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A polypeptide having a heavy chain variable region and/or light chain variable region that specifically
binds to Ror2 protein as well as antibodies and antibody fragments containing the heavy chain variable
region and/or the light chain variable region that bind to Ror2 protein. Pharmaceutical compositions and
kits comprising the polypeptide or antibodies and antibody fragments containing the polypeptide are also
provided.

5 RAHE



202434312

1.4

1.2

0.8
0.6
0.4

0.2

40 ng mAb

pH 60

TW 202434312 A

pH 74 cH &0

40 ng mAb/1h 60 °C

eH 74

humAO3C0O5-CAB (¥

F353949) - BAPO48. 7-humC02D09-CAB
950) K. BAP048 T-humAO3FO1-CAB (45343948 -

I A
947) « BAP048.7-

(5]




20243@@% : 113118792
o

CIS]

E LAY

QEEEEEESTD
fi-ROR2fAE ~ PifEh Ex ~ HREGEY RHERHE
EEEEESD

ANTI-ROR2 ANTIBODIES, ANTIBODY FRAGMENTS, THEIR

IMMUNOCONJUGATES AND USES THEREOF
(2]

RPN — R 2SS N Ron2EQH 2 BA Hifl i) 8@ K/
el E 2 S - LRGSR RonREHE Z&H % Hifl 1] 2 & K /20
A SR R RPIER E - NMEfE e ZINETZ IR ZRE K
e R B SEEHEY REH -

(53]

A polypeptide having a heavy chain variable region and/or light chain variable
region that specifically binds to Ror2 protein as well as antibodies and antibody
fragments containing the heavy chain variable region and/or the light chain variable
region that bind to Ror2 protein. Pharmaceutical compositions and kits comprising
the polypeptide or antibodies and antibody fragments containing the polypeptide are
also provided.
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AEFAROr2 Z 45 5 Y& 10% » AEFEEHE G 5 - 45 & FYRor2 Z JiAs HY A B
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— R EBEHE - WAXHE M > rsE " £ ML & (specifically
binding/binding specifically) ; EFHHiAG 1] & & s(Fv IR E fi /7 DAL B
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C AR R B o BEAREE 2 F R € B LIS SR AR - /N RE A
 JE/NAHREATE - BRRE -~ AREHINEE - BERRE - ATAIATRE - BBE - BR
B ERB RS - T B SE - WS - BT (iver cancer) ~ fEE
R - AL SRR EBERRE  TENENTERE - ERE
B AT 92 (liver cancer) ~ FIFIRRSE ~ SMEEHE - HRBRE ~ BFE
(hepatic carcinoma) ~ H MJF K H AL E 8 45 E > K& 1850 A HY BH 57

M=
[=T= S
iy

B

, m ,
E H E

AR > i AR AR VERTE L R TR | (iR SR
e — R 2 A A R« A — (RS 4UR A LI B
B -

11 HEETEREE)

C265524PA docx

113118792 FEESE A0101 1132026808-0



202434312

WASCRTH - e TEREEE ) GiEERNaFERE A LEES
) o \LEIEHEE 2 B OB FEREALE - 58 0B Kk (thiotepa) K 35 ik B fx
(cyclosphosphamide) (CYTOXAN®) : hx B ff £ fis - 5 40 H JH %
(busulfan) ~ 3 PN £F L (improsulfan) & UK 75 £F ML (piposulfan) 5 % P B
(aziridine) > FEWI AR (benzodopa) ~ KK fE (carboquone) ~ K% E
(meturedopa) & LA 2 E (uredopa) ; fift £ ool ke R =@l - BLRE /N H
25 (altretamine) ~ i fthf#% (triethylenemelamine) ~ = {h £ B Wk B f ~
OB (OB Bl i e = RS B = E g i (0 H A LA
(bullatacin) & ffi fif fi =% fii (bullatacinone)) : §-9- VU &, K ik 7 (fT K ik Bp
(dronabinol) > MARINOL®) ; B- fif 4 fd (beta-lapachone) ; fiI M
(lapachol) ; £k 7K {ll] i (colchicines) ; #E K B (betulinic acid) ; == #f g
(camptothecin) (0 ¥5 & B 28 (ML ¥ 40 #1 &5 BE (topotecan) (HYCAMTIN®) -
CPT-11 (ff37.% FE (irinotecan) » CAMPTOSAR®) ~ Z A=/l - HE
% 7 (scopolectin) & 9- g B S 1ol i) + & &F &2 3= (bryostatin) 3 JBIFEH R
(callystatin) ; CC-1065 (£ & H [ % 5 #r (adozelesin) ~ —F # 5K ¥
(carzelesin) f Eb #7 2K ¥ (bizelesin) & s B L %) © B H #F &
(podophyllotoxin) ; 52 I/ (podophyllinic acid) ; & &)1 £ (teniposide) ;
SEREIRK (cryptophycin) (L HFEHFEAL (cryptophycin 1) & 3¢ 3 6 ik
8) : /%3 & (dolastatin) ; &% B F& (duocarmycin) (B & ALY -
KW-2189 F» CB1-TM1) ; ¥ #4 Z£ }& Z (eleutherobin) ; o | BE OT
(pancratistatin) ; ff% B (sarcodictyin) ; G473 2 (spongistatin) : &
7F (nitrogen mustard) - 2 41 2% T B & JF (chlorambucil) -~ Z & 7

(chlornaphazine) -~ % % i % (chlorophosphamide) -~ fff £ 5] )
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(estramustine) -~ 2 IE B BE % (ifosfamide) ~ BHH B — (& 2 £ ) &
(mechlorethamine) ~ E&E iz &5 BH £ — (& 2 £5) I% (mechlorethamine oxide
hydrochloride) ~ &% fy(melphalan) ~ ¥ E I (novembichin) ~ JE &l % oK
Z. B & 77 (phenesterine) ~ % & & & T (prednimustine) ~ i Bk f#
(trofosfamide) ~ FREZELE E FF (uracil mustard) ;> Soff Ak » 2 FEF])T
(carmustine) ~ & I8 B % (chlorozotocin) ~ fE & 5], ] (fotemustine) ~ )& 5
5] T (lomustine) ~ [EE 5] T (nimustine) & & 5% 5] ;] (ranimnustine) ; 74
Z 0 B R B (B0 R & E E (calicheamicin) » LHRFEFEy1I
KEFHFEZE oIl (2R F 40 > NicolaouZ A, Angew. Chem. Intl. Ed.
Engl., 33: 183-186 (1994)) ; CDP323 » —fi&% Ho-4E- S HHIE] 5 3@k
¥ (dynemicin) » BFEE KA T RETIE I3 (esperamicin) 5 LUK HT I
EO¥CEAHECEGR " BRRAERXECE) M@ E
(aclacinomysin) ~ A &f & 2 (actinomycin) ~ ZZ %M 8 & (authramycin) ~ {&
F & Bg F& (azaserine) ~ fH 2K il & (bleomycin) - L & B = C
(cactinomycin) ~ KHI[E 3% (carabicin) ~ JE4[{# & (caminomycin) ~ FEEE
Z (carzinophilin) ~ {2 Z (chromomycin) ~ JW4FE ZD (dactinomycin) ~
JH 5% f# Z (daunorubicin) ~ #FCEE B (detorubicin) ~ 6-E &5 -5-H| & E-L-1F
H 2 -~ /N4L & (doxorubicin) (B FHEADRIAMYCIN® - N-IE Uk £ - /N&T
v AN IR A -/ NAL & ~ 2-MEOR Ik A -/ NEL & ~ /NLEHCIIRE RS E 5T

B (DOXIL®) ~ A5 B /N ETLC D-99 (MYOCET®) ~ B 2 (LA E /N

I

«T (CAELYX®) K 4 & /N 4L (deoxydoxorubicin)) ~ F ZE [k &
(epirubicin) ~ {XZE [t & (esorubicin) ~ {7z L & (idarubicin) - ffHZEEE

(marcellomycin) ~ & X B & (mitomycin)(sE W& H B R C) ~ Bl &
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Sk

(mycophenolic acid) ~ FENNEIZE (nogalamycin) ~ & Z (olivomycin) -
1% % 8 & (peplomycin) ~ O JF & f# & (porfiromycin) ~ IE % f &
(puromycin) ~ ZEHFEZE (quelamycin) ~ 2 % [ & (rodorubicin) ~ §HEEZE
(streptonigrin) ~ ## R & 2 (streptozocin) ~ %45 fZ H % (tubercidin) ~ 7K
ZE o] (ubenimex) ~ ¥ 5 i, T (zinostatin) ~ /£ Z L &2 (zorubicin) ; 7 1L &
Yoo & W B B UE 1% (methotrexate) ~ FH P il /& (gemcitabine)
(GEMZAR®) -~ Efil% (tegafur) (UFTORAL®) ~ K1t /& (capecitabine)
(XELODA®) -~ £ #f f& & (epothilone) % 5- &, FR "% IE (5-fluorouracil) (5-
FU) © BERIA L) > 58 20 % 35 7 28 (denopterin) ~ B JgUR IS ~ R ZE 15
(pteropterin) ~ Hf 5= /b %F (trimetrexate) ; MR AL Y) » SE W& ZE AL E
(fludarabine) ~ 6-%i Z£"E 5 (6-mercaptopurine) ~ i BRIE S (thiamiprine) ~
Bt & 20 (thioguanine) © WEUE MUY - 58 W04 PH it/ (ancitabine) ~ %%
Al & (azacitidine) ~ 6-% R £ (6-azauridine) ~ £ E & (carmofur) ~ [o ## jg
£ (cytarabine) -~ #8 £ & FR F (dideoxyuridine) ~ £ & & R H
(doxifluridine) ~ {5 fi )& (enocitabine) - & fK & (floxuridine) ; [ =
(androgen) » ZE U K & £ (calusterone) ~ N & & 7 I fd (dromostanolone
propionate) ~ IE ffi Jif i¥ (epitiostanol) - 3E J# f5€ (mepitiostane) ~ =2 A fig
(testolactone) ; B FRE%E » I E KYF (aminoglutethimide) ~ SKIG3H
(mitotane) ~ B )& =) #H (trilostane) ; B2 & 708 - £ 40 52 ZE [E (frolinic
acid) ; [ & BE N F5 (aceglatone) ; [ Wk FE B ## 7 (aldophosphamide
glycoside) ; f#E A BE NS (aminolevulinic acid) ; B RIZENLE (eniluracil) ;
ZZ0Y Bg (amsacrine) » EHHT A PY (bestrabucil) 5 EE 4 Ef(bisantrene) ; W2 Hf

vi (edatraxate) 5 15 35 (L JF (defofamine) 5 £k 7K All] B (demecolcine) ; 0V
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Mt (diaziquone) ; X 18 >k 3% (elformithine) ; ¥ F| [ #% (elliptinium
acetate) ; MR Z (epothilone) ; {KELIZE (etoglucid) 5 B ELER + AR
(hydroxyurea) ; JE 4k % f# (lentinan) ; & /& Z£ 58 (lonidainine) ; fHEEB &
(maytansinoid) - £ 403 & Z (maytansine) [z Z2 44 B 2 (ansamitocin) ; N
BB (mitoguazone) 5 KL E FRE (mitoxantrone) ; B [EZEJEE (mopidanmol) ;
__W# B 0Y BE (nitraerine) ; "E 5]t ] (pentostatin) ; FLHBHEH (phenamet) ; O
Z [k & (pirarubicin) ; & & BE (losoxantrone) ; 2- 2 £t fi B (2-
ethylhydrazide) ; N | B2 Jiif (procarbazine) ; PSK® % fif ¥ & ¥ (JHS
Natural Products, Eugene, Oreg.) ; T {£ %4 (razoxane) ; fE EH &

