ala Ser
310 315

Glu Ala Asp Tyr Tyr Cys
330

Val Phe Gly Gly Gly Thr
345

Ser Glu Val Gln Leu Val
360

Gly Ser Leu Arg Leu Ser
375

Tyr Ala Met Asn Trp Val
390 395

Val Gly Arg Ile Arg Ser
410

Asp Ser Val Lys Asp Arg
425

Ser Leu Tyr Leu Gln Met
44()

Tyr Tyr Cys Ala Arg His

FEESE A0101

Arg Ser Asn Ile Gly
270

Gly Thr Ala Pro Lys
285

Gly Val Pro Asp Arg
300

Leu Ala Ile Ser Gly
320

Ala Thr Trp Asp Asp
335

Lys Leu Thr Val Leu
350

Glu Ser Gly Gly Gly
365

Cys Ala Ala Ser Gly
330

Arg Gln Ala Pro Gly
400

Lys Tyr Asn Asn Tyr
415

Phe Thr Ile Ser Arg
430

Asn Ser Leu Lys Thr
445

Gly Asn Phe Gly Asn

428 - H1015(FFIFR)

1112037860-0



202241969

450 455 460

Ser Tyr Val Ser Trp Phe Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr
465 470 475 480

Val Ser Ser Ala Ala Ala Gly Ser His His His His His His
485 490

<210> 100
<211> 494
<212> PRT
213> AT

<220>
<223> N T3l « ARk

<400> 100
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Arg Ser Ser Thr Gly Ala Val Thr Thr
20 25 30

Ser Asn Tyr Ala Asn Trp Val Gln Gln Lys Pro Gly Lys Ala Pro Lys
35 40 45

Gly Leu Ile Gly Gly Thr Asn Lys Arg Ala Pro Gly Val Pro Ala Arg
50 55 60

Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser
65 70 75 80

Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Ala Leu Trp Tyr Ser
85 90 05

Asn Leu Trp Val Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Gly Gly
100 105 110

Ser Gly Gly Ser Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys
115 120 125

111126359 FEHH3E A0101 #4358 - H1015(FIR) 1112037860-0



Lys Pro Gly
130

Phe Thr Ser
145

Leu Glu Trp

Ala Gln Lys

Ser Thr Val
195

Val Tyr Tyr
210

Met Asp Val
225

Ser Gly Gln

Gly Gln Arg

Ser Asn Thr
275

Leu Leu Ile
290

Phe Ser Gly
305

111126359

202241969

Ala

Tyr

Met

Phe

180

Tyr

Cys

Trp

Ser

Val

260

Val

Tyr

Ser

Ser

Asp

Gly

165

Gln

Met

Ala

Gly

Val

245

Thr

Asn

Gly

Lys

Val Lys Val
135

Ile Asn Trp
150

Trp Met Asn

Gly Arg Val

Glu Leu Ser
200

Arg Asp Arg
215

Gln Gly Thr
230

Leu Thr Gln

Ile Ser Cys

Trp Tyr Gln
280

Asn Asn Gln
295

Ser Gly Thr
310

Ser

Val

Pro

Thr

185

Ser

Ala

Leu

Pro

Ser

265

Gln

Arg

Ser

FEESE A0101

Cys Lys

Arg Gln
155

Asn Ser
170

Met Thr

Leu Arg

Asn Thr

Val Thr

235

Pro Ser

250

Gly Ser

Leu Pro

Pro Ser

Ala Ser
315

Ala

140

Ala

Gly

Arg

Ser

Asp

220

Val

Ala

Arg

Gly

Gly

300

Leu

Ser Gly Tyr

Pro Gly Gln

Asn Thr Gly
175

Asp Thr Ser
190

Glu Asp Thr
205

Tyr Ser Phe

Ser Ser Gly

Ser Gly Thr
255

Ser Asn Ile
270

Thr Ala Pro
285

Val Pro Asp

Ala Ile Ser

Thr

Gly

160

Phe

Thr

Ala

Gly

Gly

240

Pro

Gly

Lys

Arg

Gly
320

HF44E - HI01H(FFIFR)

1112037860-0



202241969

Leu Gln Ser

Ser Leu Ile

Gly Gly Ser
355

Leu Val Gln
370

Phe Thr Phe
385

Lys Gly Leu

Ala Thr Tyr

Asp Asp Ser
435

Glu Asp Thr
450

Ser Tyr Val
465

Val Ser Ser

<210> 101
<211> 494
<212> PRT

Glu Asp Glu Ala Asp Tyr Tyr Cys
325 330

Gly Trp Val Phe Gly Gly Gly Thr
340 345

Gly Gly Ser Glu Val Gln Leu Val
360

Pro Gly Gly Ser Leu Arg Leu Ser
375

Ser Thr Tyr Ala Met Asn Trp Val
390 395

Glu Trp Val Gly Arg Ile Arg Ser
405 410

Tyr Ala Asp Ser Val Lys Asp Arg
420 425

Lys Asn Ser Leu Tyr Leu Gln Met
44()

Ala Val Tyr Tyr Cys Ala Arg His
455

Ser Trp Phe Ala Tyr Trp Gly Gln
470 475

Ala Ala Ala Gly Ser His His His
485 490

213> AT

<220>

111126359

FEESE A0101

Ala Thr Trp Asp Asp
335

Lys Leu Thr Val Leu
350

Glu Ser Gly Gly Gly
365

Cys Ala Ala Ser Gly
330

Arg Gln Ala Pro Gly
400

Lys Tyr Asn Asn Tyr
415

Phe Thr Ile Ser Arg
430

Asn Ser Leu Lys Thr
445

Gly Asn Phe Gly Asn
460

Gly Thr Leu Val Thr
480

His His His

$F458 - H101H(FFIF)

1112037860-0



202241969

<223> ATLJyylziifit » FRZ Ik

<400> 101
Asp Ile Gln Met Thr Gln Ser Pro
1 5

Asp Arg Val Thr Ile Thr Cys Arg
20

Ser Asn Tyr Ala Asn Trp Val Gln
35 40

Gly Leu Ile Gly Gly Thr Asn Lys
50 55

Phe Ser Gly Ser Gly Ser Gly Thr
65 70

Leu Gln Pro Glu Asp Phe Ala Thr
85

Asn Leu Trp Val Phe Gly Gln Gly
100

Ser Gly Gly Ser Gln Val Gln Leu
115 120

Lys Pro Gly Ala Ser Val Lys Val
130 135

Phe Thr Ser Tyr Asp Ile Asn Trp
145 150

Leu Glu Trp Met Gly Trp Met Asn
165

Ala Gln Lys Phe Gln Gly Arg Val
180

Ser

Ser

25

Gln

Arg

Asp

Tyr

Thr

105

Val

Ser

Val

Pro

Thr
185

111126359 FEESE A0101

Ser

10

Ser

Lys

Ala

Phe

Tyr

90

Lys

Gln

Cys

Arg

Asn

170

Met

Leu

Thr

Pro

Pro

Thr

75

Cys

Val

Ser

Lys

Gln

155

Ser

Thr

Ser Ala Ser

Gly Ala Val
30

Gly Lys Ala
45

Gly Val Pro
60

Leu Thr Ile

Ala Leu Trp

Glu Ile Lys
110

Gly Ala Glu
125

Ala Ser Gly
140

Ala Pro Gly

Gly Asn Thr

Arg Asp Thr
190

Val

15

Thr

Pro

Ala

Ser

Tyr

95

Gly

Val

Tyr

Gln

Gly

175

Ser

Gly

Thr

Lys

Arg

Ser

80

Ser

Gly

Lys

Thr

Gly

160

Phe

Thr

$F46E - H101H(FHIFR)

1112037860-0



202241969

Ser Thr Val Tyr Met

Val Tyr
210

Met Asp
225

Ser Gly

Gly Gln

Ser Asn

Leu Leu
290

Phe Ser
305

Leu Gln

Ser Leu

Gly Gly

Leu Val

370

Phe Thr

111126359

195

Tyr

Val

Gln

Arg

Thr

275

Ile

Gly

Ser

Ile

Ser

355

Gln

Phe

Cys Ala

Trp Gly

Ser Val
245

Val Thr
260

Val Asn

Tyr Gly

Ser Lys

Glu Asp

325

Gly Trp

340

Gly Gly

Pro Gly

Ser Thr

Glu Leu Ser Ser
200

Arg Asp Arg Ala
215

Gln Gly Thr Leu
230

Leu Thr Gln Pro

Ile Ser Cys Ser
265

Trp Tyr Gln Gln
280

Asn Asn Gln Arg
295

Ser Gly Thr Ser
310

Glu Ala Asp Tyr

Val Phe Gly Gly
345

Ser Glu Val Gln
360

Gly Ser Leu Arg
375

Tyr Ala Met Asn

FEESE A0101

Leu Arg

Asn Thr

Val Thr
235

Pro Ser
250

Gly Ser

Leu Pro

Pro Ser

Ala Ser

315

Tyr Cys

330

Gly Thr

Leu Val

Leu Ser

Trp Val

Ser Glu Asp Thr Ala

205

Asp Tyr
220

Val Ser

Ala Ser

Arg Ser

Gly Thr

285

Gly Val

300

Leu Ala

Ala Thr

Lys Leu

Ser

Ser

Gly

Asn

270

Ala

Pro

Ile

Trp

Thr
350

Leu Gly

Gly Gly
240

Thr Pro
255

Ile Gly

Pro Lys

Asp Arg

Ser Gly
320

Asp Asp
335

Val Leu

Glu Ser Gly Gly Gly

365

Cys Ala Ala Ser Gly

380

Arg Gln Ala Pro Gly

$F47E - H101H(FHIFR)

1112037860-0



202241969

385 390 395 400

Lys Gly Leu Glu Trp Val Gly Arg Ile Arg Ser Lys Tyr Asn Asn Tyr
405 410 415

Ala Thr Tyr Tyr Ala Asp Ser Val Lys Asp Arg Phe Thr Ile Ser Arg
420 425 430

Asp Asp Ser Lys Asn Ser Leu Tyr Leu Gln Met Asn Ser Leu Lys Thr
435 44() 445

Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg His Gly Asn Phe Gly Asn
450 455 460

Ser Tyr Val Ser Trp Phe Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr
465 470 475 480

Val Ser Ser Ala Ala Ala Gly Ser His His His His His His
485 490

<210> 102
<211> 495
<212> PRT
213> AT

<220>
<223> N T3l « ARk

<400> 102
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Arg Ser Ser Thr Gly Ala Val Thr Thr
20 25 30

Ser Asn Tyr Ala Asn Trp Val Gln Gln Lys Pro Gly Lys Ala Pro Lys
35 40 45

Gly Leu Ile Gly Gly Thr Asn Lys Arg Ala Pro Gly Val Pro Ala Arg
50 55 60

111126359 FEHH3E A0101 $#488 - 1015 (FIIE) 1112037860-0



Phe Ser Gly
65

Leu Gln Pro

Asn Leu Trp

Ser Gly Gly
115

Lys Pro Gly
130

Phe Thr Ser
145

Leu Glu Trp

Ala Gln Lys

Ser Thr Val
195

Val Tyr Tyr
210

Met Asp Val
225

Ser Gly Gly

111126359

202241969

Ser Gly

Glu Asp
85

Val Phe
100

Ser Gln

Ala Ser

Tyr Asp

Met Gly

165

Phe Gln

180

Tyr Met

Cys Ala

Trp Gly

Gln Ser
245

Ser Gly Thr
70

Phe Ala Thr

Gly Gln Gly

Val Gln Leu
120

Val Lys Val
135

Ile Asn Trp
150

Trp Met Asn

Gly Arg Val

Glu Leu Ser
200

Arg Asp Arg
215

Gln Gly Thr
230

Val Leu Thr

Asp Phe Thr
75

Tyr Tyr Cys
90

Thr Lys Val
105

Val Gln Ser

Ser Cys Lys

Val Arg Gln
155

Pro Asn Ser
170

Thr Met Thr
185

Ser Leu Arg

Ala Asn Thr

Leu Val Thr
235

Gln Pro Pro
250

FEESE A0101

Leu Thr Ile

Ala Leu Trp

Glu Ile Lys
110

Gly Ala Glu
125

Ala Ser Gly
140

Ala Pro Gly

Gly Asn Thr

Arg Asp Thr
190

Ser Glu Asp
205

Asp Tyr Ser
220

Val Ser Ser

Ser Ala Ser

Ser

Tyr

95

Gly

Val

Tyr

Gln

Gly

175

Ser

Thr

Phe

Gly

Gly
255

Ser

80

Ser

Gly

Lys

Thr

Gly

160

Phe

Thr

Ala

Gly

Gly

240

Thr

$F498 - H101H(FFIF)

1112037860-0



202241969

Pro Gly Gln Arg Val Thr Ile Ser Cys Ser Gly Ser Arg Ser Asn Ile
260 265 270

Gly Ser Asn Thr Val Asn Trp Tyr Gln Gln Leu Pro Gly Thr Ala Pro
275 280 285

Lys Leu Leu Ile Tyr Gly Asn Asn Gln Arg Pro Ser Gly Val Pro Asp
290 295 300

Arg Phe Ser Gly Ser Lys Ser Gly Thr Ser Ala Ser Leu Ala Ile Ser
305 310 315 320

Gly Leu Gln Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Ala Thr Trp Asp
325 330 335

Asp Ser Leu Ile Gly Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val
340 345 350

Leu Gly Gly Ser Gly Gly Ser Glu Val Gln Leu Val Glu Ser Gly Gly
355 360 365

Gly Leu Val Gln Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser
370 375 330

Gly Phe Thr Phe Ser Thr Tyr Ala Met Asn Trp Val Arg Gln Ala Pro
385 390 395 400

Gly Lys Gly Leu Glu Trp Val Gly Arg Ile Arg Ser Lys Tyr Asn Asn
405 410 415

Tyr Ala Thr Tyr Tyr Ala Asp Ser Val Lys Asp Arg Phe Thr Ile Ser
420 425 430

Arg Asp Asp Ser Lys Asn Ser Leu Tyr Leu Gln Met Asn Ser Leu Lys
435 44() 445

Thr Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg His Gly Asn Phe Gly
450 455 460