(rhizoxin) ; PHZEIERE (sizofiran) ; MEfE#E (spirogermanium) ; 43 # fE &

>

fdl /% (tenuazonic acid) ; = gof# AR (triaziquone) ; 2,2',2'-=8F =/F ; &
I f B % (trichothecene) (JLEHT-25FZE ~ FBAEMMA (verracurin A) ~
fOE Z A (roridin A) Xz 7 217 (anguidine)) ; R {% (urethan) ; & F 3%
(vindesine) (ELDISINE® - FILDESIN®) ; 7z -FE & (dacarbazine) ; 5
%, 7~ (mannomustine) ; — J& T & B¥ (mitobronitol) ; — J& # ¥ [E
(mitolactol) ; Nk’HJR KE (pipobroman) : JIPH 4 2 (gacytosine) 5 [l 1L {H
 (arabinoside)( " Ara-C | ) ; BEE R (thiotepa) ; B0 (taxoid) » 40K
R A2 BE (paclitaxel) (TAXOL®) ~ KPFREMEZE&HEND LERE
< &= ok KL+ 3 B ¥ (ABRAXANE™) & % /% %% 12 B (docetaxel)
(TAXOTERE®) ; Z& T & &, FF (chloranbucil) ; 6- & {8 & IE 14 (6-
thioguanine) ; %i "Z % (mercaptopurine) ; HHfFIEIS g 857 » 25 40H 0
(cisplatin) ~ B b F| $7 (oxaliplatin) ( %] 40 ELOXATIN®) kK £ $H
(carboplatin) ; f£FIG(vincas)(HTEWMEEH EE LR LME) - BiE
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E F (vinblastine) (VELBAN®) -~ & & ¥ (vincristine)
(ONCOVIN®) - £ F 3% (vindesine) (ELDISINE® - FILDESIN®) } &
% ¥ & (vinorelbine) (NAVELBINE®) ; {X 5L 70 & (etoposide) (VP-16) ;
IR Bk BE B (ifosfamide) ; oF £ B R (mitoxantrone) : H i VU & = %
(leucovorin) ; K FCE B (novantrone) ; {{¢ 2 B /D (edatrexate) ; T &L =
(daunomycin) ; FFEIEIS (aminopterin) 5 I ik B EE (ibandronate) 5 #i1E
R B 40 &) B RFS2000 ; — & H & B f# B (difluoromethylornithine)
(DMF®) ; il = & > 55 40 ¥ = B& (retinoic acid) > B & H ZF & T
(bexarotene) (TARGRETIN®) ; EEREE2ER » =E 40 & E B B8 58 (clodronate)
(22 ] fn > BONEFOS® = OSTAC®) -~ & & ik & (etidronate)
(DIDROCAL®) ~ NE-58095 ~ Mt 3 figf fF / M 3 il B2 (zoledronic
acid/zoledronate) (ZOMETA®) -~ [ 5 B & (alendronate)
(FOSAMAX®) ~ i1 K i B B8 (pamidronate) (AREDIA®) ~ & & [k [E B8
(tiludronate) (SKELID®) = K| ZE jif iz EE (risedronate) (ACTONEL®) ; Hi
/b Al 7F (troxacitabine) (1,3- ~ SRR I ZEH REEBADY) » KEEX
Hle > CHA S (E IR E B S o PR AR A A B AR 28 F
fZE R’ > sEWPKC-a ~ Raf ~ H-ras &R K £ RN T 2R (EGF-R) : &
I THERATOPE® E i & AR EEEE » HITALLOVECTIN® %
B - LEUVECTIN®Z 5 & VAXID® & 55 5 1 A7 ¥ 1 22 18 Wi 4111 1) 250 (5] 40
LURTOTECAN®) ; rmRH (#H|#1ABARELIX®) ; BAY439006 (ZHIIEE

NS

M
4k

Hi

n
1-

(sorafenib) ; Bayer) ; SU-11248 (%7 )& & & (sunitinib) > SUTENT® -
Pfizer) ; UK 3718 ¥t (perifosine) ~ COX-2 f]I i) 7 ({51 40 28 N £ Afi (celecoxib)
B {{< fth E 1 (etoricoxib)) ~ & 5 I§ 58 ] & & (] 20 PS341) 5 W% £ oK
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(bortezomib) (VELCADE®) ; CCI-779 ; % [ ;£ J& (tipifarnib)
(R11577) 5 ZHLIEC (orafenib) ~ ABTS10 5 Bel-240IH1A » 3840 B F B AR
7 (oblimersen sodium) (GENASENSE®) ; UL E g (pixantrone) ; EGFR{]
FIEN( AT X ER)  BERAIBIGEE(2R T X ZER)  GETE-6F
Mz I % g A1) A1) ) - 5 40 EE H B 3R (rapamycin) (P4 £ 5L 5] (sirolimus) >
RAPAMUNE®) ; kAW B 8 1 B 1l &1 & - 55 20 7& A8 )% JE (lonafarnib)
(SCH6636 > SARASAR™) ; R DL F{FE—F 2 » BE8EEE ol W - %
BTAEY) AR REERIF 2 BB E DL EHYAHE  sEWICHOP - R
Bale ~ NALE - RESWBROBER CHEG AR 2SS 0 KFOLFOX » H#l
5-FU K H G NS B i 4H & < BV S8 (ELOXATIN™) 5 i, < 385 )5 22 1Y

a

W -

WA SR E #2 ZALER /G BRI AL 15 F 2 HA & ~ JRCEE ~ TH B =Tl 1) =T fie
EEEER OMEFEMAN T HUNER ) 2T N UERER o ARG
WE > BFEAEARR) - BRR G RO /45 PUR AR 2 U R - BiE
5 5 (tamoxifen)(NOLVADEX®) ~ 4- ¥Q & il 5 5 25 ~ & 3w oKk 55

4.
(toremifene) (FARESTON®) -~ I % & 7% (idoxifene) ~ g )& &

N
S

(droloxifene) -~ & % & My (raloxifene) (EVISTA®) ~ g & &

N
S

(trioxifene) ~ & /% & % (keoxifene) k& ¢ 12 M: Mf ) & 52 BS 5 671 B (SERM)
(FE W SERM3) ; N EFREBF M ATl RE - 550 H 45 8
(fulvestrant) (FASLODEX®) Kz EM800( ]t %5 %2 7| =] [H & i 751 3= <2 88 (ER)
O {IHIDNAGS &~ WINERER K /B FIER & 8) © 77 B EGHIHIAE -
B E R 55 & e &0 8 > 55 W0 e 2= 5] 3H (formestane) J (% 75 25 3
(exemestane) (AROMASIN®) - Kz JEHAE 5 57 7 B f1 & - 58 0 fey 70 ity e
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(anastrazole) (ARIMIDEX®) ~ #K ffi: (letrozole) (FEMARA®) & it & f
5 (aminoglutethimide) » Kz H Al 77 7 B #I & &l > &% (K 2 " (vorozole)
(RIVISOR®) ~ /. fi% H i Z2 il (megestrol acetate) (MEGASE®) ~ 2 fif M
(fadrozole) K 4(5)-BRME ;&= 88 3 3= FE OB R (e WA - &L #5572 N 1L 18
(leuprolide) (LUPRON® F; ELIGARD®) - & £ B #k (goserelin) ~ £ 45 ¥
R (buserelin) K i1 5 B #K (tripterelin) & MEHAE R > SFEHERGEN LR
B i %2 [l (megestrol acetate) & £ [ B ¥& %2 [l (medroxyprogesterone
acetate)) ~ WM M ZE (58 W C M W By (diethylstilbestrol) &z & &F & #K
(premarin)) K 3 22 /32 17 52 22 (GE 40 % HH S2 Fid (fluoxymesterone) ~ FTH &
717 = B K IR i B [T (fenretinide)) B E]Hd (onapristone) ; #iZ2ff ; M
R 2R T EI(ERD) © Hi kR R - 58 20 @ il B (flutamide) ~ JE & B
(nilutamide) k& EE & Mz (bicalutamide) 3 DLR DL BAE— Z B 4552 b ol 4%
2 B BEETAEY) AR DA R BERI R 2 W E BN B LA ERYAR &

WASCET R - ilgsE " iR& L PURS 545 B R/ B i &~ — 30 o0 2R
Fr TE AR B TE - 1 a% B R/ BB g BB B0 O SRR S A B 2RO B A
HYiAg -

WASCRTH - esEbiie 2 "R riE R E# A BEA W E MR
EEHVERE - FFAE DA BRI PR - IgA ~ IgD ~ IgE ~ IgG RIgM »
HiItFHifed 2% 00 #—F 0k H(EA) > #lalgs ~ 1gGs
IgGs ~ 1gGy ~ TgA | RelgAs » $HIER A [EHE 5 2 e BK B B 2 55 9 1A e 38 7 1
Mo ~d~e~ykp-

WASCHT A - fiasE T ROFME DS o BRI LR IR T 2 R F
TEeA IR MORE R 2 R T EEEM e - EEERE S 2 REE
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IR R R EE Ry pHE ~ E S iy AL Bl R NEBEBE = E ~ K
F o BERAVEEERE K ESERE - B0inE - RIS L
AR N AP IUEME > B EEGVERR TR EORE T EAVENE o £ —
hE T o RSP IR S MR BEEIE N - EEEE T FE
ZAANERYRE N E RSN - BT RSB LREE &
HpH 7.2-7.8f R {IEM: - BB VIR T &£ ZBEM:pH 5.8-7.05¢
6.0-6.8 T & HJEME o {1 i (3R 5 o 17 4L 30 E IEIE T & £ R0 HY EL A R
> HIRET AR fT-Ror2 Ji g B1Ror2 HA A B &8 G R A1 JT Y A S8 2 R
-

AR - 0B E R Ror2)EME 2 fig a8 T 2Rk ) R IEZ B8
Wiy~ SBAE (5 9 R > HEARCREHAE(L o 7 L FAE R - 2B
g < MEETE > ATA MY u] R B MR RY B2 B8 U8 I AT RS HA o T
(BIANACHS) 2 S & #E—F a1 L - BEZRHME L ZAEEFE R — X
flr & AT - BN S - TS amEE > fla % - =Z8F - DIENRE
[E2zieEey  w#eViTaaE -~ E8EYE > NHUEEREEESY
(homomeric complex) » 4 - ¥l E & £/ VR(EFFEEEBYE
IR R E RS &) (heteromeric complex) o # &) H] H B 40 1E & 2028
SR ALZRNMEEE FBERIAE - EEYP RN Rz 2 —
B0 Ry RN ATEL -

AT > g T AR AR R INGTE ) BRI IERINEUE R N FH R
A AE RN EaYEEEEY) - NIEL - d0RE 4 RS0 ] R 28 T S I 4l
B s e 2 ] o A AR R A B 2 EC A 8 1) B0 45 48 55 B GO/G 1 TH A Bk
M 571 BH 7 FH B 4 A 48 301 7 2 U] - AR (B fi-Her2 471 B2 B 2 BR B 41

oT
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(trastuzumab) (HERCEPTIN®) &% EHGO/G 1 [H Hr 4l i A& & A # B89 &
B - &% s MEPH BT B B 15 R B AC (RE R K KB ) - =120 (taxane) 11
RIPE A BRI HIA - B0/ N5 ~ LSRR ~ BHEEE - G0 F & 1E
KEE - [HFG 2 sz FERJRR A FISHATR R » PIAIDNAGEEALR - &4
fit & %5 ~ B JCHA (prednisone) ~ ZEREEE ~ HE (R LE)ME ~ IHE
HH RIS~ 5-98 R W e B PR o ECAth & 51 9] & 5 Mendelsohn fz Israel
4% , The Molecular Basis of Cancer, 5 1%, & f4 & " Cell cycle
regulation, oncogenes, and antineoplastic drugs ; , Murakami’Z: A (W.B.
Saunders, Philadelphia, 1995),fIA155 13 © SRAZIE (V- IHERIZER R 2 4
SEB)RIFEE SRR ZEEY - KEREBONEZH 2 G KB
(TAXOTERE®, Rhone-Poulenc Rorer) {4 & F ¥ % ¥ B2 (TAXOL®,
Bristol-Myers Squibb) Z & ALY « KPR RIZEE K 206 S 1285 (e i
WE BWMEED _BEYHE MY LREESREME - HEEHH G
T ZHGTH