111126359 FEHH3E A0101 #508 - H1015(FIR) 1112037860-0



202241969

Asn Ser Tyr Val Ser Trp Phe Ala Tyr Trp Gly Gln Gly Thr Leu Val

465 470

475

480

Thr Val Ser Ser Ala Ala Ala Gly Ser His His His His His His

485

<210> 103
<211> 495
<212> PRT
213> AT

<220>
<223> N T3l « ARk

<400> 103
Asp Ile Gln Met Thr Gln Ser Pro
1 5

Asp Arg Val Thr Ile Thr Cys Arg
20

Ser Asn Tyr Ala Asn Trp Val Gln
35 40

Gly Leu Ile Gly Gly Thr Asn Lys
50 55

Phe Ser Gly Ser Gly Ser Gly Thr
65 70

Leu Gln Pro Glu Asp Phe Ala Thr
85

Asn Leu Trp Val Phe Gly Gln Gly
100

Ser Gly Gly Ser Gln Val Gln Leu
115 120

111126359

Ser

Ser

25

Gln

Arg

Asp

Tyr

Thr

105

Val

FEESE A0101

490

Ser Leu Ser Ala Ser
10

Ser Thr Gly Ala Val
30

Lys Pro Gly Lys Ala
45

Ala Pro Gly Val Pro
60

Phe Thr Leu Thr Ile
75

Tyr Cys Ala Leu Trp
90

Lys Val Glu Ile Lys
110

Gln Ser Gly Ala Glu
125

495

Val Gly
15

Thr Thr

Pro Lys

Ala Arg

Ser Ser

80

Tyr Ser
05

Gly Gly

Val Lys

#5158 - #1018(FFIF)

1112037860-0



Lys Pro Gly
130

Phe Thr Ser
145

Leu Glu Trp

Ala Gln Lys

Ser Thr Val
195

Val Tyr Tyr
210

Met Asp Val
225

Ser Gly Gly

Pro Gly Gln

Gly Ser Asn
275

Lys Leu Leu
290

Arg Phe Ser
305

Gly Leu Gln

111126359

202241969

Ala

Tyr

Met

Phe

180

Tyr

Cys

Trp

Gln

Arg

260

Thr

Ile

Gly

Ser

Asp

Gly

165

Gln

Met

Ala

Gly

Ser

245

Val

Val

Tyr

Ser

Val Lys Val
135

Ile Asn Trp
150

Trp Met Asn

Gly Arg Val

Glu Leu Ser
200

Arg Asp Arg
215

Gln Gly Thr
230

Val Leu Thr

Thr Ile Ser

Asn Trp Tyr
280

Gly Asn Asn
295

Lys Ser Gly
310

Ser

Val

Pro

Thr

185

Ser

Ala

Leu

Gln

Cys

265

Gln

Gln

Thr

Cys

Arg

Asn

170

Met

Leu

Asn

Val

Pro

250

Ser

Gln

Arg

Ser

Ser Glu Asp Glu Ala Asp Tyr

FEESE A0101

Lys

Gln

155

Ser

Thr

Arg

Thr

Thr

235

Pro

Gly

Leu

Pro

Ala

315

Tyr

Ala

140

Ala

Gly

Arg

Ser

Asp

220

Val

Ser

Ser

Pro

Ser

300

Ser

Cys

Ser Gly Tyr

Pro Gly Gln

Asn Thr Gly
175

Asp Thr Ser
190

Glu Asp Thr
205

Tyr Ser Leu

Ser Ser Gly

Ala Ser Gly
255

Arg Ser Asn
270

Gly Thr Ala

285

Gly Val Pro

Leu Ala Ile

Ala Thr Trp

Thr

Gly

160

Phe

Thr

Ala

Gly

Gly

240

Thr

Ile

Pro

Asp

Ser

320

Asp

$528 - #1018(FFIF)

1112037860-0



202241969

325 330 335

Asp Ser Leu Ile Gly Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val
340 345 350

Leu Gly Gly Ser Gly Gly Ser Glu Val Gln Leu Val Glu Ser Gly Gly
355 360 365

Gly Leu Val Gln Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser
370 375 330

Gly Phe Thr Phe Ser Thr Tyr Ala Met Asn Trp Val Arg Gln Ala Pro
385 390 395 400

Gly Lys Gly Leu Glu Trp Val Gly Arg Ile Arg Ser Lys Tyr Asn Asn
405 410 415

Tyr Ala Thr Tyr Tyr Ala Asp Ser Val Lys Asp Arg Phe Thr Ile Ser
420 425 430

Arg Asp Asp Ser Lys Asn Ser Leu Tyr Leu Gln Met Asn Ser Leu Lys
435 44() 445

Thr Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg His Gly Asn Phe Gly
450 455 460

Asn Ser Tyr Val Ser Trp Phe Ala Tyr Trp Gly Gln Gly Thr Leu Val
465 470 475 480

Thr Val Ser Ser Ala Ala Ala Gly Ser His His His His His His
485 490 495

<210> 104
<211> 491
<212> PRT
213> AT

<220>
<223> N T3l « ARk

111126359 FEHH3E A0101 #5358 - H1015(FIE) 1112037860-0



202241969

<400> 104
Asp Ile Gln Met Thr Gln Ser Pro Ser
1 5

Asp Arg Val Thr Ile Thr Cys Arg Ser
20 25

Ser Asn Tyr Ala Asn Trp Val Gln Gln
35 40

Ala Leu Ile Gly Gly Thr Asn Lys Arg
50 55

Phe Ser Gly Ser Leu Ile Gly Asp Lys
65 70

Leu Gln Pro Glu Asp Phe Ala Thr Tyr
85

Asn Leu Trp Val Phe Gly Gln Gly Thr
100 105

Ser Gly Gly Ser Gln Val Gln Leu Gln
115 120

Gln Pro Gly Arg Ser Leu Arg Leu Ser
130 135

Phe Ser Asn Tyr Gly Ile His Trp Val
145 150

Leu Glu Trp Val Ala Leu Ile Ser Tyr
165

Ala Asp Ser Val Lys Gly Arg Phe Ala
180 185

111126359 FEESE A0101

Ser

10

Ser

Lys

Ala

Ala

Tyr

90

Lys

Glu

Cys

Arg

Asp

170

Ile

Leu

Thr

Pro

Pro

Thr

75

Cys

Val

Ser

Ala

Gln

155

Gly

Ser

Ser Ala Ser

Gly Ala Val
30

Gly Lys Ala
45

Gly Val Pro
60

Leu Thr Ile

Ala Leu Trp

Glu Ile Lys
110

Gly Gly Gly
125

Ala Ser Gly
140

Ala Pro Gly

Asn Lys Lys

Arg Asp Thr
190

Val

15

Thr

Pro

Ser

Ser

Tyr

95

Gly

Val

Phe

Lys

Phe

175

Ser

Gly

Thr

Lys

Arg

Ser

80

Ser

Gly

Val

Ser

Gly

160

Tyr

Lys

$E548E - H101H(FFIFR)

1112037860-0



202241969

Asn Thr Val Asp Leu Gln Met Thr

195

Val Tyr Tyr
210

Trp Gly Gln
225

Ser Ser Tyr

Gln Thr Ala

Val His Trp
275

Tyr Asp Asp
290

Ser Asn Ser
305

Gly Asp Glu

His Val Val

Gly Gly Ser
355

Pro Gly Gly
370

Ser Thr Tyr
385

111126359

Cys Ala

Gly Thr

Glu Leu
245

Met Ile
260

Tyr Gln

Asn Glu

Gly Ser

Ala Asp

325

Phe Gly

340

Glu Val

Ser Leu

Ala Met

200

Lys Asp Arg
215

Leu Val Thr
230

Thr Gln Pro

Thr Cys Gly

Gln Lys Pro
280

Arg Pro Ser
295

Thr Ala Thr
310

Tyr Tyr Cys

Gly Gly Thr

Gln Leu Val
360

Arg Leu Ser
375

Asn Trp Val
390

Ser Leu Arg

Leu Glu Ser

Val Ser Ser
235

Pro Ser Val
250

Gly Asn Asn
265

Gly Gln Ala

Gly Ile Pro

Leu Thr Ile
315

Gln Val Trp
330

Lys Leu Thr
345

Glu Ser Gly

Cys Ala Ala

Arg Gln Ala
395

FEESE A0101

Pro Glu Asp Thr Ala
205

Ala Ala Phe Asp Tyr
220

Gly Gly Ser Gly Gly
240

Ser Val Ala Pro Gly
255

Ile Gly Ser Thr Thr
270

Pro Val Leu Val Val
285

Glu Arg Phe Ser Gly
300

Asn Arg Val Glu Ala
320

Asp Ser Gly Ser Asp
335

Val Leu Gly Gly Ser
350

Gly Gly Leu Val Gln
365

Ser Gly Phe Thr Phe
380

Pro Gly Lys Gly Leu
400

$558 - H101H(FAIF)

1112037860-0



202241969

Glu Trp Val Gly Arg Ile Arg Ser
405

Tyr Ala Asp Ser Val Lys Asp Arg
420

Lys Asn Ser Leu Tyr Leu Gln Met
435 44()

Ala Val Tyr Tyr Cys Ala Arg His
450 455

Ser Tyr Phe Ala Tyr Trp Gly Gln
465 470

Ala Ala Ala Gly Ser His His His
485

<210> 105
<211> 496
<212> PRT
Q213> ALFY

<220>
<223> N T3l « ARk

<400> 105

Gln Ser Val Leu Thr Gln Pro Pro
1 5

Arg Val Thr Ile Ser Cys Ser Gly
20

Thr Val Asn Trp Tyr Gln Gln Leu
35 40

Ile Tyr Gly Asn Asn Gln Arg Pro
50 55

111126359

Lys

Phe

425

Asn

Gly

Gly

His

Ser

Ser

25

Pro

Ser

FEESE A0101

Tyr Asn

410

Thr Ile

Ser Leu

Asn Phe

Asn Tyr Ala Thr Tyr
415

Ser Arg Asp Asp Ser
430

Lys Thr Glu Asp Thr
445

Gly Asn Ser Tyr Val
460

Thr Leu Val Thr Val Ser Ser

475

His His
490

Ala Ser

10

Arg Ser

Gly Thr

Gly Val

480

Gly Thr Pro Gly Gln
15

Asn Ile Gly Ser Asn
30

Ala Pro Lys Leu Leu
45

Pro Asp Arg Phe Ser
60

$568 - H101H(FAIFR)

1112037860-0



202241969

Gly Ser Lys Ser Gly

65

Ser Glu Asp Glu Ala

Ile

Ser

Gln

Phe

145

Leu

Tyr

Ser

Thr

Val

225

Ser

Ser

Gly Trp

Gly Gly
115

Pro Gly
130

Ser Thr

Glu Trp

Tyr Ala

Lys Asn

195

Ala Val

210

Ser Tyr

Gly Gly

Leu Ser

111126359

85

Val Phe
100

Ser Glu

Gly Ser

Tyr Ala

Val Gly
165

Asp Ser
180

Ser Leu

Tyr Tyr

Phe Ala

Ser Gly

245

Ala Ser

Ser Ser Ala Ser
70

Asp Tyr Tyr Cys

Gly Gly Gly Thr
105

Val Gln Leu Val
120

Leu Arg Leu Ser
135

Met Asn Trp Val
150

Arg Tle Arg Ser

Val Lys Asp Arg
185

Tyr Leu Gln Met
200

Cys Ala Arg His
215

Tyr Trp Gly Gln
230

Gly Ser Asp Ile

Val Gly Asp Arg

FEESE A0101

Leu Ala
75

Ala Thr
90

Lys Leu

Glu Ser

Cys Ala

Arg Gln
155

Lys Tyr
170

Phe Thr

Asn Ser

Gly Asn

Gly Thr
235

Gln Met
250

Val Thr

Ile

Trp

Thr

Gly

Ala

140

Ala

Asn

Ile

Leu

Phe

220

Leu

Thr

Ile

Ser Gly

Asp Asp

Val Leu
110

Gly Gly

125

Ser Gly

Pro Gly

Asn Tyr

Ser Arg

190

Lys Thr

205

Gly Asn

Val Thr

Gln Ser

Thr Cys

Leu

Ser

95

Gly

Leu

Phe

Lys

Ala

175

Asp

Glu

Ser

Val

Pro

255

Arg

Gln

80

Leu

Gly

Val

Thr

Gly

160

Thr

Asp

Asp

Tyr

Ser

240

Ser

Ser

$E578 - H1018(FFIF)

1112037860-0



Ser Thr Gly
275

Lys Pro Gly
290

Ala Pro Gly
305

Ala Thr Leu

Tyr Cys Ala

Lys Val Glu
355

Gln Ser Gly
370

Cys Lys Ala
385

Arg Gln Ala

Asn Ser Gly

Met Thr Arg

435

Leu Arg Ser

450

111126359

202241969

260

Ala Val

Lys Ala

Val Pro

Thr Ile
325

Leu Trp
340

Ile Lys

Ala Glu

Ser Gly

Pro Gly

405

Asn Thr
420

Asp Thr

Glu Asp

Thr Thr

Pro Lys
295

Ser Arg
310

Ser Ser

Tyr Ser

Gly Gly

Val Lys

375

Tyr Thr

390

Gln Gly

Gly Phe

Ser Thr

Thr Ala
455

Ser

280

Ala

Phe

Leu

Asn

Ser

360

Lys

Phe

Leu

Ala

Ser

440

Val

265

Asn Tyr Ala

Leu Ile Gly

Ser Gly Ser
315

Gln Pro Glu
330

Leu Trp Val
345

Gly Gly Ser

Pro Gly Ala

Thr Ser Tyr
395

Glu Trp Met
410

Gln Lys Phe
425

Thr Val Tyr

Tyr Tyr Cys

FEESE A0101

270

Asn Trp Val
285

Gly Thr Asn
300

Leu Ile Gly

Asp Phe Ala

Phe Gly Gln
350

Gln Val Gln
365

Ser Val Lys
330

Asp Ile Asn

Gly Trp Met

Gln Gly Arg
430

Met Glu Leu
445

Ala Arg Asp
460

Gln Gln

Lys Arg

Asp Lys
320

Thr Tyr
335

Gly Thr

Leu Val

Val Ser

Trp Val

400

Asn Pro

415

Val Thr

Ser Ser

Arg Ala

$588 - #1018 (FFIF)