WASCET A 2 ilosE " MRS MEE] ) G FE IS s e A T e R/ B S
FEA AR SE T B EE 2 8 - dRE S MBS (B A TR B U 1M [B] fir 2= (61
AIALT - I3 1125 L Y90 L Re!'86 + Re!®® ~ Sm'® + Bi?'2 ~ P32 . Pb?'2FLu
B HT MR R ) - AR IE BB BCEE Y (B a0 B ek ie ~ 1R D R
(adriamicin) ~ R FLEY(REHE® - REW - RLOT) ~ NLE
EiAm o GREEC -~ FTHEITT - HaE BRI AR 4RI
Bl Mg H R OO PLAER S BE > BN/ BRI
C BE - YEEYKR L BEIRETER > GEHR BER/EERE
AR AR B o 2 & T i il g s A -
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AR - flosE " BIIREDE ) GRERAMERFEE SR 2/
MR R ZFERRESEHREE—ZIREE(Va- Vo) i 85 AT 35 (VL)
HY EE 4 RSB Ik (Vi) o 8 P50 A 28 TR DA 15 (5] — 8 F 2 W [ ] 28 3 2 P FS e
ACTEYE R T > I (E A B B 5 — R G sk AC Y - HE £ W (F DR &S
G fir B -

WASCETA > firsl T OAEAERS ) iR Y EEEE S ETE
PEEC ] BRI B AT AR i P AECTC Z AR E - 8 Y =] (2R E
ZREMEHEFEEATRFO)LUT © AR ~ 26 ~ AR ~ el
B~ BOCECE R B R B R E M 2 oy B T 0 AT RE i U R
A 731 BT 5 R RS i H A b R BNR R e ME (R M 2 o 1 B T - HTAR
BRI B R AL oy T4 F R FE B0 1El - 2 FMEEEE 2
B B0 R W R By e W oy T B IR RO B T

AT > flrsd " 2 ) (R T E (8BS B R UM E < 5 IR
it E (F RS H AE & B A RIFEURE - BARREURE L (#7% < F& (P40
B YRS BT BB AR AR ~ B L PE R BB E AR 2 R E) KR B R
7% (therametrics) (51 40 &5 A 932 2 7 ik LLIE (2 BA 5y U6 B UE S i 2 &
) o AE—SE AT - A 20 7RIS H A (R BT E -

WASCHTH - flasg " 2 EE ) s A R R EN B AR 2B E
HY.Z 571 o s2 B Al [0 {8 3G Btk ah i B - W (2 B BIA B B0 n] EL 58 401 1%
HEEME R L EEIE S -

AR > flosg " SUELIEE ) BRIEETRANR B ZFcB 2ZFAE
Pt - HINGUREFE R £ - URRSUET I B O EE © Clodd & KM
{HEMEAIAE L (CDC) © Feiz e & ¢ PLis (K M 4l g B 2 diAE = 1%
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(ADCC) ; HFUEf{EA + IR E 25 (BB 28 2 HE M © kB4
A& AL -

WASCFTH - flasB B RI(PINE EEREcY) < " A& BRIEEFA
B RFE NARSUESREIAEL AT ER L E

WA - flose "Feld ) IMERSA 2V —EnRER Bk
BREH E# 2 Clilid - #Zilosd G R AR IFclE KB RMFcE - f£—#E
HaflsE - ANFHlgGE#Fcl& 5 Cys2268¢ H Pro230 L fif 2 B §# 2 78 Bl - 74
i > Feli Z Cli # e B (Lys447) o] (FAE B A AL » BRIEA S S5 INERA -
& AllFeli 8O 8 & B A I R A 2 RSt (R IRIBEUGR S 24 » /18 BEUR
5| » #1KabatZE A, Sequences of Proteins of Immunological Interest, Z55
AR, 3% B 2 3L 4 % (Public Health Service), 3= Bl B % 5 &£ W 52 B
(National Institutes of Health), Bethesda, Md., 1991 Hf7 3t -

WASCFTH » flosE TSR, B0 T FR ) BEGER S 2 E(HVREE #
FZHI-3 gl oh 2 L1 -3) R AAD 2 5% o] B A - a8 s 2 FR—fi% iy
PU{EFRIZAH Y © FR1 ~ FR2 ~ FR3 )2 FR4 » A » £ Va(2 VL) FTHVR KX FR
FEF—fE HER LT S # © FR1-H1(L1)-FR2-H2(L2)-FR3-H3(L3)-FR4 -

firsg " eREEE ) ~ T EEIE K ahii ) REEeEES
HI SR (& (Vu B Vi) DUR S 3 1R 78 38 (CL) fe S 1AL E 38 CH1 ~ CH2 K2 CH3 2
PURS o TR I ] Ry [ AR P HI AL TE 38 (19 40 N R iR AR e 2 AL 38) B G B A i
Frrlseg - RH B WEm s EARFIINE » &RIEAEBR A
G "R, c FHELEEERN . 2 &I  TgA ~ 1gD ~ IgE -~ 1gG K
IgM > AtFEHfES 26 M E—F ok " 8, (F8) > #laigGl -
IgG2 ~ 1gG3 ~ IgG4 ~ TgA K IgA2 o HER AR5 & FUAs < B 6 1A 1€ 5k
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T RIS Fyo ~ O~ e~y Fep o AEERIZ REBE H YT B T&E s K =44
REELAAL -

WASCRTH - e "M, - TEEMAENR, R T 4R
BY ) n g B GECSIANEZEE M - B IEAAE 2R 1R
mEMMERE T EAR ) R TEAAN, o HERE O RE AN R
HZBRAFSEEARE - #RZZESEVRSAETE A E2MEE -
BHRE & A S - ACEFEST R A A iy i B2 2 Y B A M [E D RE
SAEYEMEZ AR A

WA - iesE " NEPiE ) GEAU TEERFIIZUiE » %
M AL P 51 S HE S i AR B R AR B 22 2 2 Fi e B B (8 AP RS R
FECHAt NEEPURR RIS AP Y1 2 I N BT Z Diie HY R A BE e 71 - ANJETRS
ZWEEREREEIEABIRE aRE 2 NRETE -

WA > il " NBELEEAE ) GRS ABERERED VLE VY
BRI BEETRE FE L HERREENER - —KiNsE - AHEREK
EEVLE VA BRES I Z7H - —fKkiis > YT HED
KabatZ A, Sequences of Proteins of Immunological Interest, %8 A iR,
NIH Publication 91-3242, Bethesda MD (1991), Z1-3%&5% 7 T4 - f£—
EEHEH T - BHVL > FeHGWKabatF A, @ Fd > F4Hc 1o (£ —{HE
FaBI > ¥ Ve - TG KabatF A, [F] b f 2 F4HIIT

WASCHT A - flosh " ABE ) il GiEE S K EIE NEHVR 2 A
Bz iR A f Ak B ABAFR Z i AR R A I S Dk - fE RS FE AT - A
ek e 20— LB W E S 2 '8 Eei - Hf2iisiEE8
FEZ&HHVR (FI0CDR)EHEFIE AT TIARR ZHVR » A& HEH F 25

5 23 HEEHIEREE)

C265524PA docx

113118792 FEESE A0101 1132026808-0



202434312

BEEN NEFIR ZFR - ABIEREBEBE R TR ERE NS5
AR IELE &Ry 2/ —8 o « PLER(BIWIE NI 2 " AP, FBEC
KRENBLZ iR -

WA - flish " S8 &, 5 "THVR | GRigHiE T &P L 77
FEASSMR/PHERE FERZR(TSER ) ONSEE - —#m
= RAeNgEREEE NEHVR - =@ Verf (HL ~ H2 ~ H3) - H =1
fir FAVL(L1 ~ L2 ~ L3) - HVR—R B & KB S BB K/EKE " GkE
& ; (CDR)Z R A Be T8 B - 128 BLA i m BV Fp 51 0T 8 M K /5 B4 SR 38l
MR o B S R 18 B A e AL B8 78 A6 26-32 (L 1) ~ 50-52 (L2) ~ 91-96
(L3) ~ 26-32 (HI) ~ 53-55 (H2) };96-101 (H3)F - (Chothia f& Lesk, J.
Mol. Biol., 51963, §901-917H 1987) - iR :CDR (CDR-LI -~ CDR-
L2 -~ CDR-L3 ~ CDR-HI - CDR-H2 }; CDR-H3) 3R {E L1 .7 [l 5 fifg 78
24-34 ~ L2 7 B AR TR A 50-56 ~ L3 Fr BB 78 A2 89-97 ~ HI 2 B AT
EL31-35B ~ H2 7 R B 78 AL 50-65 Fe H3 7 i AL B 78 BL95-102 % (Kabat %
A, Sequences of Proteins of Immunological Interest, ZE5iT, ZEE /L7
4%, ZRBEEHEV TR, Bethesda, Md. 1991) - [ VuaH Z CDRI1Z
Sb - CDR—EE &P EBIR C EREE - CORNEE "HEMEAE
BE B "SDR, - HE#HBEHR <A - SDRE AT & -CDREa-
CDR > CDRI& 3§ Ay - i 77: = a-CDR (a-CDR-L1 ~ a-CDR-L2 - a-CDR-
L3 - a-CDR-H1 - a-CDR-H2 Fa-CDR-H3)HH AL 1 B e i £:31-34
L2 7 P Bl 58 B2 50-55 ~ L3 2 R EREE 78 AL 89-96 ~ HI 7 M AL T8 B 31-
35B ~ H2 2 B BL B8 BL50-58 Fe H3 7 R Bi e 78 £ 95-102F% < (£ F Almagro
K Fransson, Front. Biosci., 134, $£1619-1633H, 2008) - [&IEFHIME
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B BWREARSCF - R Kabat% A, [G F 3578 b~ HVREE A R HoA
FREL (BIUNFRYE A AT 4R 5% -

WA » ilis " REEEY ) GEEN—NEWEER Y 250
B2 Z(E) Dy FEEERRP) A E A -

WASCHTA > figsE " {(ERS (individual/subject) | {RI5TH FLENY) - MR FL
HYEFRERRDORESY BI04~ F -~ F - BWEE) - BEREZHYD
MABRIFANBEBEERHEHY - FBOB) - RREEH G0/ ER K
B o ALHEEEESIF - Z(F 88 (individual/subject) £ AXH o

MASCRTH - st "G AR A R e 4 R ERE AT 2 A R Y
A TRIEE/D10% ~ 20% ~ 30% ~ 40% ~ 50% ~ 60% ~ 70% ~ 80% ~ 90% -
95%E¢100% - H E#EE ML T

MASCFT - flasE " oy ) MG CEHRABE ZHy s
LS o AL — SR E AP o K PURS A (L 2 A0 FE ] 40 & Dk (1 40 SDS-
PAGE - & FE(IEF) ~ BHE &EK) Bt (F1 a0 3T 808 i s 50K
M J& AT (HPLC)) JH 72 41 K HA95% 5L99% - BRI DS 4l FE s 4t 1 7A 2 &7
gk - £ Rl 40Flatman et al., J. Chromatogr. B, 5 848%, $79-87H,

2007 -
WASCRTH - s " o EEL ) EBGIEE B K RARE ZE 7 ik

Wy T o KRB B E 2% T ZARE T AT & A B EL
T HZZEE S T FAERRCRINEHER AR ERALRCRUE A EO8
I &k -

WA > i7sE " RS H-Ror2Jife & 0Bt < I |, (RIERmIB TR
B R S (B R B £ — RS iz B oy 1 > BLIE B — SR B R G o
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ZIEREES T REETE LR T 2 — 0% (A A B 2 R 5
% o