1112037860-0



202241969

Asn Thr Asp Phe Ser Tyr Gly Met Asp Val Trp Gly Gln Gly Thr Leu

465 470

475

480

Val Thr Val Ser Ser Ala Ala Ala Gly Ser His His His His His His

485

<210> 106
<211> 494
<212> PRT
Q213> ALFY

<220>
<223> N T3l « ARk

<400> 106
Asp Ile Gln Met Thr Gln Ser Pro Ser
1 5

Asp Arg Val Thr Ile Thr Cys Arg Ser
20 25

Ser Asn Tyr Ala Asn Trp Val Gln Gln
35 40

Gly Leu Ile Gly Gly Thr Asn Lys Arg
50 55

Phe Ser Gly Ser Leu Ile Gly Asp Lys
65 70

Leu Gln Pro Glu Asp Phe Ala Thr Tyr
85

Asn Leu Trp Val Phe Gly Gln Gly Thr
100 105

Ser Gly Gly Ser Gln Val Gln Leu Val
115 120

111126359 FEESE A0101

490

Ser Leu Ser Ala Ser
10

Ser Thr Gly Ala Val
30

Lys Pro Gly Lys Ala
45

Ala Pro Gly Val Pro
60

Ala Thr Leu Thr Ile
75

Tyr Cys Ala Leu Trp
90

Lys Val Glu Ile Lys
110

Gln Ser Gly Ala Glu
125

495

Val

15

Thr

Pro

Ser

Ser

Tyr

95

Gly

Val

Gly

Thr

Lys

Arg

Ser

80

Ser

Gly

Lys

$E598 - H101H(FFIF)

1112037860-0



Lys Pro Gly
130

Phe Thr Ser
145

Leu Glu Trp

Ala Gln Lys

Ser Thr Val
195

Val Tyr Tyr
210

Met Asp Val
225

Ser Gly Gln

Gly Gln Arg

Ser Asn Thr
275

Leu Leu Ile
290

Phe Ser Gly
305

Leu Gln Ser

111126359

202241969

Ala

Tyr

Met

Phe

180

Tyr

Cys

Trp

Ser

Val

260

Val

Tyr

Ser

Glu

Ser

Asp

Gly

165

Gln

Met

Ala

Gly

Val

245

Thr

Asn

Gly

Lys

Val Lys Val
135

Ile Asn Trp
150

Trp Met Asn

Gly Arg Val

Glu Leu Ser
200

Arg Asp Arg
215

Gln Gly Thr
230

Leu Thr Gln

Ile Ser Cys

Trp Tyr Gln
280

Asn Asn Gln
295

Ser Gly Ser
310

Ser

Val

Pro

Thr

185

Ser

Ala

Leu

Pro

Ser

265

Gln

Arg

Ser

Asp Glu Ala Asp Tyr

325

FEESE A0101

Cys Lys

Arg Gln
155

Asn Ser
170

Met Thr

Leu Arg

Asn Thr

Val Thr
235

Pro Ser
250

Gly Ser

Leu Pro

Pro Ser

Ala Ser

315

Tyr Cys
330

Ala

140

Ala

Gly

Arg

Ser

Asp

220

Val

Ala

Arg

Gly

Gly

300

Leu

Ser Gly Tyr

Pro Gly Gln

Asn Thr Gly
175

Asp Thr Ser
190

Glu Asp Thr
205

Phe Ser Tyr

Ser Ser Gly

Ser Gly Thr
255

Ser Asn Ile
270

Thr Ala Pro
285

Val Pro Asp

Ala Ile Ser

Thr

Gly

160

Phe

Thr

Ala

Gly

Gly

240

Pro

Gly

Lys

Arg

Gly
320

Ala Thr Trp Asp Asp

335

$60E - #1018 (FFIF)

1112037860-0



202241969

Ser Leu Ile

Gly Gly Ser
355

Leu Val Gln
370

Phe Thr Phe
385

Lys Gly Leu

Ala Thr Tyr

Asp Asp Ser
435

Glu Asp Thr
450

Ser Tyr Val
465

Val Ser Ser

<210> 107
<211> 494
<212> PRT

Gly Trp Val Phe Gly Gly Gly Thr
340 345

Gly Gly Ser Glu Val Gln Leu Val
360

Pro Gly Gly Ser Leu Arg Leu Ser
375

Ser Thr Tyr Ala Met Asn Trp Val
390 395

Glu Trp Val Gly Arg Ile Arg Ser
405 410

Tyr Ala Asp Ser Val Lys Asp Arg
420 425

Lys Asn Ser Leu Tyr Leu Gln Met
44()

Ala Val Tyr Tyr Cys Ala Arg His
455

Ser Trp Phe Ala Tyr Trp Gly Gln
470 475

Ala Ala Ala Gly Ser His His His
485 490

213> AT

<220>

<223> ATLJyylziifit » FRZ Ik

111126359

FEESE A0101

Lys Leu Thr Val Leu
350

Glu Ser Gly Gly Gly
365

Cys Ala Ala Ser Gly
330

Arg Gln Ala Pro Gly
400

Lys Tyr Asn Asn Tyr
415

Phe Thr Ile Ser Arg
430

Asn Ser Leu Lys Thr
445

Gly Asn Phe Gly Asn
460

Gly Thr Leu Val Thr
480

His His His

$618 - #1018 (FFIF)

1112037860-0



202241969

<400> 107
Asp Ile Gln
1

Asp Arg Val

Ser Asn Tyr
35

Gly Leu Ile
50

Phe Ser Gly
65

Leu Gln Pro

Asn Leu Trp

Ser Gly Gly
115

Lys Pro Gly
130

Phe Thr Ser
145

Leu Glu Trp

Ala Gln Lys

Ser Thr Val

111126359

Met Thr
5

Thr Ile
20

Ala Asn

Gly Gly

Ser Leu

Glu Asp
85

Val Phe
100

Ser Gln

Ala Ser

Tyr Asp

Met Gly
165

Phe Gln
180

Tyr Met

Gln Ser Pro

Thr Cys Arg

Trp Val Gln
40

Thr Asn Lys
55

Ile Gly Asp
70

Phe Ala Thr

Gly Gln Gly

Val Gln Leu
120

Val Lys Val
135

Ile Asn Trp

150

Trp Met Asn

Gly Arg Val

Glu Leu Ser

Ser

Ser

25

Gln

Arg

Lys

Tyr

Thr

105

Val

Ser

Val

Pro

Thr

185

Ser

FEESE A0101

Ser

10

Ser

Lys

Ala

Ala

Tyr

90

Lys

Gln

Cys

Arg

Asn

170

Met

Leu

Leu

Thr

Pro

Pro

Thr

75

Cys

Val

Ser

Lys

Gln

155

Ser

Thr

Arg

Ser Ala Ser

Gly Ala Val
30

Gly Lys Ala
45

Gly Val Pro
60

Leu Thr Ile

Ala Leu Trp

Glu Ile Lys
110

Gly Ala Glu
125

Ala Ser Gly
140

Ala Pro Gly

Gly Asn Thr

Arg Asp Thr

190

Ser Glu Asp

Val

15

Thr

Pro

Ser

Ser

Tyr

95

Gly

Val

Tyr

Gln

Gly

175

Ser

Thr

Gly

Thr

Lys

Arg

Ser

80

Ser

Gly

Lys

Thr

Gly

160

Phe

Thr

Ala

$628 - #1015 (FFIF)

1112037860-0



195

Val Tyr Tyr
210

Met Asp Val
225

Ser Gly Gln

Gly Gln Arg

Ser Asn Thr
275

Leu Leu Ile
290

Phe Ser Gly
305

Leu Gln Ser

Ser Leu Ile

Gly Gly Ser
355

Leu Val Gln
370

Phe Thr Phe
385

111126359

202241969

Cys Ala

Trp Gly

Ser Val
245

Val Thr
260

Val Asn

Tyr Gly

Ser Lys

Glu Asp

325

Gly Trp

340

Gly Gly

Pro Gly

Ser Thr

200

Arg Asp Arg
215

Gln Gly Thr
230

Leu Thr Gln

Ile Ser Cys

Trp Tyr Gln
280

Asn Asn Gln
295

Ser Gly Thr
310

Glu Ala Asp

Val Phe Gly

Ser Glu Val
360

Gly Ser Leu
375

Tyr Ala Met
390

Ala Asn Thr

Leu Val Thr
235

Pro Pro Ser
250

Ser Gly Ser
265

Gln Leu Pro

Arg Pro Ser

Ser Ala Ser
315

Tyr Tyr Cys
330

Gly Gly Thr
345

Gln Leu Val

Arg Leu Ser

Asn Trp Val
395

FEESE A0101

205

Asp Tyr
220

Val Ser

Ala Ser

Arg Ser

Gly Thr

285

Gly Val

300

Leu Ala

Ala Thr

Lys Leu

Ser

Ser

Gly

Asn

270

Ala

Pro

Ile

Trp

Thr
350

Phe

Gly

Thr

255

Ile

Pro

Asp

Ser

Asp

335

Val

Glu Ser Gly Gly

365

Cys Ala Ala Ser

380

Arg Gln Ala Pro

Gly

Gly

240

Pro

Gly

Lys

Arg

Gly

320

Asp

Leu

Gly

Gly

Gly
400

#5638 - #1018 (FFIF)

1112037860-0



202241969

Lys Gly Leu Glu Trp Val Gly Arg Ile Arg Ser Lys Tyr Asn Asn Tyr
405 410 415

Ala Thr Tyr Tyr Ala Asp Ser Val Lys Asp Arg Phe Thr Ile Ser Arg
420 425 430

Asp Asp Ser Lys Asn Ser Leu Tyr Leu Gln Met Asn Ser Leu Lys Thr
435 44() 445

Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg His Gly Asn Phe Gly Asn
450 455 460

Ser Tyr Val Ser Trp Phe Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr
465 470 475 480

Val Ser Ser Ala Ala Ala Gly Ser His His His His His His
485 490

<210> 108
<211> 494
<212> PRT
213> AT

<220>
<223> N T3l « ARk

<400> 108
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Arg Ser Ser Thr Gly Ala Val Thr Thr
20 25 30

Ser Asn Tyr Ala Asn Trp Val Gln Gln Lys Pro Gly Lys Ala Pro Lys
35 40 45

Gly Leu Ile Gly Gly Thr Asn Lys Arg Ala Pro Gly Val Pro Ser Arg
50 55 60

111126359 FEHH3E A0101 #2648 - H1015(FIE) 1112037860-0



Phe Ser Gly
65

Leu Gln Pro

Asn Leu Trp

Ser Gly Gly
115

Lys Pro Gly
130

Phe Thr Ser
145

Leu Glu Trp

Ala Gln Lys

Ser Thr Val
195

Val Tyr Tyr
210

Met Asp Val

225

Ser Gly Gln

Gly Gln Arg

111126359

202241969

Ser Leu

Glu Asp
85

Val Phe
100

Ser Gln

Ala Ser

Tyr Asp

Met Gly
165

Phe Gln
180

Tyr Met

Cys Ala

Trp Gly

Ser Val

245

Val Thr
260

Ile Gly Asp
70

Phe Ala Thr

Gly Gln Gly

Val Gln Leu
120

Val Lys Val
135

Ile Asn Trp
150

Trp Met Asn

Gly Arg Val

Glu Leu Ser
200

Arg Asp Arg
215

Gln Gly Thr
230

Leu Thr Gln

Ile Ser Cys

Lys

Tyr

Thr

105

Val

Ser

Val

Pro

Thr

185

Ser

Ala

Leu

Pro

Ser
265

FEESE A0101

Ala

Tyr

90

Lys

Gln

Cys

Arg

Asn

170

Met

Leu

Asn

Val

Pro

250

Gly

Thr

75

Cys

Val

Ser

Lys

Gln

155

Ser

Thr

Arg

Thr

Thr

235

Ser

Ser

Leu Thr Ile

Ala Leu Trp

Glu Ile Lys
110

Gly Ala Glu
125

Ala Ser Gly
140

Ala Pro Gly

Gly Asn Thr

Arg Asp Thr
190

Ser Glu Asp
205

Asp Tyr Ser
220

Val Ser Ser

Ala Ser Gly

Arg Ser Asn
270

Ser

Tyr

95

Gly

Val

Tyr

Gln

Gly

175

Ser

Thr

Leu

Gly

Thr

255

Ile

Ser

80

Ser

Gly

Lys

Thr

Gly

160

Phe

Thr

Ala

Gly

Gly

240

Pro

Gly

#6558 - #1018 (FIIF)

1112037860-0



202241969

Ser Asn Thr Val Asn Trp Tyr Gln Gln Leu Pro Gly Thr Ala Pro Lys
275 280 285

Leu Leu Ile Tyr Gly Asn Asn Gln Arg Pro Ser Gly Val Pro Asp Arg
290 295 300

Phe Ser Gly Ser Lys Ser Gly Thr Ser Ala Ser Leu Ala Ile Ser Gly
305 310 315 320

Leu Gln Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Ala Thr Trp Asp Asp
325 330 335

Ser Leu Ile Gly Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu
340 345 350

Gly Gly Ser Gly Gly Ser Glu Val Gln Leu Val Glu Ser Gly Gly Gly
355 360 365

Leu Val Gln Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly
370 375 330

Phe Thr Phe Ser Thr Tyr Ala Met Asn Trp Val Arg Gln Ala Pro Gly
385 390 395 400

Lys Gly Leu Glu Trp Val Gly Arg Ile Arg Ser Lys Tyr Asn Asn Tyr
405 410 415

Ala Thr Tyr Tyr Ala Asp Ser Val Lys Asp Arg Phe Thr Ile Ser Arg
420 425 430

Asp Asp Ser Lys Asn Ser Leu Tyr Leu Gln Met Asn Ser Leu Lys Thr
435 44() 445

Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg His Gly Asn Phe Gly Asn
450 455 460

111126359 FEHH3E A0101 2668 - H1015(FIE) 1112037860-0



202241969

Ser Tyr Val Ser Trp Phe Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr

465

470

475

Val Ser Ser Ala Ala Ala Gly Ser His His His His His His

<210> 109
<211> 494
<212> PRT

485

213> AT

<220>

<223> ATLJyylziifit » FRZ Ik

<400> 109
Asp Ile Gln
1

Asp Arg Val

Ser Asn Tyr
35

Ala Leu Ile
50

Phe Ser Gly
65

Leu Gln Pro

Asn Leu Trp

Ser Gly Gly
115

Lys Pro Gly

111126359

Met Thr Gln Ser Pro Ser
5

Thr Ile Thr Cys Arg Ser
20 25

Ala Asn Trp Val Gln Gln
40

Gly Gly Thr Asn Lys Arg
55

Ser Leu Ile Gly Asp Lys
70

Glu Asp Phe Ala Thr Tyr
85

Val Phe Gly Gln Gly Thr
100 105

Ser Gln Val Gln Leu Val
120

Ala Ser Val Lys Val Ser

FEESE A0101

490

Ser Leu Ser Ala Ser Val
10 15

Ser Thr Gly Ala Val Thr
30

Lys Pro Gly Lys Ala Pro
45

Ala Pro Gly Val Pro Ser
60

Ala Thr Leu Thr Ile Ser
75

Tyr Cys Ala Leu Trp Tyr
90 05

Lys Val Glu Ile Lys Gly
110

Gln Ser Gly Ala Glu Val
125

Cys Lys Ala Ser Gly Tyr

480

Gly

Thr

Lys

Arg

Ser

80

Ser

Gly

Lys

Thr

$678 - #1018 (FFIFR)

1112037860-0



130

Phe Thr Ser
145

Leu Glu Trp

Ala Gln Lys

Ser Thr Val
195

Val Tyr Tyr
210

Met Asp Val
225

Ser Gly Gln

Gly Gln Arg

Ser Asn Thr
275

Leu Leu Ile
290

Phe Ser Gly
305

Leu Gln Ser

111126359

202241969

Tyr

Met

Phe

180

Tyr

Cys

Trp

Ser

Val

260

Val

Tyr

Ser

Glu

Asp

Gly

165

Gln

Met

Ala

Gly

Val

245

Thr

Asn

Gly

Lys

135

Ile Asn Trp
150

Trp Met Asn

Gly Arg Val

Glu Leu Ser
200

Arg Asp Arg
215

Gln Gly Thr
230

Leu Thr Gln

Ile Ser Cys

Trp Tyr Gln
280

Asn Asn Gln
295

Ser Gly Thr
310

Val

Pro

Thr

185

Ser

Ala

Leu

Pro

Ser

265

Gln

Arg

Ser

Asp Glu Ala Asp Tyr

325

FEESE A0101

Arg Gln
155

Asn Ser
170

Met Thr

Leu Arg

Val Thr

Val Thr
235

Pro Ser
250

Gly Ser

Leu Pro

Pro Ser

Ala Ser

315

Tyr Cys
330

140

Ala

Gly

Arg

Ser

Asp

220

Val

Ala

Arg

Gly

Gly

300

Leu

Pro Gly Gln

Asn Thr Gly
175

Asp Thr Ser
190

Glu Asp Thr
205

Tyr Tyr Tyr

Ser Ser Gly

Ser Gly Thr
255

Ser Asn Ile
270

Thr Ala Pro
285

Val Pro Asp

Ala Ile Ser

Gly

160

Phe

Thr

Ala

Gly

Gly

240

Pro

Gly

Lys

Arg

Gly
320

Ala Thr Trp Asp Asp

335

#6888 - #1015 (FIIF)

1112037860-0



202241969

Ser Leu Ile Gly Trp
340

Gly Gly Ser Gly Gly
355

Leu Val Gln Pro Gly
370

Phe Thr Phe Ser Thr
385

Lys Gly Leu Glu Trp
405

Ala Thr Tyr Tyr Ala
420

Asp Asp Ser Lys Asn
435

Glu Asp Thr Ala Val
450

Ser Tyr Val Ser Tyr
465

Val Ser Ser Ala Ala
485

<210> 110
<211> 483
<212> PRT
213> AT

<220>

Val Phe Gly Gly Gly Thr
345

Ser Glu Val Gln Leu Val
360

Gly Ser Leu Arg Leu Ser
375

Tyr Ala Met Asn Trp Val
390 395

Val Gly Arg Ile Arg Ser
410

Asp Ser Val Lys Asp Arg
425

Ser Leu Tyr Leu Gln Met
44()

Tyr Tyr Cys Ala Arg His
455

Phe Ala Tyr Trp Gly Gln
470 475

Ala Gly Ser His His His
490

<223> ATLJyylziifit » FRZ Ik

<400> 110

111126359

FEESE A0101

Lys Leu Thr Val Leu
350

Glu Ser Gly Gly Gly
365

Cys Ala Ala Ser Gly
330

Arg Gln Ala Pro Gly
400

Lys Tyr Asn Asn Tyr
415

Phe Thr Ile Ser Arg
430

Asn Ser Leu Lys Thr
445

Gly Asn Phe Gly Asn
460

Gly Thr Leu Val Thr
480

His His His

$F69E - #1018 (FFIF)

1112037860-0



202241969

Asp Ile Gln Met Thr

1

Asp Arg

Ser Asn

Gly Leu
50

Phe Ser
65

Leu Gln

Asn Leu

Ser Gly

Lys Pro

130

Phe Thr

145

Leu Glu

Ala Gln

Ser Thr

111126359

Val

Tyr

35

Ile

Gly

Pro

Trp

Gly

115

Gly

Ser

Trp

Lys

Val
195

5

Thr Ile
20

Ala Asn

Gly Gly

Ser Leu

Glu Asp
85

Val Phe
100

Ser Gln

Ala Ser

Tyr Asp

Met Gly
165

Phe Gln
180

Tyr Met

Gln Ser Pro

Thr Cys Arg

Trp Val Gln
40

Thr Asn Lys
55

Ile Gly Thr
70

Phe Ala Thr

Gly Gln Gly

Val Gln Leu
120

Val Lys Val
135

Ile Asn Trp
150

Trp Met Asn

Gly Arg Val

Glu Leu Ser
200

Ser

Ser

25

Gln

Arg

Asp

Tyr

Thr

105

Val

Ser

Val

Pro

Thr

185

Ser

FEESE A0101

Ser

10

Ser

Lys

Ala

Phe

Tyr

90

Lys

Gln

Cys

Arg

Asn

170

Met

Leu

Leu

Thr

Pro

Pro

Thr

75

Cys

Val

Ser

Lys

Gln

155

Ser

Thr

Arg

Ser Ala Ser

Gly Ala Val
30

Gly Lys Ala
45

Gly Val Pro
60

Leu Thr Ile

Ala Leu Trp

Glu Ile Lys
110

Gly Ala Glu
125

Ala Ser Gly
140

Ala Pro Gly

Gly Asn Thr

Arg Asp Thr
190

Ser Glu Asp
205

Val

15

Thr

Pro

Ser

Ser

Tyr

95

Gly

Val

Tyr

Gln

Gly

175

Ser

Thr

Gly

Thr

Lys

Arg

Ser

80

Ser

Gly

Lys

Thr

Gly

160

Phe

Thr

Ala

$708 - #1018(FFIF)

1112037860-0



202241969

Val Tyr Tyr
210

Met Asp Val
225

Ser Gly Gln

Gly Gln Arg

Ser Asn Thr
275

Leu Leu Ile
290

Phe Ser Gly
305

Leu Gln Ser

Ser Leu Ile

Gly Gly Ser
355

Leu Val Gln
370

Phe Thr Phe
385

111126359

Cys Ala

Trp Gly

Ser Val
245

Val Thr
260

Val Asn

Tyr Gly

Ser Lys

Glu Asp

325

Gly Trp

340

Gly Gly

Pro Gly

Ser Thr

Arg Asp Arg Ala
215

Gln Gly Thr Leu
230

Leu Thr Gln Pro

Ile Ser Cys Ser
265

Trp Tyr Gln Gln
280

Asn Asn Gln Arg
295

Ser Gly Thr Ser
310

Glu Ala Asp Tyr

Val Phe Gly Gly
345

Ser Glu Val Gln
360

Gly Ser Leu Arg
375

Tyr Ala Met Asn
390

FEESE A0101

Val Thr

Val Thr
235

Pro Ser
250

Gly Ser

Leu Pro

Pro Ser

Ala Ser

315

Tyr Cys

330

Gly Thr

Leu Val

Leu Ser

Trp Val
395

Asp Tyr Tyr Tyr
220

Val Ser Ser Gly

Ala Ser Gly Thr
255

Arg Ser Asn Ile
270

Gly Thr Ala Pro
285

Gly Val Pro Asp
300

Leu Ala Ile Ser

Ala Thr Trp Asp
335

Lys Leu Thr Val
350

Glu Ser Gly Gly
365

Cys Ala Ala Ser
330

Arg Gln Ala Pro

Gly

Gly

240

Pro

Gly

Lys

Arg

Gly

320

Asp

Leu

Gly

Gly

Gly
400

$718 - #1018 (FFIF)

1112037860-0



202241969

Lys Gly Leu Glu Trp Val Gly Arg Ile Arg Ser Lys Tyr Asn Asn Tyr
405 410 415

Ala Thr Tyr Tyr Ala Asp Ser Val Lys Asp Arg Phe Thr Ile Ser Arg
420 425 430

Asp Asp Ser Lys Asn Ser Leu Tyr Leu Gln Met Asn Ser Leu Lys Thr
435 44() 445

Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg His Gly Asn Phe Gly Asn
450 455 460

Ser Tyr Val Ser Trp Phe Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr
465 470 475 480

Val Ser Ser

<210> 111
<211> 494
<212> PRT
213> AT

<220>
<223> N T3l « ARk

<400> 111
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Arg Ser Ser Thr Gly Ala Val Thr Thr
20 25 30

Ser Asn Tyr Ala Asn Trp Val Gln Gln Lys Pro Gly Lys Ala Pro Lys
35 40 45

Ala Leu Ile Gly Gly Thr Asn Lys Arg Ala Pro Gly Val Pro Ser Arg
50 55 60

Phe Ser Gly Ser Leu Ile Gly Asp Lys Ala Thr Leu Thr Ile Ser Ser

111126359 FEHH3E A0101 B728 - H1015(FIE) 1112037860-0



65

Leu Gln Pro

Asn Leu Trp

Ser Gly Gly
115

Lys Pro Gly
130

Phe Thr Ser
145

Leu Glu Trp

Ala Gln Lys

Ser Thr Val
195

Val Tyr Tyr
210

Met Asp Val

225

Ser Gly Gln

Gly Gln Arg

111126359

202241969

Glu Asp
85

Val Phe
100

Ser Gln

Ala Ser

Tyr Asp

Met Gly
165

Phe Gln
180

Tyr Met

Cys Ala

Trp Gly

Ser Val

245

Val Thr
260

70

Phe Ala Thr

Gly Gln Gly

Val Gln Leu
120

Val Lys Val
135

Ile Asn Trp
150

Trp Met Asn

Gly Arg Val

Glu Leu Ser
200

Arg Asp Arg
215

Gln Gly Thr
230

Leu Thr Gln

Ile Ser Cys

Tyr

Thr

105

Val

Ser

Val

Pro

Thr

185

Ser

Ala

Leu

Pro

Ser
265

FEESE A0101

Tyr

90

Lys

Gln

Cys

Arg

Asn

170

Met

Leu

Asn

Val

Pro

250

Gly

75

Cys

Val

Ser

Lys

Gln

155

Ser

Thr

Arg

Thr

Thr

235

Ser

Ser

Ala

Glu

Gly

Ala

140

Ala

Gly

Arg

Ser

Asp

220

Val

Ala

Arg

Leu Trp Tyr
05

Ile Lys Gly
110

Ala Glu Val
125

Ser Gly Tyr

Pro Gly Gln

Asn Thr Gly
175

Asp Thr Ser
190

Glu Asp Thr
205

Phe Ser Tyr

Ser Ser Gly

Ser Gly Thr
255

Ser Asn Ile
270

80

Ser

Gly

Lys

Thr

Gly

160

Phe

Thr

Ala

Gly

Gly

240

Pro

Gly

$738 - #1018(FFIF)

1112037860-0



202241969

Ser Asn Thr Val Asn Trp Tyr Gln Gln Leu Pro Gly Thr Ala Pro Lys
275 280 285

Leu Leu Ile Tyr Gly Asn Asn Gln Arg Pro Ser Gly Val Pro Asp Arg
290 295 300

Phe Ser Gly Ser Lys Ser Gly Ser Ser Ala Ser Leu Ala Ile Ser Gly
305 310 315 320

Leu Gln Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Ala Thr Trp Asp Asp
325 330 335

Ser Leu Ile Gly Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu
340 345 350

Gly Gly Ser Gly Gly Ser Glu Val Gln Leu Val Glu Ser Gly Gly Gly
355 360 365

Leu Val Gln Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly
370 375 330

Phe Thr Phe Ser Thr Tyr Ala Met Asn Trp Val Arg Gln Ala Pro Gly
385 390 395 400

Lys Gly Leu Glu Trp Val Gly Arg Ile Arg Ser Lys Tyr Asn Asn Tyr
405 410 415

Ala Thr Tyr Tyr Ala Asp Ser Val Lys Asp Arg Phe Thr Ile Ser Arg
420 425 430

Asp Asp Ser Lys Asn Ser Leu Tyr Leu Gln Met Asn Ser Leu Lys Thr
435 44() 445

Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg His Gly Asn Phe Gly Asn
450 455 460