WMASCAT A - P ER 2R E SR EEEM iisE T IRAC AR
# ) G ESREEE PR M - B A JER A A Mme &M
RSN — TE W BEL A8 B 2 RE 4 G DA R B M BEANEAL -

WMAFTR - s TREEY ) GIEMA S RRor2 2B » L FE
A S RS R IRAL > T AOREE R/ o 48 Fh T A B R 2 I
EEES)NBAHAMmM S 2 EEESTAER - 552 0 HIAEEBAER
Z AR EA - RN A - B - BIEIEAGEME - ARG E T IR e
ERAT o ZEHE GRS 2 B B #E M Ror2 2 JEH (LS E (LS
M (B B FE R or 2B B2 {0 Ko /2R or2 1128 7 (S SR I ) R /28 -

WMASCRT A > flosE T AORER ) EEAME S B AT Ay & R
H A &%~ HoA @I 5 88 H A @ B AR A R ML R -
AT - BIANERE - flsh T EEEROREE ) GBI RE > Hik
HEE T8 A 2 A I S o o e, R il 4 s I ek g 4B 4 S/ < & 3 - (B Sl 2 R e S A AN
B2 HANBRE - B R R ORI A VI BN ETE G E R - B T
SHMIRE > ARBRE o EEEA: & RESRT - 3% ERREREE
AS58ET.08EN > FilEG6.0L6.8#HIE N - 6.2 6.8 F N 2 {KpHE -
B—HHE > EEAHpHEMFT2ET.SZHEWN - /R B MR E A B
MAZFEEE SRR~ A R & oy (BE AR R 2 Al - thoh
BB EASNIEE EHEE03ICEITCT ZRE - BEHEED &
iyt frGilliesZ A, " MRI of the Tumor Microenvironment | , Journal of

Magnetic Resonance Imaging, 551634, 5£430-450H, 20025 » HPl&
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SRRV G AR S - flrsE " IR ORI ) (RIS FRIEE SN Z S AV T
BREE o

WASCRTH - flosg " BARTUR ) RIEEEA L E ZHIRAVEREE
fFoPife > JRRl > BRAJfE 2B BB BN e A RAEEZEESALESE
HEurpie W IE TR 2 =B PR WHEER - KRUDVEFML) L
Sh - RERZ R RS < (W A SRR HH [F] K/ 2SS M E DU R PR E & - MHEER A
BIEST A [F A E T (FURAEE) Z A R PUigHY B IR 2N - BEirpie
BE 2 LSBT AR HTUR EZE—RET - AL - B8fisE " Bk, f5
mERZ M REEEE REERER - A EEEBFEREMEMA
RrE HREAZTRE - BOIMNE @ MEBEARHEER ZEwE RN 2HE
RgEE > EEAR)B SR A - EHDNAN L - WEEER A
KA & A ATA EE o N R ERE B B N E 2 EIE AN YR 574 > It
FAJT R R A B g ARG 2 PR M TRAEAS SR D PATE 2L

WASCRATH - flasg " RIAE L RIEF SR RIRER o (P40 4 A 25 1k
o) BUR A MR RL Z BUAG - BRPURR W] AR SR VI A F AL -

WMASCFTH - flosg " RAVUE ) REEAFAREBZIRAEE 2%
EREEDT - 8BS - FEIgGhiie /EY150,000% [ 1H (dalton) Z 5
VUSEREME SR B > 1 A SR R A A R R (] S K W (PR AR [ BRI 6 - BN
g 22 Clliy > S B #E B AT & (Va) - IR Ry b 2 SR i s B i o] 52 - 1638
By =R (CHI ~ CH2 & CH3) LU - 5 N 22 Clliny > = #E 58 HL A 7]
(VL) > N Ry BT 2 Sl i g m] S0 - P Ry I E S (C L) - FiRE
WS g A AR R EL A RE Sk 2 e BB P B B B S W AR AR A o 2 — R - T Ry K
A o

I
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WA » ilis " ERSRAE  ANEEEEENEREEEL L
BEAAE T SR E - HE AR B A A R 2 A B T
% BIE - 18 - HEWHE - BRRER/ESIER -

WMAXFH » fEBEEN2E LTI T ERFY—BME 57
tb(%) ) EFRBALLLE R H o AR ZER) DUE R & RFA—E
b2 g BEEFVIRESE LY b 2 AR A — B R R E
AV E 3L BARRHE R RSP VAR R e 7 — Bt — B0 o« H 7S e e A
Bz P 51— B0k 1T oy bh 2 B B89 2 B BT DUAE BT R Al N Y 258 5 U >
WA R ES AR E SRS > SWBLAST ~ BLAST -2 -~ ALIGN &
Megalign (DNASTAR)#AE « #AE BLIER: fiv & vHE AR ELE Ry 2 #E
28 BREERLEEFY 22 RNERERIEHBOEMEE - 2400
MR Z B » (EAFYIEL I &S TE SUALIGN-2 & £ B A B P 5 — 2
%18 - ALIGN-2 I EL g & f& 72 2 1 Genentech, Inc.gIfF - HIFHE
MEC A EBARER(U.S. Copyright Office), Washington D.C., 20559 FH 3%
P SCRE - HAE IR EE A 35 B AR AE S i 58 TXUS 10087 5% - ALIGN-272
= ] /2 B % & Genentech, Inc., South San Francisco, CaliforniaZ( o] &
1612 A G 4REE o ALIGN-212 Fp &8 45 55 ] A R UNIXHR(E 2 4% B HE Bfr
UNIX V4.0D - f1A AL 28 M ALIGN-2f2 e e H A E 1L -

TEER FHALIGN-2 TR AR P HILE I 2 BT T » BLE ERF YA
FLRR E M B 7 51 B 2 B A e 7 51— B % (B0 > Hom Rl Ry IR E B A
B Fe 51| A BRER 2 B A B2 P 7| B B A Sl & — E R BB 7 71 — B %) a0 T &t

%

il

1003 DL 43 i X/Y
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H A X 51 ABLB 2 LE ¥R S 5 i 7 51 LE #1272 S ALIGN-23F /5 —
Ut 2 e AR A CHEH » BHPY GBI e AMEA 2 HEH - JE
MR > R ERFIAZ RERBERFIIBZREAHEEZFERT > A
MY B 2 et Bl B 51— B0 % BLBAH ¥ 7 A 2 e B B P 51— 21 %o it A 1
5 o BRIFSIMNRFERRIL - & RSO (8 F 2 A A R B e 71— B % (B 0
TR A AL S P R (50 F ALTGN -2 BB RS A UJE 1S

WMASCRT A > flosE "B ERERY  REMERARFFH R EEE
poy 2 EVEMR A - B ESEEIYE IR (FRE AR T E
M 2 EoAth 4H 75 5 SBIA] -

WMASCRTH - st "B EEER bR ER ) (e B BRI ik
MR AN BRI EE 2 By - BEEE E Rz Z SRS (HATRTY)
EEE - PR - BEREPEHE -

ASCRTH > fliEE THMG L R T B BIERBAZE MR
B P 5l Frie o FAEEE EAFEAEEMER AR T N EE - OAFT
Ao flrsE el MEESEFEEEVISEEY - FEZ/VSSHEED - NE
EL/DVISEED - ARELEPVBEERL 2 FREY RS T - FBFEZLK
Z ok, BB T HRIEEE A HI N R LI R TR ER
T AR Zoa T A EREIAR B EESY) L B EH— S
i EL B 5y

WA TR - flose " HAEDUE ) GRiEMESEEIRE KBV EH
BIRHER R RBWNRE - MEEERAENBRENFESE SR K -
PUSEMANR Y TE T, 2 EOERE  (DMIALEWAIE o fln
B R INE(CHO) ~ COS - BRI (B YO RNSO4HAT) ~ 48 B E
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(BHK) ~ /I K Verodlif : (2)EE & dHAE » HIast9 ~ sf21 & TnS : 3)IEY)
AR - B 7 B Z Y (P 405 (Nicotiana tabacum)) 5 (4)EEEEAH
HE > B0 B I B B (DI A B BE B (Saccharomyces cerevisiae))BCH
J& (P40 BANE (Aspergillus niger)) Z & F BRI © S)ME LA - FI4
B AR FE 4RE (Escherichia.coli cel)Bifd AR B 4l B (Bacillus subtilis
celDZ -

WASCRTA - flisE " Ror2 ) (I8 2R MBI R 2882 » Hik
LLGenbank & {F 4R 5t AAI30523 FT R 2 HA AR INE BB Bl S M 2 7
V43N EFEE HE - 5T 25k & IR M2 Ao ik f B2 e & e il R BRE A2
R T - HEERE M DU B H R R4 & AT © DeChiara®s A
(2000) #& A1 70 & 14 A7~ FHR or2 45 18 2 — (& FE AR AL 5 -

i A AR L " ERANE ) B e Z BN E A B2 A%
< EHEVN G/ BIELEREFEZ FRENTRZE - A - IR - A%
HH 2 5iRe AR &) 2 & H 48 B R b 305 B Bl 1 e B8 52 FI B s s P 2 R

© B EMREERE ZHEERAUMEKERRZERNRME @ ZF
N&R B EIE R IR E M LR E Z B EE Pk A Z R e /S iiae L/
IR Z R EEGY) - BE ZEH - BBE - @R - KRR ¢
FTER 2 1 2805 [ ~ BRI KR E PR L PRI R © (BB @R - 81
ATk A Z 5 E P Ae 4H & B[] B (58 2 25 R B8 B2 < 3 o 3 R0 2 R BLEA)
Z o UM S - EIE SR o 2R DB R B R AT Ve B A B 2 KB 4A
GEHGY)  HZREBE B EE 2 EHHFIE -

WASCFTH > #gsE " v (" scFv )V (RILEEPE L Ve VisE

T HEEMARNMEGRRI - ZEA RN o8 68 i Ik 5 3 7 1 3
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ZVu R VLgRIEER o " dsFv BfEh WSBRE < Va VUFE THE -
EBRZEDERER#EHREEscFvs 285 &Pk - sl #Em ik ERE T
(U _{Esc(Fv)) (BB EE EscFvs 2K EE -

WASATA » fiisE T )& (treatment/treat/treating) (% 5 5 [B £ 2 Ay
B RS < RIANRIZRYER R+ 7H - B 0] 5 B 3 TH T B0 B R B 22 e 12
Wi LT - FTRIa R UE B IS (EARFO) FEPG B H IR B {8 38 - & R hE
iR~ RESE R < AR R BRI R R THP R ER - B RER R
AR~ & (amelioration) B¢ &% A1 %= 9 I i Je &% fi# B 0 B (improved) H
% o AE—ELEFHE BT - A EH 2 H RS F A 2B R s B B BRI R M

WA > ilosE "B L (RfE T AR M A A A R R B AR (s E M
BCRM) 0 RFTA R ALl R A - flosE TR L - TR,
CUHBERE A AE S~ T AR MERIE ) K TR L N B MEPEFREY o K
SRR R o

WASCHTA - flgse "Rl E ) BT a8 HRiES RPURE LR
G PiAe E PR o R AR PR 2 B B S RSB (97 A R Ve B Vo) ] 88 5
— M BB CIEVEERE - K S &g e VUE R F AR & (FR) K =11 =
% & (HVR) - (£ R #l40Kindt% A, Kuby Immunology, %6k, W.H.
Freeman and Co., 591 H (2007) o —VuE( VLI A B LUK T Hi R 45 &
RN - A EERENR IR ERKEE S IR T Vi
B VLI 73 Bl B i G4 VOB Ve < 2K 7 B - 22 JL Wl Portolano % A,
J. Immunol., %1504, 55880-887H, 1993 ; Clarkson® A ., Nature, &