Ser Tyr Val Ser Tyr Phe Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr

111126359 FEHH3E A0101 B748 - H1015(FIR) 1112037860-0



202241969

465

470

475

480

Val Ser Ser Ala Ala Ala Gly Ser His His His His His His

<210> 112
<211> 494
<212> PRT

485

213> AT

<220>

<223> ATLJyylziifit » FRZ Ik

<400> 112
Asp Ile Gln
1

Asp Arg Val

Ser Asn Tyr
35

Ala Leu Ile
50

Phe Ser Gly
65

Leu Gln Pro

Asn Leu Trp

Ser Gly Gly
115

Lys Pro Gly
130

111126359

Met Thr Gln Ser Pro
5

Thr Ile Thr Cys Arg
20

Ala Asn Trp Val Gln
40

Gly Gly Thr Asn Lys
55

Ser Leu Ile Gly Asp
70

Glu Asp Phe Ala Thr
85

Val Phe Gly Gln Gly
100

Ser Gln Val Gln Leu
120

Ala Ser Val Lys Val
135

Ser

Ser

25

Gln

Arg

Lys

Tyr

Thr

105

Val

Ser

FEESE A0101

490

Ser Leu
10

Ser Thr

Lys Pro

Ala Pro

Ala Thr

75

Tyr Cys

90

Lys Val

Gln Ser

Cys Lys

Ser Ala Ser Val Gly
15

Gly Ala Val Thr Thr
30

Gly Lys Ala Pro Lys
45

Gly Val Pro Ser Arg
60

Leu Thr Ile Ser Ser
80

Ala Leu Trp Tyr Ser
05

Glu Ile Lys Gly Gly
110

Gly Ala Glu Val Lys
125

Ala Ser Gly Tyr Thr
140

$758 - #1018 (FFIF)

1112037860-0



Phe Thr Ser
145

Leu Glu Trp

Ala Gln Lys

Ser Thr Val
195

Val Tyr Tyr
210

Met Asp Val
225

Ser Gly Gln

Gly Gln Arg

Ser Asn Thr
275

Leu Leu Ile
290

Phe Ser Gly
305

Leu Gln Ser

111126359

202241969

Tyr

Met

Phe

180

Tyr

Cys

Trp

Ser

Val

260

Val

Tyr

Ser

Glu

Asp

Gly

165

Gln

Met

Ala

Gly

Val

245

Thr

Asn

Gly

Lys

Ile Asn Trp
150

Trp Met Asn

Gly Arg Val

Glu Leu Ser
200

Arg Asp Arg
215

Gln Gly Thr
230

Leu Thr Gln

Ile Ser Cys

Trp Tyr Gln
280

Asn Asn Gln
295

Ser Gly Thr
310

Val

Pro

Thr

185

Ser

Ala

Leu

Pro

Ser

265

Gln

Arg

Ser

Asp Glu Ala Asp Tyr

325

FEESE A0101

Arg Gln
155

Asn Ser
170

Met Thr

Leu Arg

Asn Thr

Val Thr
235

Pro Ser
250

Gly Ser

Leu Pro

Pro Ser

Ala Ser

315

Tyr Cys
330

Ala

Gly

Arg

Ser

Asp

220

Val

Ala

Arg

Gly

Gly

300

Leu

Pro Gly Gln

Asn Thr Gly
175

Asp Thr Ser
190

Glu Asp Thr
205

Tyr Ser Phe

Ser Ser Gly

Ser Gly Thr
255

Ser Asn Ile
270

Thr Ala Pro
285

Val Pro Asp

Ala Ile Ser

Gly

160

Phe

Thr

Ala

Gly

Gly

240

Pro

Gly

Lys

Arg

Gly
320

Ala Thr Trp Asp Asp

335

HF768 - H101H(FIIF)

1112037860-0



202241969

Ser Leu Ile Gly Trp Val Phe Gly Gly Gly Thr

340 345

Gly Gly Ser Gly Gly Ser Glu Val Gln Leu Val

355 360

Leu Val Gln Pro Gly Gly Ser Leu Arg Leu Ser

370 375

Phe Thr Phe Ser Thr Tyr Ala Met Asn Trp Val

385 390

395

Lys Gly Leu Glu Trp Val Gly Arg Ile Arg Ser

405

410

Ala Thr Tyr Tyr Ala Asp Ser Val Lys Asp Arg

420 425

Asp Asp Ser Lys Asn Ser Leu Tyr Leu Gln Met

435 440

Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg His

450 455

Ser Tyr Val Ser Tyr Phe Ala Tyr Trp Gly Gln

465 470

475

Val Ser Ser Ala Ala Ala Gly Ser His His His

485

<210> 113
<211> 494
<212> PRT
213> AT

<220>
<223> N T3l « ARk

<400> 113

490

Lys Leu Thr Val Leu
350

Glu Ser Gly Gly Gly
365

Cys Ala Ala Ser Gly
330

Arg Gln Ala Pro Gly
400

Lys Tyr Asn Asn Tyr
415

Phe Thr Ile Ser Arg
430

Asn Ser Leu Lys Thr
445

Gly Asn Phe Gly Asn
460

Gly Thr Leu Val Thr
480

His His His

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

111126359 FEESE A0101

HB778 - #1015 (FFIF)

1112037860-0



202241969

Asp Arg

Ser Asn

Ala Leu
50

Phe Ser

65

Leu Gln

Asn Leu

Ser Gly

Lys Pro

130

Phe Thr

145

Leu Glu

Ala Gln

Ser Thr

111126359

Val

Tyr

35

Ile

Gly

Pro

Trp

Gly

115

Gly

Ser

Trp

Lys

Val
195

Thr Ile Thr Cys Arg
20

Ala Asn Trp Val Gln
40

Gly Gly Thr Asn Lys
55

Ser Leu Ile Gly Asp
70

Glu Asp Phe Ala Thr
85

Val Phe Gly Gln Gly
100

Ser Gln Val Gln Leu
120

Ala Ser Val Lys Val
135

Tyr Asp Ile Asn Trp
150

Met Gly Trp Met Asn
165

Phe Gln Gly Arg Val
180

Tyr Met Glu Leu Ser
200

Ser

25

Gln

Arg

Lys

Tyr

Thr

105

Val

Ser

Val

Pro

Thr

185

Ser

FEESE A0101

10

Ser

Lys

Ala

Ala

Tyr

90

Lys

Gln

Cys

Arg

Asn

170

Met

Leu

Thr

Pro

Pro

Thr

75

Cys

Val

Ser

Lys

Gln

155

Ser

Thr

Arg

15

Gly Ala Val Thr Thr
30

Gly Lys Ala Pro Lys
45

Gly Val Pro Ser Arg
60

Leu Thr Ile Ser Ser
80

Ala Leu Trp Tyr Ser
05

Glu Ile Lys Gly Gly
110

Gly Ala Glu Val Lys
125

Ala Ser Gly Tyr Thr
140

Ala Pro Gly Gln Gly
160

Gly Asn Thr Gly Phe
175

Arg Asp Thr Ser Thr
190

Ser Glu Asp Thr Ala
205

$78E - #1018 (FFIF)

1112037860-0



202241969

Val Tyr
210

Met Asp
225

Ser Gly

Gly Gln

Ser Asn

Leu Leu
290

Phe Ser
305

Leu Gln

Ser Leu

Gly Gly

Leu Val
370

Phe Thr
385

Lys Gly

111126359

Tyr Cys Ala

Val Trp Gly

Gln Ser Val
245

Arg Val Thr
260

Thr Val Asn
275

Ile Tyr Gly

Gly Ser Lys

Ser Glu Asp
325

Ile Gly Trp
340

Ser Gly Gly

355

Gln Pro Gly

Phe Ser Thr

Leu Glu Trp

Arg Asp Arg Ala
215

Gln Gly Thr Leu
230

Leu Thr Gln Pro

Ile Ser Cys Ser
265

Trp Tyr Gln Gln
280

Asn Asn Gln Arg
295

Ser Gly Thr Ser
310

Glu Ala Asp Tyr

Val Phe Gly Gly
345

Ser Glu Val Gln
360

Gly Ser Leu Arg
375

Tyr Ala Met Asn
390

Val Gly Arg Ile

FEESE A0101

Asn Thr

Val Thr
235

Pro Ser
250

Gly Ser

Leu Pro

Pro Ser

Ala Ser
315

Tyr Cys
330

Gly Thr

Leu Val

Leu Ser

Trp Val

395

Arg Ser

Asp Tyr Ser Leu
220

Val Ser Ser Gly

Ala Ser Gly Thr
255

Arg Ser Asn Ile
270

Gly Thr Ala Pro
285

Gly Val Pro Asp
300

Leu Ala Ile Ser

Ala Thr Trp Asp
335

Lys Leu Thr Val
350

Glu Ser Gly Gly
365

Cys Ala Ala Ser
330

Arg Gln Ala Pro

Lys Tyr Asn Asn

Gly

Gly

240

Pro

Gly

Lys

Arg

Gly

320

Asp

Leu

Gly

Gly

Gly

400

Tyr

HF798 - H1018(FFIF)

1112037860-0



Ala Thr Tyr

Asp Asp Ser
435

Glu Asp Thr
450

Ser Tyr Val
465

Val Ser Ser

<210> 114
<211> 492
<212> PRT

202241969

405

Tyr Ala
420

Lys Asn

Ala Val

Ser Tyr

Ala Ala
485

213> AT

<220>

Asp Ser Val

Ser Leu Tyr
44()

Tyr Tyr Cys
455

Phe Ala Tyr
470

Ala Gly Ser

<223> ATLJyylziifit » FRZ Ik

<400> 114

Asp Ile Gln Met Thr Gln Ser Pro

1

5

Asp Arg Val Thr Ile Thr Cys Arg

20

Ser Asn Tyr Ala Asn Trp Val Gln

35

40

Ala Leu Ile Gly Gly Thr Asn Lys

50

55

410

Lys Asp Arg
425

Leu Gln Met

Ala Arg His

Trp Gly Gln
475

His His His
490

Ser Ser Leu
10

Ser Ser Thr
25

Gln Lys Pro

Arg Ala Pro

Phe Ser Gly Ser Leu Ile Gly Asp Lys Ala Thr

65

111126359

70

75

FEESE A0101

Phe Thr Ile
430

Asn Ser Leu
445

Gly Asn Phe
460

Gly Thr Leu

His His His

Ser Ala Ser

Gly Ala Val
30

Gly Lys Ala
45

Gly Val Pro
60

Leu Thr Ile

415

Ser Arg

Lys Thr

Gly Asn

Val Thr
480

Val Gly

15

Thr Thr

Pro Lys

Ser Arg

Ser Ser
80

$F80E - #1018 (FFIF)

1112037860-0



202241969

Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Ala Leu Trp Tyr Ser
85 90 05

Asn Leu Trp Val Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Gly Gly
100 105 110

Ser Gly Gly Ser Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys
115 120 125

Lys Pro Gly Glu Ser Leu Lys Ile Ser Cys Lys Gly Ser Gly Tyr Ser
130 135 140

Phe Thr Ser Tyr Trp Ile Gly Trp Val Arg Gln Met Pro Gly Lys Gly
145 150 155 160

Leu Glu Trp Met Gly Ile Ile Tyr Pro Gly Asp Ser Asp Thr Arg Tyr
165 170 175

Ser Pro Ser Phe Gln Gly Gln Val Thr Ile Ser Ala Asp Lys Ser Ile
180 185 190

Ser Thr Ala Tyr Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala
195 200 205

Met Tyr Tyr Cys Ala Arg His Lys Arg Gly Ser Asp Ala Phe Asp Ile
210 215 220

Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Gly Gly Ser Gly Gln
225 230 235 240

Ser Val Leu Thr Gln Pro Pro Ser Val Ser Gly Ala Pro Gly Gln Arg
245 250 255

Val Thr Ile Ser Cys Thr Gly Ser Ser Ser Asn Ile Gly Ala Gly Tyr
260 265 270

111126359 FEHH3E A0101 #3818 - 1015 (FIIE) 1112037860-0



202241969

Asp Val His Trp Tyr Gln Gln Leu Pro Gly Thr Ala Pro Lys Leu Leu
275 280 285

Ile Tyr Gly Asn Ser Asn Arg Pro Ser Gly Val Pro Asp Arg Phe Ser
290 295 300

Gly Ser Lys Ser Gly Thr Ser Ala Ser Leu Ala Ile Thr Gly Leu Gln
305 310 315 320

Ala Glu Asp Glu Ala Asp Tyr Tyr Cys Gln Ser Tyr Asp Ser Ser Leu
325 330 335

Ser Asp Val Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly Gly
340 345 350

Ser Gly Gly Ser Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val
355 360 365

Gln Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr
370 375 330

Phe Ser Thr Tyr Ala Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly
385 390 395 400

Leu Glu Trp Val Gly Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr
405 410 415

Tyr Tyr Ala Asp Ser Val Lys Asp Arg Phe Thr Ile Ser Arg Asp Asp
420 425 430

Ser Lys Asn Ser Leu Tyr Leu Gln Met Asn Ser Leu Lys Thr Glu Asp
435 44() 445

Thr Ala Val Tyr Tyr Cys Ala Arg His Gly Asn Phe Gly Asn Ser Tyr
450 455 460

Val Ser Tyr Phe Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
465 470 475 480

111126359 FEHH3E A0101 #82H - H101B(FIIE) 1112037860-0



202241969

Ser Ala Ala Ala Gly Ser His His His His His His

485

<210> 115
<211> 492
<212> PRT
213> AT

<220>

<223> ATLJyylziifit » FRZ Ik

<400> 115
Glu Val Gln Leu Val
1 5

Ser Leu Arg Leu Ser
20

Ala Met Asn Trp Val
35

Gly Arg Ile Arg Ser
50

Ser Val Lys Asp Arg
65

Leu Tyr Leu Gln Met
85

Tyr Cys Ala Arg His
100

Ala Tyr Trp Gly Gln
115

Gly Gly Ser Gln Ser
130

111126359

Glu Ser Gly Gly

Cys Ala Ala Ser
25

Arg Gln Ala Pro
40

Lys Tyr Asn Asn
55

Phe Thr Ile Ser
70

Asn Ser Leu Lys

Gly Asn Phe Gly
105

Gly Thr Leu Val
120

Val Leu Thr Gln
135

FEESE A0101

490

Gly Leu
10

Gly Phe

Gly Lys

Tyr Ala

Arg Asp

75

Thr Glu

90

Asn Ser

Thr Val

Pro Pro

Val

Thr

Gly

Thr

60

Asp

Asp

Tyr

Ser

Ser
140

Gln Pro Gly
15

Phe Ser Thr
30

Leu Glu Trp
45

Tyr Tyr Ala

Ser Lys Asn

Thr Ala Val
05

Val Ser Tyr
110

Ser Gly Gly
125

Val Ser Gly

Gly

Tyr

Val

Asp

Ser

80

Tyr

Phe

Ser

Ala

$83E - H101H(FFIF)

1112037860-0



202241969

Pro Gly Gln Arg
145

Gly Ala Gly Tyr

Pro Lys Leu Leu
180

Asp Arg Phe Ser
195

Thr Gly Leu Gln
210

Asp Ser Ser Leu
225

Val Leu Gly Gly

Val Lys Lys Pro
260

Tyr Ser Phe Thr
275

Lys Gly Leu Glu
290

Arg Tyr Ser Pro
305

Ser Ile Ser Thr

Thr Ala Met Tyr

111126359

Val

Asp

165

Ile

Gly

Ala

Ser

Ser

245

Gly

Ser

Trp

Ser

Ala

325

Tyr

Thr Ile Ser Cys
150

Val His Trp Tyr

Tyr Gly Asn Ser
185

Ser Lys Ser Gly
200

Glu Asp Glu Ala
215

Asp Val Val Phe
230

Gly Gln Val Gln

Glu Ser Leu Lys
265

Tyr Trp Ile Gly
280

Met Gly Ile Ile
295

Phe Gln Gly Gln
310

Tyr Leu Gln Trp

Cys Ala Arg His

FEESE A0101

Thr Gly
155

Gln Gln
170

Asn Arg

Thr Ser

Asp Tyr

Gly Gly
235

Leu Val
250

Ile Ser

Trp Val

Tyr Pro

Val Thr
315

Ser Ser
330

Lys Arg

Ser Ser Ser Asn Ile
160

Leu Pro Gly Thr Ala
175

Pro Ser Gly Val Pro
190

Ala Ser Leu Ala Ile
205

Tyr Cys Gln Ser Tyr
220

Gly Thr Lys Leu Thr
240

Gln Ser Gly Ala Glu
255

Cys Lys Gly Ser Gly
270

Arg Gln Met Pro Gly
285

Gly Asp Ser Asp Thr
300

Ile Ser Ala Asp Lys
320

Leu Lys Ala Ser Asp
335

Gly Ser Asp Ala Phe

$F84E - H101H(FFIFR)

1112037860-0



202241969

Asp Ile

Gly Gly
370

Ser Val
385

Val Thr

Ala Pro

Pro Ser

Ile Ser

450

Trp Tyr
465

Lys Ala

<210> 11

Trp

355

Ser

Gly

Thr

Lys

Arg

435

Ser

Ser

Ala

6

<211> 495
<212> PRT
213> AT

<220>

340 345

Gly Gln Gly Thr Thr Val Thr Val Ser
360

Asp Ile Gln Met Thr Gln Ser Pro Ser
375 330

Asp Arg Val Thr Ile Thr Cys Arg Ser
390 395

Ser Asn Tyr Ala Asn Trp Val Gln Gln
405 410

Ala Leu Ile Gly Gly Thr Asn Lys Arg
420 425

Phe Ser Gly Ser Leu Ile Gly Asp Lys
44()

Leu Gln Pro Glu Asp Phe Ala Thr Tyr
455 460

Asn Leu Trp Val Phe Gly Gln Gly Thr
470 475

Ala Gly Ser His His His His His His
485 490

<223> ATLJyylziifit » FRZ Ik

<400> 11

6

350

Ser Gly Gly Ser
365

Ser Leu Ser Ala

Ser Thr Gly Ala
400

Lys Pro Gly Lys
415

Ala Pro Gly Val
430

Ala Thr Leu Thr
445

Tyr Cys Ala Leu

Lys Val Glu Ile
480

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1

111126359

5 10

FEESE A0101

15

#8558 - H101H(FAIF)

1112037860-0



202241969

Asp Arg

Ser Asn

Ala Leu
50

Phe Ser

65

Leu Gln

Asn Leu

Ser Gly

Lys Pro

130

Phe Thr

145

Leu Glu

Ala Gln

Ser Thr

111126359

Val

Tyr

35

Ile

Gly

Pro

Trp

Gly

115

Gly

Ser

Trp

Lys

Val
195

Thr Ile Thr Cys Arg
20

Ala Asn Trp Val Gln
40

Gly Gly Thr Asn Lys
55

Ser Leu Ile Gly Asp
70

Glu Asp Phe Ala Thr
85

Val Phe Gly Gln Gly
100

Ser Gln Val Gln Leu
120

Ala Ser Val Lys Val
135

Tyr Tyr Met His Trp
150

Met Gly Ile Ile Asn
165

Phe Gln Gly Arg Val
180

Tyr Met Glu Leu Ser
200

Ser

25

Gln

Arg

Lys

Tyr

Thr

105

Val

Ser

Val

Pro

Thr

185

Ser

FEESE A0101

Ser Thr

Lys Pro

Ala Pro

Ala Thr
75

Tyr Cys
90

Lys Val

Gln Ser

Cys Lys

Arg Gln

155

Ser Gly
170

Met Thr

Leu Arg

Gly Ala Val Thr
30

Gly Lys Ala Pro
45

Gly Val Pro Ser
60

Leu Thr Ile Ser

Ala Leu Trp Tyr
05

Glu Ile Lys Gly
110

Gly Ala Glu Val
125

Ala Ser Gly Tyr
140

Ala Pro Gly Gln

Gly Ser Thr Ser
175

Arg Asp Thr Ser
190

Ser Glu Asp Thr
205

Thr

Lys

Arg

Ser

80

Ser

Gly

Lys

Thr

Gly

160

Tyr

Thr

Ala

#5865 - H101H(FFIF)

1112037860-0



Val Tyr Tyr
210

Gly Met Asp
225

Gly Ser Gly

Pro Gly Gln

Gly Ser Asn
275

Lys Leu Leu
290

Arg Phe Ser
305

Gly Leu Gln

Asp Ser Leu

Leu Gly Gly
355

Gly Leu Val
370

Gly Phe Thr
385

202241969

Cys Ala

Val Trp

Gln Ser
245

Arg Val
260

Thr Val

Ile Tyr

Gly Ser

Ser Asp

325

Asn Gly

340

Ser Gly

Gln Pro

Phe Ser

Arg

Gly

230

Val

Thr

Asn

Ser

Lys

310

Asp

Ala

Gly

Gly

Thr
390

Gly Lys Gly Leu Glu Trp

111126359

405

Asp Val Val
215

Gln Gly Thr

Leu Thr Gln

Ile Ser Cys
265

Trp Tyr Gln
280

Asp Asn Gln
295

Ser Gly Ser

Glu Ala Asp

Val Phe Gly
345

Ser Glu Val
360

Gly Ser Leu
375

Tyr Ala Met

Val Gly Arg

FEESE A0101

Pro Ala

Thr Val
235

Pro Pro
250

Ser Gly

Gln Leu

Arg Pro

Ser Ala
315

Tyr Tyr
330

Gly Gly

Gln Leu

Arg Leu

Asn Trp

395

Ile Arg
410

Ala

220

Thr

Ser

Ser

Pro

Ser

300

Ser

Cys

Thr

Val

Ser

380

Val

Ser

Ile Asp

Val Ser

Ala Ser

Ser Ser

270

Gly Thr
285

Gly Val

Leu Ala

Ala Thr

Lys Leu

350

Glu Ser

365

Cys Ala

Arg Gln

Lys Tyr

Tyr

Ser

Gly

255

Asn

Ala

Pro

Ile

Trp

335

Thr

Gly

Ala

Ala

Asn
415

Tyr

Gly

240

Thr

Ile

Pro

Asp

Ser

320

Asp

Val

Gly

Ser

Pro

400

Asn

$87E - H101H(FFIF)

1112037860-0



202241969

Tyr Ala Thr Tyr Tyr Ala Asp Ser
420

Arg Asp Asp Ser Lys Asn Ser Leu
435 44()

Thr Glu Asp Thr Ala Val Tyr Tyr
450 455

Asn Ser Tyr Val Ser Tyr Phe Ala
465 470

Thr Val Ser Ser Ala Ala Ala Gly
485

<210> 117
<211> 484
<212> PRT
213> AT

<220>
<223> N T3l « ARk

<400> 117
Asp Ile Gln Met Thr Gln Ser Pro
1 5

Asp Arg Val Thr Ile Thr Cys Arg
20

Ser Asn Tyr Ala Asn Trp Val Gln
35 40

Gly Leu Ile Gly Gly Thr Asn Lys
50 55

Phe Ser Gly Ser Leu Ile Gly Thr
65 70

111126359

Val

425

Tyr

Cys

Tyr

Ser

Ser

Ser

25

Gln

Arg

Asp

FEESE A0101

Lys Asp Arg Phe Thr
430

Leu Gln Met Asn Ser
445

Ala Arg His Gly Asn
460

Trp Gly Gln Gly Thr
475

His His His His His
490

Ser Leu Ser Ala Ser
10

Ser Thr Gly Ala Val
30

Lys Pro Gly Lys Ala
45

Ala Pro Gly Val Pro
60

Phe Thr Leu Thr Ile
75

Ile Ser

Leu Lys

Phe Gly

Leu Val

480

His
495

Val Gly

15

Thr Thr

Pro Lys

Ser Arg

Ser Ser
80

#5888 - H101H(FFIF)

1112037860-0



202241969

Leu Gln Pro Glu Asp
85

Asn Leu Trp Val Phe
100

Ser Gly Gly Ser Gln
115

Lys Pro Gly Ala Ser
130

Phe Thr Ser Tyr Tyr
145

Leu Glu Trp Met Gly
165

Ala Gln Lys Phe Gln
180

Ser Thr Val Tyr Met
195

Val Tyr Tyr Cys Ala
210

Gly Met Asp Val Trp
225

Gly Ser Gly Gln Ser
245

Pro Gly Gln Arg Val
260

Gly Ser Asn Thr Val

111126359

Phe Ala Thr

Gly Gln Gly

Val Gln Leu
120

Val Lys Val
135

Met His Trp
150

Ile Ile Asn

Gly Arg Val

Glu Leu Ser
200

Arg Asp Val
215

Gly Gln Gly

230

Val Leu Thr

Thr Ile Ser

Asn Trp Tyr

Tyr Tyr Cys
90

Thr Lys Val
105

Val Gln Ser

Ser Cys Lys

Val Arg Gln
155

Pro Ser Gly
170

Thr Met Thr
185

Ser Leu Arg

Val Pro Ala

Thr Thr Val
235

Gln Pro Pro
250

Cys Ser Gly
265

Gln Gln Leu

FEESE A0101

Ala Leu Trp Tyr Ser
05

Glu Ile Lys Gly Gly
110

Gly Ala Glu Val Lys
125

Ala Ser Gly Tyr Thr
140

Ala Pro Gly Gln Gly
160

Gly Ser Thr Ser Tyr
175

Arg Asp Thr Ser Thr
190

Ser Glu Asp Thr Ala
205

Ala Ile Asp Tyr Tyr
220

Thr Val Ser Ser Gly
240

Ser Ala Ser Gly Thr
255

Ser Ser Ser Asn Ile
270

Pro Gly Thr Ala Pro

$89E - H101H(FFIF)

1112037860-0



202241969

275 280 285

Lys Leu Leu Ile Tyr Ser Asp Asn Gln Arg Pro Ser Gly Val Pro Asp
290 295 300

Arg Phe Ser Gly Ser Lys Ser Gly Ser Ser Ala Ser Leu Ala Ile Ser
305 310 315 320

Gly Leu Gln Ser Asp Asp Glu Ala Asp Tyr Tyr Cys Ala Thr Trp Asp
325 330 335

Asp Ser Leu Asn Gly Ala Val Phe Gly Gly Gly Thr Lys Leu Thr Val
340 345 350

Leu Gly Gly Ser Gly Gly Ser Glu Val Gln Leu Val Glu Ser Gly Gly
355 360 365

Gly Leu Val Gln Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser
370 375 330

Gly Phe Thr Phe Ser Thr Tyr Ala Met Asn Trp Val Arg Gln Ala Pro
385 390 395 400

Gly Lys Gly Leu Glu Trp Val Gly Arg Ile Arg Ser Lys Tyr Asn Asn
405 410 415

Tyr Ala Thr Tyr Tyr Ala Asp Ser Val Lys Asp Arg Phe Thr Ile Ser
420 425 430

Arg Asp Asp Ser Lys Asn Ser Leu Tyr Leu Gln Met Asn Ser Leu Lys
435 44() 445

Thr Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg His Gly Asn Phe Gly
450 455 460

Asn Ser Tyr Val Ser Trp Phe Ala Tyr Trp Gly Gln Gly Thr Leu Val
465 470 475 480

111126359 FEHH3E A0101 #90E - H1015(FIIE) 1112037860-0



202241969

Thr Val Ser

<210> 118
<211> 494
<212> PRT

Ser

213> AT

<220>

<223> ATLJyylziifit » FRZ Ik

<400> 118
Asp Ile Gln
1

Asp Arg Val

Ser Asn Tyr
35

Ala Leu Ile
50

Phe Ser Gly
65

Leu Gln Pro

Asn Leu Trp

Ser Gly Gly

115

Lys Pro Gly
130

111126359

Met Thr Gln Ser Pro
5

Thr Ile Thr Cys Arg
20

Ala Asn Trp Val Gln
40

Gly Gly Thr Asn Lys
55

Ser Leu Ile Gly Asp
70

Glu Asp Phe Ala Thr
85

Val Phe Gly Gln Gly
100

Ser Gln Val Gln Leu
120

Ser Ser Val Lys Val
135

Ser

Ser

25

Gln

Arg

Lys

Tyr

Thr

105

Val

Ser

FEESE A0101

Ser Leu
10

Ser Thr

Lys Pro

Ala Pro

Ala Thr

75

Tyr Cys

90

Lys Val

Gln Ser

Cys Lys

Ser Ala Ser Val Gly
15

Gly Ala Val Thr Thr
30

Gly Lys Ala Pro Lys
45

Gly Val Pro Ser Arg
60

Leu Thr Ile Ser Ser
80

Ala Leu Trp Tyr Ser
05

Glu Ile Lys Gly Gly
110

Gly Ala Glu Val Lys
125

Ala Ser Gly Gly Thr
140

FI1E - #1015 (FFIFR)