35254, 35624-628H, 1991 -
AT - flrsd " B ) (hfE RS S E £ AT E R 2 55— (A
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WLy T - ZirsE Em 2 B REEZRER L8R U FAES AR L
T\ LA 2 BN YA © F sk ARG RE S0 B o | ml 5 {F b 2 157 2L 2 i B Y
R o MWHREBRAEA TR P REEE, -

RyEERCER I Z HEY > #5255 B B M 8 i B 2k i i A 38 BH 2 IR
B o BEAEASC T B ARSI Z TS - B — M PE LIRS
e 25 1 e ek 1 AH [F] R 2 R B A B B A R HAth 2 Je AT o ALEETAE
AT N ZEH B2 AT - FERRAE - ASE A R H i B IR il 52 B 8w
AR R E EHE B Z AR © S54h > A SCRT R Z TR (% S s A i FE PR )2
HEY » 4 > @BE2F U —ERF 2R AT 2 BB E )%
BAERF 2B T > w2z o] B2 E I IH 5 1lo & AR AT P T E
B U RN A RS AS S g s 2 e E 5 B AR -

WEETR > BRIE LTSS IAMERR A - A5 RITA0 A SR s B FH 5% A
#EFTH ZEBPH " —(a/an) ; K " #%(the) , HIEEBE2FY) - I
Sh > flosE T —(askan), ~ T —EREMEGR) ) R T 20— @R, AT
A OMRER - flosE T RE L, ~ TERE, > TEAL R TERE ) S as

EA -
FrIESSINEEA - & AL R B & R HH 55 B A &6 B BT 2 &Rl o7
EFMGEOSsTE - Ottt IR ERGE) A B BB AL

FRAEN T EmilsE 4y, B AamEtEElsE "4, - FIL > BRIE
AMAER > A AERIAE & s E A s E T Fr et 2 BE 2 BRI EUE
HaJ AR EG 2R EmZE (L - RERER - B-FASERI9E
afi (doctrine of equivalents).Z g FFR % HH 55 AL [E 2 #ils - SBEHSE
E/VIERB AT #E 27 B 2 B H B MER — s AT KRR - &
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BRI S 2 BT SR BUE s E K 2 B AT (OHE o (B 68 AT RERE R
SR EE PP ATE A 2 BUE © 280 o (AT BUE S B S R e A
= MME T 3R AR BT ARG [RERY R e iR % -

JERRER - ASGE R Z B8y ~ (LB - BRUE RS BERE B IR
ARG R ZE 7 ~ (baY - RRERSE T 2 &5F KA HMET 2 —
S HHEEERMETRER -

INVERRAR > AR 2 &y - (EEY - AR ZB LS E/MEHK
B/ME 2 #E B R/ BA G R 2R HAME Y ~ (e - BUE
NZ2H R S B/MENE/ELBEHGETE R - HNEE - HRASR
HEZHEY > WENESHEAE R ZHT - EEY -~ MRENKSHE/
ENE/ME &G E 2 H e RS ETETR -

H— P e - AR Z S EE LS T IREERE R B S HAH [E]
Hor ~MEEY - RIRENZEME R L SH8E 28 IR ZHSGETRT -
AL > WEESE TN EERERETE S RE LS TIRESHE 2%
ERATCTE Z VU ESE 2B mNE « NI > = (W& 2SN E R R
HdHeSHmE LS TRAZHE S ERATTE I EEHE 2 fH RN E
F o AN WHEE BT TSR 2y ~ bl > RIRERZ B I EE
MEERRE REE 2 TIRECER Z RN E - BN o] B 6 (& 2 (T o] HoA T
PREC_EPR A HR 35 25 o Ho A 5 B s ZMHESH o7 ~ (B EY) ~ BUEEE
B EE/EMEs > DI T ~ ba) - RUENRS B HE -

A. i-Ror2fiis

fE—(EREE T - AFIARME T EIEES SN ABRo2EFE 27y

Mo EiE BB -  ZEHNEESREE =L MAEEH] - H2K

O
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H3FH - Hdr

H1F 5 {%GYTX, TEX-X3X4H (SEQ ID NO:1)EGYSITTGX29YWN
(SEQ ID NO:4)

H2 FF %] 14 XsXsX7XsNNGGTGYNQKFKG (SEQ ID NO:2) =
YITYDGSX3NYNPSLKN (SEQ ID NO:5) ; H

H3FE 714 XoX10X11SX12YX13YX14X15SYFX 16X 17X1s (SEQ ID NO:3)
B¢ CSX351X3:X33X34VX35X36X37LDX38 (SEQ ID NO:6) ;

Hr

X {&FEE >

X5 YED >

X3HTEC

X4fBME(DEEELY

Xs{HGECS

XefHIEE

X {BNE(CE(LEV >

XA TE(DELE -

XofHABIECMECS LT

X10f#RE(QEH -

X114 GEE >

X128 LEF >

X13%SEG >

X14%GED >

Xis{ANEE >
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Xi6f5DECL -

X171 YEKCET »

XisfHWECL -

XoofRYECEB(RECT >

X30fHKECS -

X531 ARECGEHE(WELY

X325 FE(CENEQ -

X33 HEELS >

X345 GECEECFECHEYM ECQELS »

X35 B WECABCTECPECQELTELV -

X365 YECGECNELQ -

X375 GECSELT - H

XasfRY B

8 & 2 EEH RN E2A-2BH -

EHE—EEY  KEHEMR-TEHELEEN ABERoREDE 277
A BB AR E K - B E LN EE =g MAEEL]I - L2K&L3
FP3l] o Hodr

Ll FF % {4 SATSSX9X»50X>21MX>, (SEQ ID NO:7) =
RASESVDRYGNSX39IH (SEQ ID NO:10)

L2 FF %1 {4 X23TSNLAS (SEQ ID NO:8) 5 X4 TYX4,LES (SEQ ID
NO:11); H

L3 5 5] %4 QX»4X2sSXs6YPFX»:Xss (SEQ ID NO:9) %

QQX4:NX43DPX44TX4s (SEQ ID NO:12) :

35 HEWHRE)
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Ho

X195 VEE >

X0 fHSED -

Xo B YECCECD -

X fBHEGELL >
X235 GECEHEP
X245 QIKE >

X254 RECH >

X6 fHSEUDELGEIEKQELV »

Xo7fZHTED >

X3 (R FECDECE -
X3ofRFECSELT »
X4ofRRECCEDEEEW -
X41fBNED >

X4 AHZTECDEIEP >

X4 HEZV >
X4afBWELT > H
X4sTHFELS ©

C i LRSI EI3A-3BH -

AR E B HEFE8,700,7555% R Frigr 2 J7 A8 R 73 B2k B #
APuae < B E] & S g ]

UETE A B T
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&F 2 FUE—RK—#EH%HE - B ARG < S A 2 (& B i o] 2 1
MHEC(E2A-2B 52 3A-3B) » 1 2 % 22 5 RS /e g (% B — (I8 35— &6
Ze% o FEMELISAEff@fLpH 6.0 B2 A MHRor2 Z BEiZ M &G G JIE Y
pH 7.4 Z 3 222888 - ZEF(LpH 6.0 N Z/&EMIbpH 74 T HEE 2%
5 T B g /RS g v SR W (E Ry RO MDE VD AS & SR /RS T S 1l HLp B —
B BOR Y S B R RS A B P (R 1 K2 > [E2A-2B K3A-3B) -

R1. FREEEED-Ror 2 BRI B &

SR JELISAZE ST
D pH 6.0 pH7.4 |EE® > pH6.0/74
LC-V029E 0.406 0.129 3.15
LC-S030D 0.733 0.252 291
LC-Y031C 1.341 0.700 1.92
LC-Y031D 0.911 0.405 2.25
LC-H033G 1.103 0.536 2.06
LC-HO33L 0.690 0.332 2.08
LC-G049C 0.468 0.133 3.52
LC-G049H 1.873 0.118 15.87
LC-G049P 0.660 0.268 2.46
LC-Q089E 0.438 0.251 1.74
LC-R090H 0.560 0.256 2.19
LC-S092D 1.127 1.122 1.00
LC-S092V 1.226 1.182 1.04
LC-T096D 0.755 0.474 1.59
LC-F097D 0.190 0.107 1.77
LC-F097E 0.489 0.215 2.28
2. REEMEEMEDL-Ror 2B EHE T B E
HIRIJELISAZE S
A pH 6.0 pH 7.4 EE#% > pH 6.0/7.4
HC-F029E 1.342 0.742 1.81
HC-Y032D 1.470 0.510 2.88
HC-TD33C 0.626 0.232 2.70
HC-M034D 1.244 0.211 5.90
HC-MO034E 1.165 0.185 6.30
HC-M034Y 0.903 0.391 2.31
HC-G050S 0.828 0.318 2.60
HC-1051E 1.039 0.100 10.39
HC-N052C 0.995 0.431 2.31
HC-N052L 0.911 0.433 2.10
HC-N052V 0.870 0.340 2.56
HC-T053D 1.108 0.222 4.99
HC-TQ53E 0.540 0.157 3.44
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HC-A0971 1.892 1.730 1.892
HC-A097M 1.977 1.701 1.977
HC-A097S 1.666 1.692 1.666
HC-A097T 1.834 1.692 1.666
HC-R098H 0.928 0.353 2.63
HC-R098Q 0.799 0.276 2.89
HC-G099E 0.616 0.421 1.46
HC-L101F 1.461 1.412 1.461
HC-S103G 0.794 0.655 1.21
HC-G105D 0.509 0.379 1.34
HC-N106E 0.224 0.115 1.95
HC-D110L 1.675 1.403 1.675
HC-Y111C 1.079 0.793 1.36
HC-YINIT 1.862 1.403 1.675
HC-WI112L 1.746 1.704 1.746

S —REfR T > A B R ME2A-2B o By 2 36 2 B 9 0] 2 & K [E]
BA-3BH T E I SR o BB E 2 AR F (R SEQ ID
NO:18-26 - Egf# v S (& 2 fz ZFE 7 7{RSEQ ID NO:13-17 K27 - [hEHE
o] S I R SR T B m R RS S5 AFiRor2 - ERRE S ILFEHE
AT R B SR T 2 — Y PUAG BTG R B B Ror2 (L R R IR o
ZpH FEEAE R MERIR T ZpH N A EEE G T - B =
e K Pise A FcBiRor24£pH 6.0 NEEfEpH 7.4 T E A ESHYE SRS -

Hi-Ror2fii A BLHLAS 1 B BB 7~ Ror2 B 74 fH BB i HC B TR 4H 48
ZRor2W&E M N E SRV G T o B EEIAR o & 25 < BEARPT-
Ror2 fifBfHEL » M FH-Ror2 fifG B F B B RV =M K (R
BITE LR R EIEYZHR » WERB R ERESHE L FREIEBRE I
FHi-Ror2ifREPURR A Bz N0 A SRy G fER B8 -

=E AN FHEEE2A-2B - 3A-3BH AT 2 H B A A F4ISEQ

ID NO:13-24 7 2 g o]

P AFRor2 Z HBREG - RISHMLESEE > Hif 02

AT & (CDR) Rz g g o]
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S SRR O] S o (BRI RELESS
26 (H1-H3) .2 5 4
& (L1-L3) 2 G A EEIEIRFF 528 » Al > &
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il R E B D 2 B T S R RS ] S i R Y AT AR R MDA AR 2R
FiTam Al 2 B ~ $i A R ih ok &2 JR B 28 5 o

R FEREE - BMOASETIL 2 HASI1E - B EE K
g T S i B RS T RE TR 2 E (B AT 5 | A 22 4 5 B 9 ] 5 [ R S g ] 2
& 1% H B 7 51 o BORE T IR & Ak B - L AR (S A LR B 40 5 B i 1] 2 1
RS g o] S i 2 e B P MR SR R A~ Ko/ Bm e i AL ~ R/ B
HWZEE - aETHRK ~ A RIURZ R TEE ISR A2 ZHife =
iReh B HIRSIREBHEEAFERE . Pl A HRo2 RS & K/
SRS
WA~ BAKRBRKERE