1112037860-0



202241969

Phe Ser Ser Tyr Ala Ile Ser Trp Val Arg Gln Ala Pro Gly Gln Gly
145 150 155 160

Leu Glu Trp Met Gly Gly Ile Tyr Pro Ile Phe Gly Ser Ala Asn Tyr
165 170 175

Ala Gln Lys Phe Gln Gly Arg Val Thr Ile Thr Ala Asp Glu Ser Thr
180 185 190

Ser Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala
195 200 205

Val Tyr Tyr Cys Ala Arg Glu Tyr Tyr Tyr Asp Ser Ser Glu Trp Ala
210 215 220

Phe Asp Ile Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Gly Gly
225 230 235 240

Ser Gly Gln Ser Val Leu Thr Gln Pro Pro Ser Ala Ser Gly Thr Pro
245 250 255

Gly Gln Arg Val Thr Ile Ser Cys Ser Gly Ser Ser Ser Asn Ile Gly
260 265 270

Ser Asn Ile Val Asn Trp Tyr Gln Gln Leu Pro Gly Thr Ala Pro Lys
275 280 285

Leu Leu Ile Tyr Ser Asn Asn Gln Arg Pro Ser Gly Val Pro Asp Arg
290 295 300

Phe Ser Gly Ser Lys Ser Gly Thr Ser Ala Ser Leu Ala Ile Ser Gly
305 310 315 320

Leu Gln Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Ala Ala Trp Asp Asp
325 330 335

Ser Leu Lys Gly Tyr Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu
340 345 350

111126359 FEHH3E A0101 BE2E - H101B5(FIE) 1112037860-0



202241969

Gly Gly Ser Gly Gly
355

Leu Val Gln Pro Gly
370

Phe Thr Phe Ser Thr
385

Lys Gly Leu Glu Trp
405

Ala Thr Tyr Tyr Ala
420

Asp Asp Ser Lys Asn
435

Glu Asp Thr Ala Val
450

Ser Tyr Val Ser Tyr
465

Val Ser Ser Ala Ala
485

<210> 119
<211> 494
<212> PRT
213> AT

<220>

Ser Glu Val Gln Leu Val

360

Gly Ser Leu Arg Leu Ser

375

Tyr Ala Met Asn Trp Val

390

395

Val Gly Arg Ile Arg Ser

410

Asp Ser Val Lys Asp Arg

425

Ser Leu Tyr Leu Gln Met

440

Tyr Tyr Cys Ala Arg His

455

Phe Ala Tyr Trp Gly Gln

470

475

Ala Gly Ser His His His

<223> ATLJyylziifit » FRZ Ik

<400> 119

490

Glu Ser Gly Gly Gly
365

Cys Ala Ala Ser Gly
330

Arg Gln Ala Pro Gly
400

Lys Tyr Asn Asn Tyr
415

Phe Thr Ile Ser Arg
430

Asn Ser Leu Lys Thr
445

Gly Asn Phe Gly Asn
460

Gly Thr Leu Val Thr
480

His His His

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5

111126359

FEESE A0101

10

15

$F93E - H101H(FFIF)

1112037860-0



202241969

Asp Arg Val

Ser Asn Tyr
35

Ala Leu Ile
50

Phe Ser Gly
65

Leu Gln Pro

Asn Leu Trp

Ser Gly Gly
115

Lys Pro Gly
130

Phe Ser Ser
145

Leu Glu Trp

Ala Gln Lys

Ser Thr Ala
195

Val Tyr Tyr

111126359

Thr Ile Thr Cys Arg
20

Ala Asn Trp Val Gln
40

Gly Gly Thr Asn Lys
55

Ser Leu Ile Gly Asp
70

Glu Asp Phe Ala Thr
85

Val Phe Gly Gln Gly
100

Ser Gln Val Gln Leu
120

Ser Ser Val Lys Val
135

Tyr Gly Ile Ser Trp
150

Met Gly Gly Ile Ile
165

Phe Gln Gly Arg Val
180

Tyr Met Glu Leu Ser
200

Cys Ala Arg Glu Tyr

Ser

25

Gln

Arg

Lys

Tyr

Thr

105

Val

Ser

Val

Pro

Thr

185

Ser

Tyr

FEESE A0101

Ser

Lys

Ala

Ala

Tyr

90

Lys

Gln

Cys

Arg

Ile

170

Ile

Leu

Tyr

Thr

Pro

Pro

Thr

75

Cys

Val

Ser

Lys

Gln

155

Phe

Thr

Arg

Asp

Gly Ala Val Thr
30

Gly Lys Ala Pro
45

Gly Val Pro Ser
60

Leu Thr Ile Ser

Ala Leu Trp Tyr
05

Glu Ile Lys Gly
110

Gly Ala Glu Val
125

Ala Ser Gly Gly
140

Ala Pro Gly Gln

Gly Ser Ala His
175

Ala Asp Glu Ser
190

Ser Glu Asp Thr
205

Ser Ser Glu Trp

Thr

Lys

Arg

Ser

80

Ser

Gly

Lys

Thr

Gly

160

Tyr

Thr

Ala

Ala

HFI4E - H101H(FIIFR)

1112037860-0



202241969

210

Phe Asp Ile
225

Ser Gly Gln

Gly Gln Arg

Ser Asn Thr
275

Leu Leu Ile
290

Phe Ser Gly
305

Leu Gln Ser

Ser Leu Asn

Gly Gly Ser
355

Leu Val Gln
370

Phe Thr Phe
385

Lys Gly Leu

111126359

Trp Gly

Ser Val
245

Val Thr
260

Val Lys

Tyr Ser

Ser Lys

Glu Asp

325

Gly Tyr

340

Gly Gly

Pro Gly

Ser Thr

Glu Trp
405

215

Gln Gly Thr Leu
230

Leu Thr Gln Pro

Ile Ser Cys Ser
265

Trp Tyr Gln Gln
280

Asn Asn Gln Arg
295

Ser Gly Ser Ser
310

Glu Ala Asp Tyr

Val Phe Gly Gly
345

Ser Glu Val Gln
360

Gly Ser Leu Arg
375

Tyr Ala Met Asn
390

Val Gly Arg Ile

FEESE A0101

Val Thr
235

Pro Ser
250

Gly Ser

Leu Pro

Ser Ser

Ala Ser
315

Tyr Cys
330

Gly Thr

Leu Val

Leu Ser

Trp Val

395

Arg Ser
410

220

Val Ser Ser Gly

Ala Ser Gly Thr
255

Ser Ser Asn Ile
270

Gly Thr Ala Pro
285

Gly Val Pro Asp
300

Leu Ala Ile Ser

Ala Ala Trp Asp
335

Lys Leu Thr Val
350

Glu Ser Gly Gly
365

Cys Ala Ala Ser
330

Arg Gln Ala Pro

Lys Tyr Asn Asn
415

Gly

240

Pro

Gly

Lys

Arg

Gly

320

Asp

Leu

Gly

Gly

Gly

400

Tyr

HFI5E - #1018 (FFIF)

1112037860-0



Ala Thr Tyr

Asp Asp Ser
435

Glu Asp Thr
450

Ser Tyr Val
465

Val Ser Ser

<210> 120
<211> 483
<212> PRT

202241969

Tyr Ala
420

Lys Asn

Ala Val

Ser Tyr

Ala Ala
485

213> AT

<220>

Asp Ser Val

Ser Leu Tyr
44()

Tyr Tyr Cys
455

Phe Ala Tyr
470

Ala Gly Ser

<223> ATLJyylziifit » FRZ Ik

<400> 120

Asp Ile Gln Met Thr Gln Ser Pro

1

5

Asp Arg Val Thr Ile Thr Cys Arg

20

Ser Asn Tyr Ala Asn Trp Val Gln

35

40

Gly Leu Ile Gly Gly Thr Asn Lys

50

55

Phe Ser Gly Ser Leu Ile Gly Thr

65

111126359

70

Lys Asp Arg
425

Leu Gln Met

Ala Arg His

Trp Gly Gln
475

His His His
490

Ser Ser Leu
10

Ser Ser Thr
25

Gln Lys Pro

Arg Ala Pro

Asp Phe Thr
75

FEESE A0101

Phe Thr Ile
430

Asn Ser Leu
445

Gly Asn Phe
460

Gly Thr Leu

His His His

Ser Ala Ser

Gly Ala Val
30

Gly Lys Ala
45

Gly Val Pro
60

Leu Thr Ile

Ser Arg

Lys Thr

Gly Asn

Val Thr
480

Val Gly

15

Thr Thr

Pro Lys

Ser Arg

Ser Ser
80

HF96E - H101H(FFIF)

1112037860-0



202241969

Leu Gln Pro Glu Asp Phe Ala Thr

Asn Leu Trp

Ser Gly Gly
115

Lys Pro Gly
130

Phe Ser Ser
145

Leu Glu Trp

Ala Gln Lys

Ser Thr Ala
195

Val Tyr Tyr
210

Phe Asp Ile
225

Ser Gly Gln

Gly Gln Arg

Ser Asn Thr

275

111126359

Val

100

Ser

Ser

Tyr

Met

Phe

180

Tyr

Cys

Trp

Ser

Val

260

Val

85

Phe

Gln

Ser

Gly

Gly

165

Gln

Met

Ala

Gly

Val

245

Thr

Lys

Gly Gln Gly

Val Gln Leu
120

Val Lys Val
135

Ile Ser Trp
150

Gly Ile Ile

Gly Arg Val

Glu Leu Ser
200

Arg Glu Tyr
215

Gln Gly Thr
230

Leu Thr Gln

Ile Ser Cys

Trp Tyr Gln
280

Tyr

Thr

105

Val

Ser

Val

Pro

Thr

185

Ser

Tyr

Leu

Pro

Ser

265

Gln

FEESE A0101

Tyr Cys
90

Lys Val

Gln Ser

Cys Lys

Arg Gln
155

Ile Phe
170

Ile Thr

Leu Arg

Tyr Asp

Val Thr

235

Pro Ser
250

Gly Ser

Leu Pro

Ala

Glu

Gly

Ala

140

Ala

Gly

Ala

Ser

Ser

220

Val

Ala

Ser

Gly

Leu Trp Tyr
05

Ile Lys Gly
110

Ala Glu Val
125

Ser Gly Gly

Pro Gly Gln

Ser Ala His
175

Asp Glu Ser
190

Glu Asp Thr
205

Ser Glu Trp

Ser Ser Gly

Ser Gly Thr
255

Ser Asn Ile
270

Thr Ala Pro
285

Ser

Gly

Lys

Thr

Gly

160

Tyr

Thr

Ala

Ala

Gly

240

Pro

Gly

Lys

HFI7E - #1018 (FFIF)

1112037860-0



202241969

Leu Leu Ile
290

Phe Ser Gly
305

Leu Gln Ser

Ser Leu Asn

Gly Gly Ser
355

Leu Val Gln
370

Phe Thr Phe
385

Lys Gly Leu

Ala Thr Tyr

Asp Asp Ser
435

Glu Asp Thr
450

Ser Tyr Val
465

111126359

Tyr Ser

Ser Lys

Glu Asp
325

Gly Tyr
340

Gly Gly

Pro Gly

Ser Thr

Glu Trp
405

Tyr Ala
420

Lys Asn

Ala Val

Asn Asn Gln Arg Ser Ser
295

Ser Gly Ser Ser Ala Ser
310 315

Glu Ala Asp Tyr Tyr Cys
330

Val Phe Gly Gly Gly Thr
345

Ser Glu Val Gln Leu Val
360

Gly Ser Leu Arg Leu Ser
375

Tyr Ala Met Asn Trp Val
390 395

Val Gly Arg Ile Arg Ser
410

Asp Ser Val Lys Asp Arg
425

Ser Leu Tyr Leu Gln Met
44()

Tyr Tyr Cys Ala Arg His
455

Gly Val Pro Asp Arg

300

Leu Ala Ile

Ala Ala Trp

Lys Leu Thr
350

Glu Ser Gly
365

Cys Ala Ala
330

Arg Gln Ala

Lys Tyr Asn

Phe Thr Ile
430

Asn Ser Leu
445

Gly Asn Phe
460

Ser

Asp

335

Val

Gly

Ser

Pro

Asn

415

Ser

Lys

Gly

Ser Trp Phe Ala Tyr Trp Gly Gln Gly Thr Leu Val

470 475

FEESE A0101

Gly

320

Asp

Leu

Gly

Gly

Gly

400

Tyr

Arg

Thr

Asn

Thr
480

$F98E - #1015 (FFIF)

1112037860-0



202241969

Val Ser Ser

<210> 121
<211> 494
<212> PRT

213> AT

<220>

<223> ATLJyylziifit » FRZ Ik

<400> 121
Asp Ile Gln
1

Asp Arg Val

Ser Asn Tyr
35

Ala Leu Ile
50

Phe Ser Gly
65

Leu Gln Pro

Asn Leu Trp

Ser Gly Gly
115

Lys Pro Gly
130

Phe Asp Ser

111126359

Met Thr Gln Ser Pro
5

Thr Ile Thr Cys Arg
20

Ala Asn Trp Val Gln
40

Gly Gly Thr Asn Lys
55

Ser Leu Ile Gly Asp
70

Glu Asp Phe Ala Thr
85

Val Phe Gly Gln Gly
100

Ser Gln Val Gln Leu
120

Ser Ser Val Lys Val
135

Tyr Ala Ile Ser Trp

Ser

Ser

25

Gln

Arg

Lys

Tyr

Thr

105

Val

Ser

Val

FEESE A0101

Ser Leu
10

Ser Thr

Lys Pro

Ala Pro

Ala Thr

75

Tyr Cys

90

Lys Val

Gln Ser

Cys Lys

Arg Gln

Ser Ala Ser Val Gly
15

Gly Ala Val Thr Thr
30

Gly Lys Ala Pro Lys
45

Gly Val Pro Ser Arg
60

Leu Thr Ile Ser Ser
80

Ala Leu Trp Tyr Ser
05

Glu Ile Lys Gly Gly
110

Gly Ala Glu Val Lys
125

Ala Ser Gly Gly Thr
140

Ala Pro Gly Gln Gly

HF99E - #1018 (FFIF)