FEFEEEHH T - REREA RS EEERER ORI R &
BEAG - ARHAIRE % AR BB A CDREBE AR E(FR) © fR5F
MABTRNERR "R, 2FR3F - ELEEMUE(LLUERE ' HR
PERUA ) IR Bt R3 T » B2 F M AR A 5AE T SO — B il - g A
Be LA S A EMHEATURREGIIRR A B Bt AR E 1 > DI iREE /B R
R &G ERE R R M K B =)

R3: RRERRUR
R et |
[[Ala (a) [Val : Leu : Tie Val '
:Arg (R) |[Lys ; Gln ; Asn Lys
:Asn (N) ||Gln ; His ; Asp > Lys ; Arg Gln
: Asp (D) ||Glu ; Asn Glu
:Cys (C) [|Ser; Ala Ser
:Gln (Q) ||Asn; Glu Asn
:Glu (E) ||Asp; GIn Asp |
llcly ) |Ala lala__ ]|
|[His (H) Asn ; Gln ; Lys ; Arg Arg
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e pmtemet |
e () J[Leu s Val; Met : Ala : Phe ; 1F (1 H&][Leu '
:Leu (L) |[Norleucine ; Ile ; Val ; Met ; Ala ; Phel[lle

:Lys (K) |[|Arg : GIn ; Asn Arg

[Met M) J[Leu ; Phe : Tie Leu

llPhe (F) |[Trp ; Leu; Val; Ile ; Ala; Tyr Tyr
[Pro® Al |Ala I
llser s)  [rhr mhr
:Thr (T) ||Val ; Ser Ser -
[[rp (W) |[Tyr ; Phe Tyr

:Tyr (Y) |[Trp: Phe ; Thr; Ser Phe

IIVal (v) |[lle ; Leu ; Met ; Phe ; Ala ; 1F 1B |[Leu

P B o] AR L (RS R M A 1T 0 4

(HERKM: © IEE R ~ Met ~ Ala > Val ~ Leu ~ Ile ;

() 7K M - Cys ~ Ser ~ Thr ~ Asn ~ Gln ;

(3)E&M: - Asp ~ Glu ;

(4)figE : His ~ Lys ~ Arg ;

(S)sZ EFE =) 2 784k © Gly ~ Pro ;

(6)754% : Trp ~ Tyr ~ Phe «

FEORSTFELARE A E A B F R 2 —F 2 Bl S —
Al o

— FE AR A 2 B 88 B S A R AU A B 8g (140 AR B AR E1AR)
A AEBEEE o —ME - BERANE— SRR EEREBMEY
AR A H0 RS R A 5 6 A W e 1 U5 TED B A B B (1 30 202 ) (B S AR A ) 12
= R R R/ BCREE R AT R AR o —TE
R AR 2 R AR AR AN ) s AR - AT P A AN I S 2B R
FOT7 RN il (FE A SCHTHE 2L < R E R E R - e 2 - (E—=EZ M
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CDREEAZE® H It E S [ 2B B R B #t W E £ VE (Bl &
AT &g -

F AL (HIA0 B W 7R CDR AT AE ABI A0 2 R BU B AL /7 LR EX
U] ACDR " #BE | (JREIAE RS 4HAE R PR AR & S SR R 22 8 2 % 1R
F- 45 HE 2 R EL ) (2 Bl 40 Chowdhury, Methods Mol. Biol., 520745, &
179-196 H, 2008) fz/E(SDR (a-CDR)F#17 » M TEFEERLVHEVL Y
AR o RETRESE R B 4RO AT R R 1T R AN T R A E
Hoogenboom® A, Methods in Molecular Biology, $£178%, %1-37H,
2001) o RS —LEHFIF - Fh 87 E G 5 $5PCR ~ §#
DA E B IRGBE 2 R B P 2 BRI T AKEERNR
N AR - BETRE AR T ARCOUE o B w4 I DU B B A P R A
TN EMPIBERE - SIASENEY 5— 1 EAEECDRE H®RE » K
4 T CDREE: (40— R 4-6 {8 B ) Bt 4 - I S i 45 & < CDRAEE:
A A s N R B i 22 B SR A B A (L AR H P - FE S 2 0 MER
A/ CDR-H3 } CDR-L3 ©

R EREG e > — X2 EHVRAN G EERN - 8 ARG E > B
BN EE RIS R RS A TR 2R IR - BN E

HE EREEE G T 2 OrSF B8 (G100 A S P i A 2 frsF B BT R

CDRH T o A ] fECDR " 2425 | (SDR ) o £ FSCFrig it~
SEBEVL R VUFIHEEEHE T > SCDRENEBHEHFEE—HFH -
W {1 24 = (e EE R LA

— BN SRR EES TR B BEREN AR TN

Wl R 22 €55 3% | » #1Cunningham [z Wells, Science, =5 244%&, =
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1081-1085 5, 1989FTHEAL - AEE 57T > A H — (A A B — dH PR #E 5%
R (PIAVT B a5 A > s Warg ~ asp ~ his ~ lys Jeglu) HRF BB R 1B
T 22 B M L B (B 40 P R B i T A e B, ) DAKE 7 P Bk iR R B B TR 2 A
HEREGZEEE - LA IHEIRBURREBRME 2 AR Bk S|
AHAHUR » BE RS - FUR-TIRECY 2 SRR E R brig sk
fife BB PR Z I RE MR RS - LIS R il R AL R A A 8 A ] 1 JR LA {128 288
V) 2 ARELBCHERRAE AU BEY) 2 5 - Al Efifm B R DIHIE L ET G HME
Bk -

R ARG P Y A B — (AR EE S A — O HECE D (ARE Z 2K
T JEE i [B] PN B e B e /B R B Bl ) > DARC BT B B2 (i B A R R A
LRI A Kbifd A 2 B 6L 5 B NS H b i B 2 A 2 PiAs -
PURS < FLA A 82 SRS B 15 i AS N it 2 Cling BB (B 40 4 i ADEPTIf &)
B R Ae L MVF =/ 2 ZIRRIR &) -

W AR Z iR Z e B BR PP e o BPIinES > TREFENER
PiRe L &5 A ) R/ B A £ Rk - ERIE AR T ERIREE
JEANEEY 2 B2 Ve Vo 2 CORBE EME N AERE Y Ve VL2
FRAREGER: - FURGEEMEMEEERREIEAHBY) 2 FE TR REE -
oAy E NFRPUAS & Ve e VL2 75 TR B 2 A A (2 £ CDR /1 iy B AEFR A 811
MRGEE S EHE R - NI > AIRE AT Z Ve VL ZFREY
A 5] B Bl R AR U L S e B B B R (RS & VB M - Rk az R > A
B ABICDR AT » slE &5 NS 2 Ve K VL Z FREY R Z B 7 51
2 BEE ST RS B AR - SCPACDR Y FE B S BB A (EF - B4
B < SR MRS o N UR B I AR R A - R ARG ST
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MR8 i FOR B IR N BN < SR GG RS B e B I 8 A A 8 ) R AR A T
W e

fE 8 R BAL TN AT PLRS < &SR T RN 4R 1S 5 2 DNA I f ik
7 AR EEAMESE ISR s -

11 e B P 91 AT 5% 5 B - 1T 8 R e BRI OB K FE B o BROK R
EREB R TEOBEME SR EY YR F 2 B —M A IHE T A
PRIERE - NRUREERE 2 R KSR S ETE 2 RS - 2 40
GiEHEREEOERAEM > T (PINEEER - 2E - 258 - DNA - HifE
R R EBEUYD 2 AEEER - &k CEN B /KR ERREEE
BUKIEE - ISR KIEEG - RO (+4.5) 5 KR (+4.2) 5 B KEBE
(+3.8) 5 HENREHL(+2.8) ;5 FREMLEE/ LR BE (+2.5) 5 HERREEE(+1.9) 5 !N
Bl (+1.8) 0 HHERE(-0.4) 5 GRIEEE(-0.7) %40 EZ(-0.8) » EfEIL(-0.9)
Mg Bz % (-1.3) 5 WEREBE (-1.6) 5 4HREBE (-3.2) © BRREIR(-3.5) B IL
(-3.5) 3 REMERE(-3.5) 3 REEEH(-3.5) 5 BEREIL(-3.9) © RIEHEIL(-4.5) -

AR H— HAVJ B ARG Z DR Pr-T I 288 -

"UIREPRSTFIMEB R ) RN E SR R EY KR TERE
slgt < R EREREACELZFERE > GFREARIMHBEAFE
LURF B GE MR M - SERGE TREM: ~ BRI - welk - BRAKM: - IR R
) < B AR R R B - BRI B IR TREEAMIN AR ELE 1A
G DAEIS AR R EL 3 7 RS & W 5 5275 (Cluster Method) FTHIlE » B
AR EE < WitEE 08 < MY E 08 S AR 7O S o T2k
HAl B Bla170% £99% » H A A AP MEGALIGN EHEE - T IjA8
PrReEFIEZ R ) NEFEOFHE TN BLASTEFASTAH B AR ER A 2 /D
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60% ~ WEER/DVTS5% ~ EEE/DV85% ~ XNiEE£ VIO AEEFEED
05 %W Bl — B H B HOET b v AR EOBEEAHEFEEEE L
BRI ETRE < 2K -

W {18 i 2 B Fr S AE S R PP 2 &R BEBE Z KIN80% ~ B
EERT85% ~ BERFTNI0%—EL » BORIREI0% ~ B RIS BI (T AE
MEDE & " 88 EEJRSY = " '5E8 FEOAY ) o g - B OEER
FeAlF& h (5 f1 a1 GCG (i {5 & & 4H (Genetics Computer Group) °
Program Manual for the GCG Package, 578K, Madison, Wis.)HEfEfe =t
BEEWIBLAST ~ FASTAZSFRAILLB E BA o 2 A —F L E 2k A -

SO S o Fb BN 0] 48 & 0 E S 2 FOM R BRI AU A
HEBEREN RBEBECMHOGENENREE R EECEEYREE
Mo TP AT EEGERFYF - 08 AT HDNAGRE F 5
FETT c [FRFAEREARME R ECE - WL - FHIAPEAREHE i
AE BTG B B L R YR TE o2 DG BB AE | B L A EDNAFR 51t £ 1T &5
&~ gEEBEHLEYEN -

IG5 ey 2 R e s e L I ] 4% B A IR (DU K F8 B EGRT o & HoAth i
A mMimEEEABROEYEEEGE - IRRIVEREY DR
FERCEAE -

U0 F SRR o e R B EA R I — A 5 R I e 2 G )t BT A 2 A
EIAEOUE - Bl g K ME ~ BOKME ~ &g~ RONRHBER - BEZE

A AR B B P E A R 20 E LIRS Mo & BT 20kl > ELELEE © FR R R e B e
Bz - BAREBE R R RE G © SRBE PR SRR R - BABRRGBE R R L WRRE © DURCAR
Relg - B R R E B R -
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RELBER

T HE S B ) > AR SR HR B 2 B RS A 1T o DAY N B R (R H A
WAL Z AR o R0 AS RN B (L fir B S 50 470 A8 ik 2 i S (L i 3B wT B
CA B e BL I P 1) DA 78 A2 BORE B — B0 2 (R B AL A B AR (E A It B B -

IR EEFEZBFNT » W@ EENH EZiRAK(EEY -
ABVARES C FAENREECE > CHEH AT - H—HEmNEg
B FelEm 2 CH2 B9 Asn297 £ R 40 Wright® A, TIBTECH, %15
%, 526-32H, 1997 - EFE T EESERALEY) > FlOHERE - N-Z8&
EL %] MERE (GIeNAc) ~ P R kit > AR ERF S Sl ERERE S "+
B 2 GIeNACHY R EME « fE— S Fmpld - v ARFHE S 250
BT 8T U B B S gl RFrE 2 SRS 58 2248 -

TE—EERY - R B A= R (E R R Fcl@ 2 S
WAL EYEBTRERRE - BHWS @ WERBTEERSETR
1%%80% ~ 1% % 65% ~ 5% % 65% » H20%E40% - =i 2 EFEMETE
7 20 %5 FHMALDI-TOF & 5 73 #fr & 01 2 I £ 22 Asn 297 2 Fr A BE 45 1
(B S ~ S R m H B REAERE) AV EERD - MBI Asn297 R > VR 2
R AT - WHWIWO 2008/077546 Ik - Asn297 {445 fir fAFCclE 1
ZEMLE297 (Fe@IRAE Y EudRsh) i & KRR TR A ¢ 2480 » b+
ZHUNFFIEAL - Asn29TJR ]I AL B 297 FIRFE T e 40+3 ([ B £ FL ik
RIAE Az B 29481300 2 [ - HhEUEEME(LERER T EA N R ZADCCY)
e o 2 RPN E B EFABIZEUS 2003/0157108%8 (Presta, L.) 5 £ US

2004/0093621 5% (Kyowa Hakko Kogyo Co., Ltd) - B> T 7= /5 5 B A
B, R "THZFENE O MBEERB S L AHEZ2EMNERE ¢ US
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2003/0157108 : WO 2000/61739 ; WO 2001/29246 ; US
2003/0115614 : US 2002/0164328 ; US 2004/0093621 ; US
2004/0132140  US 2004/0110704 ; US 2004/0110282 ; US
2004/0109865 : WO 2003/085119 : WO 2003/084570 : WO
2005/035586 ; WO 2005/035778 ; W02005/053742 ; W0O2002/031140 ;
OkazakiZE A, J. Mol. Biol., £336%%, 551239-1249H, 2004 ; Yamane-
OhnukiZ A, Biotech. Bioeng., 5874, 55614-622H, 2004 - gefymE 4 4
EENERMLIUR itk 2 B ERESE = E 0 E B R AL 2 Lec13CHO
4 B (Ripka % A, Arch. Biochem. Biophys., 252494, = 533-545H ,
1986 ; EFE HF|HFEFEFUS 2003/0157108 AFE ;5 WO 2004/056312
Al BHEN) RERSIFRA PR - 58 Wa-1,6- 755 0 & E 2 b A& A
(FUTS8) & R %l b CHO 4H A ( 2 A, #¥ 40 Yamane-Ohnuki & A, Biotech.
Bioveng., 58874, 2 614-622 H, 2004 ; Kanda, Y.Z A, Biotechnol.
Bioeng., 5944, 85680-688H, 2006 ; &xW02003/085107) -

DA B EAGE 2 BE T 0B > PIOH SRR TiAe L Fel@ay e
M AE IS T GIcNAC -7 « IWEPIRE RG] BHRD 2R {E R/
MM B ZADCCU g - Wi B EEL 2 & F # 2 7 #4140 WO
2003/011878 ; EEH F/5£6,602,6845F ; K& US 2005/01235465 - JRig AL
BElEF 2/ 0 —(Ef A EAEENFE A ERRER - HETRERE
HBEANEZCDCLEE - AT S RN HIaWO0 1997/30087 ;
WO 1998/58964 ; &xWO 1999/22764 o
FclE AR

FEFEFERA T > o — S AR ST A Z R CATRAE
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FEHYFclE S » (e MEALFCEB R - Fcl@B RE v fa& NHEFcl&E 751 (#1
W AFHIgG1 ~ 1gG2 ~ 1gG3E1gG4 Fel&) » HAF —Z AR ER S
e 5L B 2 Eff (P10 AL

EHEEE O F - AEHMEEA —EMIEARE L s
=i MIEEEZENR SN HPERNTIR LT EEMES - MLk
WHETRE (FEWADCC) B A M ERAENIERN & PR E L (EEY) - o[
TERR AN R/ BOE R N MRS ME o AT DL B CDC K /ECADCCIE M & [ {K/H
b o BHIME - A ETFZAR(FCR)&E & o AR IS TR = FeyR&E &
(R ATgEGE = ADCCIEME) » BirBE FcRn&E&HET] - RN TEADCC )
S 4l At NK 4 g & % 3R FoyRIIL - 1fn B #% 4 A %% 3 FeyRI ~ FeyRIT &
FeyRIIT o FeRAE 3 1 47 | 27 %5 35 #% it 7 Ravetch B Kinet, Annu. Rev.
Immunol. $59%, §5457-4927H, 19917 F464H 2 £3F - FEMEES T
ADCCIEM: 2 7EREHN o A < FF PRl 14 B 916 20 7 3= B B8 K1 56 5,500,362 5%
(782 B l40Hellstrom®E A, Proc. Nat'l Acad. Sci. USA, $583%, 857059-

¥

7063 E, 1986) K&z Hellstrom, 15 A, Proc. Nat'l Acad. Sci. USA, 5582%,
551499-1502E, 1985 ; EHHf55,821,3379% (/82 H Bruggemann A,
J. Exp. Med., %1663, %1351-1361 5, 1987)F - 5% - o[ #¢ A Ik st i
T3 AT 07 A (2 R0 A A i AR AR & g 2 ACTI™JE B S 1 A At 25 14 o0 A
(CellTechnology, Inc. Mountain View, Calif. : FzCytoTox 96®3IE S
AR 5 1 73 AT (Promega, Madison, Wis.) » 48 F 52 JE 58 o7 B 2 00 4l i &
5 & 2 MK B BT (PBMC) 2 R AR F(NK) AT - sz =540 » al fi4l
E B E A RS AR RT R E 2 7+ Z ADCCIEME » 5 40Clynes 2 A,
Proc. Nat'l Acad. Sci. USA, %954, $652-656F, 1998 &% o 7R0]
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HITClqsE & ot ISR N e & & Clq HA I #k = CDCIEM: - 2 R4
WO 2006/029879 &z WO 2005/1004025 2 C1q K C3c4E S ELISA o &HF
{5 #H #8 J5 L > 0] £ 17 CDC 47 #fr (2 B 1 41 Gazzano-Santoro % A, J.
Immunol. Methods, 2023, 163-171 5, 1996 ; Cragg, M. S.% A,
Blood, 51014, 551045-1052H, 2003 ; K Cragg, M. SKkM. J. Glennie,
Blood, 55103%, 552738-2743 1, 2004) - JRu] i f L IE L fle  ERI 2 50k
HIEFcRn&E & FER N ER R/ L (2 A WPetkova, S. B.5E A, Int'l.
Immunol., 184, 881759-1769 K, 2006) -

X W T BE I B =~ $i #S B 5 B Fe & 78 B: 238 ~ 265 ~ 269 ~ 270 -
297 ~ 327 3291 2 —EiEEH W% Fhiae (EEIE N F6,737,0565%) - ILIE
FeZe SRS BFE (L R B L L B 265 ~ 269 ~ 270 ~ 297 R 32TH Z EHFE %
B B AN Fese B 88 - B AL 265 297 AU Ry Nl B < P 55 7Y
"DANA | FeZe&# B (ERHHEF]E7,332,5815%) o

Bt B A REE(E Y BIFcR Z 45 Sy R EH BB RE - (2 A A
E B & | 28 6,737,056 5% 5 WO 2004/056312 % Shields & A, J. Biol.
Chem., 9%, 5£6591-6604H, 2001) -

EREFEHO T > REEBEaEA —NZEN EADCC L fF AR
B> BldIFel&E 2 fir B 298 ~ 333 K/Ei334 R (B A 2 EU4R %) < BLLHYFe
& o

FE—SLFH AT - fEFclE F T E » HEEClq4h & K/ SR
R 14 4 At 55 14 (CDC) U8 (1R 2 B ERFEAR) » (W15 H 556,194,551
& -~ WO 99/51642 K IdusogieZE A, J. Immunol., 516445, 5£4178-4184
B, 2000 i -
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PRI I AL BB R AR g Gs (I & fin 5 2 ¥ 4 HLFe iz #8 (FeRn) 2
ELTLR 2B (Guyer% A, J. Immunol., 1174, $587-593H, 1976 K
Kim% A, J. Immunol., $24%, $£249H, 1994) ik 1 US2005/0014934
T ZEFENREE AR -HZEMN ZFclE » &% F RN EFclESFcRn
LG o IWHFCERBAEAEL TFe@EAE T 2 —HXH R EAIZ
L SE LS 238 - 256 ~ 265 ~ 272 ~ 286 ~ 303 ~ 305 ~ 307 ~ 311 ~ 312 -
317 ~ 340 ~ 356 ~ 360 ~ 362 ~ 376 ~ 378 ~ 380 ~ 382 - 413 ~ 4245434 >
Pla0Fcl& A 434 Z FUCCEREIF A5 7,371,8265%) » BRFe@m B RE 2 H
& {5 > 77% R Duncan}; Winter, Nature, 553223, 55738-740H, 1988 :
FEFHEAES,648,2605% : EEEFEES5,624,8215F ; WO 94/29351 -
FHERTRENEZ BB RE

EFEREHERPIT > TREFRZEETHER TEIUE 25 > fld
" thioMAb | » HFHife 2 — S [EREK T MG RBEEIN - £REE
FEplt - KRR ZREFALN PR Z W2 (B o # i A - BERE B A%
FRA > RIEMEEE R T B AL PUAS < AT 2 (L B o] R fE e B L
B0 7 (RE A0 BBV B0 7y BB 2 T - BEY E o & o LUE £ 0 A S i —
M2 RIEEEEY) o EFREERA T > DUNRE S ZAE—2 S & o &P i
M HUAC - BE#E 2 V205 (Kabatém5t) © B 2 A118 (EUGRTD) - K EHEFCE
25400 (EURST) - Al 0B R Bl H 7,521,541 5T 5 ATl 2 4 1 B iz B2
TREUE Z PR -

DIRITEY)

ERETHA T - ASCFATREE IR EIUE R B & — 2 2

PlaAEs it X0 B o] 5 &R Z8MEEQEE Y - BARDiREK

i

ll

ﬁ“?
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fife A BRCTAEER 28 o B (EA R KBEEREY) - KEMEEY 2
FEPR M MEE BB (EA RN L ZFE(PEG) ~ 2 /W _EEHLEY) - &
HEGRGER - FE - RO - RLIGHRIER « 2-1,3- SR K
e~ FE-1,3,6- =8 e~ LMEE TG Be BT LR~ B AR (G R B
ALY K A R B (n- AR BE D B 2 FF - W BRI EY) - BR
{EWNH/EALLIGETFY) - BRIGZIUEGIOH M) ~ BLGER LIRS
Yy o BL_BNBEREPOKP ZREEM TR AEEES - BeYal A
E T8 - BHu Ry KBRS0/ » BRI EPIRR BRZEEY
BHREE  KEEFEER—EESY > A RHEEECRE ST -
—iRIME > ARTTEERZEEGY 28 H /BRI al B aiE (HAPREY)
RPN R LR Z PR MR B BE - LRI AV S B R R e E R iE T ZF&

S —EHEH T - REDIRR IR R R A R R E N R
MM ZIEER B r &Y - AE— BT - FFEBE T (HRik
ok (KamZ A, Proc. Natl. Acad. Sci. USA, 1024, %11600-11605
H, 2005) - @ EAEMNE - HEMFEGEARRR)AEE & EAEE R
JEEBE A E R JEEE B o it fl 2 Al RS & -

S —RefR T > ASFHR M —HEG-Ror2 UG sl / B - AR >
B B R LB B & DK o i B E S INE
ZSEQ ID NO:1-6 N ZHI1 ~ H2 &k H3 & © 5y < #E 88 n] S & 2 I 2 SEQ
ID NO:7-12F 2L1 ~ L2 X L3[& -