1112037860-0
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145 150 155 160

Leu Glu Trp Met Gly Gly Ile Ile Pro Ile Phe Gly Ser Ala His Tyr
165 170 175

Ser Gln Lys Phe Gln Gly Arg Val Thr Ile Thr Ala Asp Glu Ser Thr
180 185 190

Ser Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala
195 200 205

Val Tyr Tyr Cys Ala Arg Glu Tyr Tyr Tyr Asp Ser Ser Glu Trp Ala
210 215 220

Phe Asp Ile Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Gly Gly
225 230 235 240

Ser Gly Gln Ser Val Leu Thr Gln Pro Pro Ser Ala Ser Gly Thr Pro
245 250 255

Gly Gln Arg Val Thr Ile Ser Cys Ser Gly Ser Ser Ser Asn Ile Gly
260 265 270

Asp Asn Val Val Asn Trp Tyr Gln Gln Leu Pro Gly Thr Ala Pro Lys
275 280 285

Leu Leu Ile Tyr Ser Thr Asn Lys Arg Pro Ser Gly Val Pro Asp Arg
290 295 300

Phe Ser Gly Ser Lys Ser Gly Ser Ser Ala Ser Leu Ala Ile Ser Gly
305 310 315 320

Leu Gln Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Ala Ala Trp Asp Asp
325 330 335

Ser Leu Ser Ala Tyr Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu
340 345 350

111126359 FEHH3E A0101 £1008 - #101B(F3%H) 1112037860-0
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Gly Gly Ser Gly Gly
355

Leu Val Gln Pro Gly
370

Phe Thr Phe Ser Thr
385

Lys Gly Leu Glu Trp
405

Ala Thr Tyr Tyr Ala
420

Asp Asp Ser Lys Asn
435

Glu Asp Thr Ala Val
450

Ser Tyr Val Ser Tyr
465

Val Ser Ser Ala Ala
485

<210> 122
211> 6

<212> PRT
Q213> ALFY

<220>

Ser Glu Val Gln Leu Val
360

Gly Ser Leu Arg Leu Ser
375

Tyr Ala Met Asn Trp Val
390 395

Val Gly Arg Ile Arg Ser
410

Asp Ser Val Lys Asp Arg
425

Ser Leu Tyr Leu Gln Met
44()

Tyr Tyr Cys Ala Arg His
455

Phe Ala Tyr Trp Gly Gln
470 475

Ala Gly Ser His His His
490

23> NTRFRFz 3l © AHioxti siEEg

<400> 122
His His His His His
1 5

111126359

His

FEESE A0101

Glu Ser Gly Gly Gly
365

Cys Ala Ala Ser Gly
330

Arg Gln Ala Pro Gly
400

Lys Tyr Asn Asn Tyr
415

Phe Thr Ile Ser Arg
430

Asn Ser Leu Lys Thr
445

Gly Asn Phe Gly Asn
460

Gly Thr Leu Val Thr
480

His His His

#1018 - #101B(F3IK)
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[ S0 H R S 5uE ]

GERELD!

—fE ¥ AN BCD33 Kk ANBICD3E AR B2 R AEERFE S $
i 88 (B i A (diabody) » HAZ FHEEMBEEE —FNAKE %
K B— 2 EA 2/ V0 (A 4 i > o] A g - HpE—
K&

(i) ¥ AFCD33E AR R M2 v & &E # (VH)LS B

(ii) ¥ AFCD33E AR R 2 v S E# (VL) &S

(iii) ¥ AFHCD3E AR R 2 VHEE R, > &

(iv) # AFCD3IE AR R 2 VLAEREE > A

HpfEg— 2 s VU] SR G =R

~ L2 L3DA T ZINE e A 4 3 78 %
VL(CD3)-L1-VH(CD33)-L2-VL(CD33)-L3-VH(CD3) ;
VH(CD3)-L1-VL(CD33)-L2-VH(CD33)-L3-VL(CD3) ;
VL(CD33)-L1-VH(CD3)-L2-VL(CD3)-L3-VH(CD33) ; &
VH(CD33)-L1-VL(CD3)-L2-VH(CD3)-L3-VL(CD33)

Hz B NBECD33E AR 2 2 VLE 8 & % 5 i SEQ 1D
NO: 212740 5k > B 2 FF 514H % 2 CDR1 ~ {138 5 f1SEQ ID NO: 28%
344H k2 B Z FP A 4H R < CDR2 K I SEQ ID NO: 35 £ 4140k 2 B 2 FP
5l 4H H¢ 2 CDR3 » H

Hz s NBECD33E AR £ 2 VAL £ 8 & i 5 ;I SEQ 1D
NO: 42% 484H i 2 Bf 2 FF H14H % 2 CDR1 ~ {138 5 f1SEQ ID NO: 49%
SSEHEC . B > FE 91 4H 0 2 CDR2 R [ 38 E 1 SEQ ID NO: 56% 634 hi .2

5 1 HEEHHEH A ERE)

C249060PA docx

111126359 FEESE A0101 1112037860-0
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Bt 4 H 2 CDR3
[#km2]

0013 SR TE | B S0 R g e (4B > B TP A CD33 A
2 VL& HEBE 2 CDR1  CDR2J% CDR3 & 8 1 1 LU T 40 1 BE 7
31 :

(1) SEQ ID NO: 21 ~ 28 &35 ;

(11) SEQ ID NO: 22 ~ 29K 36 ;

(iii)  SEQ ID NO: 23 ~ 3037 ;

(iv) SEQID NO: 24 ~ 3138 ;

(V) SEQ ID NO: 25 ~ 3239 ;

(vi) SEQ ID NO: 26 ~ 3340 &

(vii) SEQ ID NO: 27 ~ 34K 41
oRuE3 ]

0013 SR TE | R S0 R T e (T 4B LoD % B CD33E AT R
7 VH&E f#35  CDR1 ~ CDR2 % CDR3 5 38 (5 1 LL T 4 5k 2 BE 2 7 51 -

(1) SEQ ID NO: 42 ~ 49 K56 ;

[e]

(11) SEQ ID NO: 43 ~ 5057
(iii) SEQ ID NO: 43 ~ 5058 ;
(iv) SEQ ID NO: 43 ~ 5059 ;
(v) SEQ ID NO: 43 ~ 5060 ;
(vi) SEQID NO: 44 ~ 51k.61 ;
(vii) SEQ ID NO: 45 ~ 52562 ;

(viii) SEQ ID NO: 46 ~ 53 %63 ;

2 HEEHHEHHERE)

C249060PA docx

111126359 FEESE A0101 1112037860-0
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(ix) SEQID NO: 47 - 5463 ; &
(x) SEQID NO: 48 + 5563 o
i oKIHA]
WEEKH2 R A EHEETNE > HP W CD3BREAREM
<~ VH&Ef£ 3 2 CDR1 ~ CDR2K, CDR3 & #E 5 i LA N 8H Bk 2 B Z P 71
(i) SEQID NO: 42 + 49 56 :
(ii) SEQ ID NO: 43 ~ 5057 ;
(iii) SEQ ID NO: 43 ~ 5058 ;
(iv) SEQ ID NO: 43 ~ 5059 ;
(v)  SEQID NO: 43 ~ 5060 ;
(vi) SEQID NO: 44 + 5161 :
(vii) SEQ ID NO: 45 + 5262 ;
(viii) SEQ ID NO: 46 ~ 5363 ;
(ix) SEQID NO: 47 - 5463 ; &
(x)  SEQID NO: 48 - 55%63
[GF°KIES]
WEFE RHEI R EMNFHEEDE  HPZHCDIERRFENM
~ VH4 #3852 CDR1 ~ CDR2J, CDR3 % # [ FiSEQ ID NO: 72 7541
2 BE L A
[5°K7H6]
WEFE RHEI R EMNFHEEDE  HPZHCDIERRFENM
> VL45 f£35 2 CDR1 + CDR2 & CDR3 53 5 F1SEQ ID NO: 90% 9241
2 BE L A

[e]

5 3 HEEHHEHHERE)

C249060PA docx

111126359 FEESE A0101 1112037860-0
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GREED

WERKIEAZEFRIEPREEVR  HPZXHCDIARRREML
~ VH&E #1382 CDR1 ~ CDR2F, CDR3 & # H [1SEQ ID NO: 72% 7541
2B
GEREEN)

WERKIHAZERFRIEFREER  HTHCDIAEAREME L
VL4E 1§52 CDR1 ~ CDR2F, CDR3 & #E 5 (1 SEQ ID NO: 90% 924H ik
ZEEZFA

ar oKIHI ]

—TEH ABICD33 R NMHCD3IA AR R L R NESE & F
Ji BB {E JUAS (diabody) » HFZBRREEABE S U EE X
ik F—ZNEA 2 /DU EEEERE 2 TS e —

N =

(i) #fAMCD33EFRF RN 2 aT 2 E#H(VHES R

(i) #f AJACD33EHf5 21t 2 Al B E (VLS

(i) Bf AFHCD3E A5 &1t 2 VHES I > K

(iv) Bt AFCD3E A EIE Z VLG > 0

Ho G — 2 ko > 5% VO {IF =] 2 5 & 1% 35K (% 88 i ik 2 p2 e

» L2R L3LUT Z1 I P A 488 i 72 3
VL(CD3)-L1-VH(CD33)-L2-VL(CD33)-L3-VH(CD3) :
VH(CD3)-L1-VL(CD33)-L2-VH(CD33)-L3-VL(CD3) :
VL(CD33)-L1-VH(CD3)-L2-VL(CD3)-L3-VH(CD33) : =

VH(CD33)-L1-VL(CD3)-L2-VH(CD3)-L3-VL(CD33) -

5 4 HEEHHEH A ERE)

C249060PA docx
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HohZH ABCD3ZE AR £ 2 VLE s & & f1SEQ ID NO:
2240 v 2 CDRI1 ~ FHSEQ ID NO: 2948 5k 2 CDR2 & 1 SEQ ID NO: 364H
Bk~ CDR3 » H

HoZ ¥ ANBCD33E AR £ M 2 VHE B R & 1 SEQ ID NO:
4328 5% 2 CDR1 ~ [HSEQ ID NO: 504H B¢ ~ CDR2 K FHSEQ ID NO: 574H
% <~ CDR3 o
[55°K7H10]

WMFERIFIZ G R FREEGRE  HPZECDIAFRENE
<~ VH%S &3 2 CDR1 -~ CDR2 )2 CDR31% 47 BIFHSEQ ID NO: 72 ~ 73 K
IREER S s

s KIH11]

WMFERIFIZ G R FREEGRE  HPZECDIAFRENE
~ VL& 18 2 CDR1 ~ CDR2 K, CDR3{4 47 5IFHSEQ ID NO: 90 ~ 91 &
928 Bl Z A1 -

[55°K7H12]

—MEMFERBEIZNFE-HZEGREE RS RERE 2 H®
HABMAREEHLUGHRCDI3EE 2 B4 -

aAKIH13]

W KIH12Z @ - HPZCD33EE/SEFHEEE LK
(AML) ~ Tk E B4 M B % (ALL) ~ Fide B4 AR S 41 5
MR~ Btk AR - 2RUEFERE  SERERE - SR RE & 8K
288 B8 1R B B A BKME B % (CMML) -

[F5°K7H14]

55 HEEHHEHHERE)

C249060PA docx
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WFEKEI12Z ik > ez CD33YEE K=t &t g miR
(AML) -

[E53KIH15]

spoKIHI14Z iR - HFZAMLE R AESMNEERE Z AML -
BEREBBEXEABMHBESLZAML - GFEHEM 2 BHEEY - B
B A~ B1fE KE % B (Down syndrome)#H B 2 & %8 3 4 (Myeloid
proliferations) ~ ER &l AR M L A0 A B B ZE Al B BB R SR BOh o A 2
AML -

[E53kH16]

WEERKIE 142 FH® » HF 3% AML B AML-MO - AML-M1 - AML-
M2 ~ AML-M3 + AML-M4 + AML-M5 - AML-M6E; AML-M7 -

arKIH17]

WEFRKHFE4EI6FE—TH 2 H ik - Hd sz AMLE 22 Briy
SRV ECEB TERY
[E53k7H18]

WMEFRKIE12Z g - Hd ez B % ot —F 85 LT ek R 3
LUN 6F ¢ [] B B B (cytarabine) ~ P] %% ffg F (azacitidine) ~ 3 py ftfl /%
(decitabine) ~ B ¥Z (anthracycline) ~ % 7 fil /& (fludarabine) ~ &£ 1 &
(clofarabine) ~ 72 fi fTi J& (cladribine) ~ %3 il J& (nelarabine) ~ fg Y I 1%
(methotrexate) ~ i & &£ 2K (bortezomib) - | JE £ 2K (carfilzomib) ~ E £
fr (melphalan) ~ {¢ % % JZ (ibrutinib) ~ ¥b F] & f% (thalidomide) ~ & FI| &£
i (lenalidomide) ~ A & & f# (pomalido-mide) ~ [ & 87 %5 (apremilast) -

7% W [ 3 % (epipodophyllotoxin) ~ B fif (anthracenedione) ~ #{ CD20%]

5 6 HEEHH A ERE)

C249060PA docx
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BCHAHE -
[55°K7H19]
—EMFRFAIZNFE-HCEGEREBHEGEGR 2 AR
HAHEMNHEZERLUERFHEE S N BIEMBER (MDS) 2 B8 5 -
[55°K75H20]

WHERHIOZ AT HEEENZBE#LE P& LT HE
MR LLNGM - MR E - MRS - WmatiE - B8’ - L0y nE
(amsacrine) ~ @ ZEHE - FOEALE ~ WAIJEE - RALE - BEHIER -
ok ~ RIEESR ~ EiEdm - REBE - DHER - EHERE -0
R~ T - RAEEFEER - AR - FICD20EECHE S -

I

cl+

5 7 HEEHH A ERE)

C249060PA docx
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