AEEHH 2 PT-Ror2 Uig i fe b ER AR or2 AL fE R iR IR Z iRk T H
AR MERE T 2R T ESRVE STy - L —(HEHEHIF - fE

a

% 50 HEEHSRE)
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BRI 2 R RIEREE MR 2 R -9 BypHAE » AL - A¥HH
f-Ror2 B AS ECHL RS | BE W {EpH&YS5.8-6.8 T BE M 45 & Ror2 » HAEIEE
IR P AT T 2 pHEYT.2-7. 8 N EARor2 B BARSGS SRS - 0E
BIFTR - $i-Ror2JifS B hiAE i B BiRor2/EpH 6.0 NLEfEpH T4 T EAE
=HIEE SRS -

FEFEE ] > ASHE > Hi-Ror2 fi BB B I B8 ) ES 11 FE TR A BB 15
Z AT FRor2HY R BU(Kd) /R4y =1 pM ~ =100 nM ~ =10 nM ~ =1
nM ~ 0.1 nM ~ 0.0l nMZ <0.001 nM (fIZ010 3MELFE /N > B 107°M
£107°M > B10°ME 1070 M) « fE—(EE G5 > Hiisschie R B8l
Ror2 {1 B 8 IR IR R 2 R R B T 2 Kd 1 3 il JE R 45 R FH B e 4 2 A T
BT ZKAWEEREGZE/DEL.5:1 - £2/082:1 ~ 2/0&93:1 - 20841 - 7
VIS~ BOE6:1 - BT BOL8: - 2901 - BAE10:1 -
F£/0&920:1 ~ £/0%530:1 ~ 2/D0E50:1 ~ £/0&T70: 152 /DE7100:1 -

E—EE G F » KdFEH SRR 2RSS 7 M RIAEH - #
o3 17 Fl B ME BR 40 A8 2 Fab B =X R i IR (F A AN 43 A #E 1T - Fab¥Hi /R -
B &SGR RS AL — R E AR HUR A T HRERE Z(PD
FERLHLR F#Fab » #23 &K H1-Fabii 8 & 4 2 B IRE S P F K EH(2
FE41Chen% A, J. Mol. Biol.293:865-881 (1999)) - BT/ M1
¥ MICROTITER® % £ (Thermo Scientific) 50 mMIEEEE #i3(pH 9.6)
.25 ng/mlifiJ& fiFabfifg (Cappel Labs) S {fifa > HFE{RAIL =M (5723
CYTHAMNPBSHF Z2% (w/v)-IiJE B & H FHET R /N 2 TN o 7 fiRi
¥ B i (Nunc5£269620) > 100 pM =26 pM ['> 1131 /R BiAH A Fab 2 i

& M B ROR & (B 40 B2 T - VEGF §7i 88 Fab-12 Z 5 f — 2 > Presta® A,
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57:4593-4599 (1997)) - #E G FMHEAFabR L © 780 » B E I FER &
RF ] B2 (B A0 65/Ns ) DA PREE ZEE -8  HB12 > fE=0R M RPOESYER 2
e AN E S (PIORFE—/NF) - EBRERAHSNPBSH 2
0.1% % IUFLFE B520 (TWEEN-20®) %50 /\ K - B BRI - IR I0150
ul/FL.7 P14 EE (MicroScint-20™ ; Packard) » HfETOPCOUNT™ y&} 8588
(Packard) F ¥R T80 88 - BEEEAR B/ NN BUFEN20% ix R&E & < & Fab
HYREE R R4S & ot -

REBES—FY - KAERFREEEFLIRoE2SC T EREFY
10 i [ fg B fir (RU) Z [& £ #i [ CMS & | < BIACORE®-2000 =,
BIACORE®-3000 (BIAcore, Inc., Piscataway, N.J)ZKEH - fi= >~ - 18
BEERSHAE 0 AN-ZE-N-(3- T HEE N E)-ik (b o iz B I B
(EDC) Fe N-FEE T i up e (NHS) I b 74 B B AL 3 g TRl AR ) BRI 25 & =
(CM5, BIACORE, Inc.) - FH10 mMZEE#{(pH 4.8)# Hi/EMmifZE LS5 pg/ml
(490.2 uM) - FE{ZLLS pl/min 2 357 ) 20 420F B DUE R K &Y 101/ [ JE B (s
RUZEGEBE - ENPUEE » 851 MIEER DITHET R < E 2 &
* BARE I E M > 4E25°C T LAKREI2S pl/min 2 i B FRE KN Fabjt &
0.05% % (A B520 (TWEEN-20™) 5 S 4K~ PBS (PBST)H & [y &%
HEHER0.78 nM£500 nM) - FEHHERN—E—BIREHEaHELY
(one-to-one Langmuir binding model) (BIACORE® ¥ (% #1 A% » 3.2fR) -
5 o [5] B 858 & 4 & B R RORI B 5 2K 5T B A A R R (Kon) S R IR R
(Korr) o V- 187 fifE 7 B (Kd) ¥ EE Fkorr/kon 2K ETE © 2 R I70ChenE A, J.
Mol. Biol. 293:865-881 (1999) « Z5#&H Fit R A EHE LR EHEI 2
G A AR E R 100 M-s! 0 B4 A A T R (50 A 8 O AR R Tl KM E.
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Z g EAPBS (pH 7.2)F1 220 nM#LHLFEHLAS (FabfZ Z)FE25C T ~ f£IR
PR 2 PURFAE N 23 8E O3 = 295 nm ; #5f= 340 nm > 16
nm7 ) IV AR - AR E GE N B AR AL e 2 b a A
T3 YE M FE EF (Aviv Instruments) 58000 £ 51| SLM-AMINCO™ 43 3¢ i FE &+
(ThermoSpectronic))f & Hl -

R Z Ji-Ror2 i fe v ik & HiAe ~ NEEHURREANETEE < £ —
{EE K # 5 > PRA#i-Ror2#i 88 7 E » #I40Fv ~ Fab » Fab' » Fab'-SH -
scFv ~ BETHEETAS ~ = IRediae - THIhREfiAS R (ab') 7 B Rt PLAS | B
Rz 2R R pEE - A5 —8HAT > ikfheRiEE - P05 E1eG
PLRS B S E 28 2 HA DU AS FE R s [F 2 - B KB hiae /B L &R -
42 A HudsonZ A, Nat. Med. £9%&, £129-134H, 2003 - B scFvH B2
& . - £ R ] 40 Pluckthiin, The Pharmacology of Monoclonal
Antibodies, vZ5 1134, Rosenburg fz Moore 45, (Springer-Verlag, New
York), 5£269-315H (1994) ; 7r 2 H WO 93/16185 ; K & B & Fl| &5
5,571,8945% 2 555,587,4585% - AN BRI ZREaFAEERERK
BHER 2GRN A ZH] ZFab K F(ab), /1 EZHYEm L - 2 A EEH A F
5,869,0465% -

R 2 T RE P A o] Ry (BHY SR ALY o BN EEIREDIR 2
=0 2FHWEP 404,097 ; WO 1993/01161 ; HudsonZ A, Nat. Med.
9:129-134 (2003) ; K Hollinger¥ A, Proc. Natl. Acad. Sci. USA, Z£90
F, 56444-6448H, 1993 - =DjRE Ju e K U HE DL s < B B J5 i i 72
HudsonZ A, Nat. Med., 3694&, 5£129-134H, 2003 -

E—EgimE Tt » AEHEESHEETIE A — 8 7o B a2
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S BT B — B o BE ] B IR R B o AR E AT o BT
A% Ry NFA B HAG (Domantis, Inc., Waltham, Mass. ; £ BG40 3% B 5 A
56,248,516 B15%) -

HUEe R B al M SR G - BE{EARN) BT CEEKE
AL DA R FE B AHTE F AR (B RIGIR B (E. col )RR EE » WA
SCFTH L -

FE— S E A > A20H 2 Ji-Ror2ii B8 0] Bk S PLAE - RS
#S 5 7 7Y 1 40 == B B K 55 4,816,567 5% 5 K MorrisonZE A, Proc. Natl.
Acad. Sci. USA, E81%, 56851-6855H, 1984t - fF—(HEFHIFT » ix&
e EIE NIEA B E (PR N ~ RE > B > REFAFER
HEyGEEOB s TE2E) K NRRERE - £S5 —80F ek

DRI PiRe - AR ADUR B 0 sz Diie L FE R E
THEAMEL metiREEENREEER K -

FERESEF G T - AEH ket ANELETE - B8 - HIEA
FHpias T N DR EE R 2 ere 7 - AR AR BHiR
FEEREMNT - —KinE @ ABLHBEE - E 8 - Hf
CDR(ECH &R 7)) B IE A PiEe - HFR (REE ) IHEE NETE T -
NE(EHB T HREY I EE NRREE 2 2/ b —H7 - £—SEghmpl+
N EPURE 2 — S FREB A K H JE NS (B0 CDREE A AT 2 i 2 Tt
A% < BHEREHUR » DABI0 AR sl BiiAefr 21 80R ST -

NEA e &k H8E 5 )& &8 4 72 51 40 Almagro K Fransson, Front.
Biosci., 88134, 51619-1633H, 2008 H #E —F {4l i> F W0 Riechmann Z

N, Nature, 5332%, 55323-329H, 1988 ; Queen= A, Proc. Nat'l Acad.
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Sci. USA, 5586+, 5510029-10033H, 1989 ; EEEF|2E£5,821,3379% ~ 5
7,527,7915% ~ 566,982,3215% & 5£7,087,4095% ; KashmiriZ: A, Methods,
F364%&, F25-34 H, 2005 ({7t SDR (a-CDR) # fg ) ; Padlan, Mol.
Immunol., 284, £489-498H, 1991 (it ' T HEY ; Dall'Acqua
% N, Methods, 364, E£43-60K, 2005 (it " FRZ4H | ) 5 K Osbourn
= N\, Methods, 5£36%&, £61-68H, 2005 xKlimka=: A\, Br. J. Cancer, &
834, $5252-260H, 2000 (f##FREH ~ " SIEBEEE | J7E) -
AN AR NEBEEEFEARKY) © E/H " &ERE ) A
PR ZEE (£ B Sims = A, J. Immunol., £151%&, £2296 H,

1993)  JHE B ANTE PR s E#E o] B8 &E 2 NRIRHILE R 25
ZHE (2 R0 CarterZ A, Proc. Natl. Acad. Sci. USA, 5894, 554285

H, 1992 ; KPrestaZs A\, J. Immunol., 1515, 52623 H, 1993) ; A%H
(Rl =) AR B N A TH 28 2R & (2 6140 Almagro J
Fransson, Front. Biosci., 3513%, £1619-1633H, 2008) ; KR EHEHf@FR
WEZEREE (2 R BacaZE A, J. Biol. Chem., F272%, 5 10678-
10684, 1997 fxRosok=E A\, J. Biol. Chem., 382714, 5622611-22618H,
1996) -

E— S E G F o RNEHZH-Ror2ii B 5 2R M HIRE - Bl R
RUYEHiRE - ZRHEMPIRGHEVHREFSECEE &SR RIEZERT
s FEFREFEHAIT > SERFEMET 2 —F R HRor2 H 55 —F Het
PR o EFEEERA T o R EMEPUR AT &S 5 Ror2 Z f{E - [E 5T
FUREH o SR EMEPURR YN 0] AR AT 32 M 2 fz £ R Ror2 Z 41
HE o BRI A e RURERE R BP A8 -

i
Vi
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AR B 2R RAIEHUR < R iln B HE (B BRI BT A B 21 2 W
RIEERE O B - g 2 EAH LRI (2 F M ilstein &z Cuello, Nature, 25
305, ZE537-540H, 1983) » WO 93/08829 x TrauneckerZ A, EMBO J.
F104&, §3655-3659H, 1991 F " #H ) TREHUE (S AR EHEF 5
5,731,1685%) - JRA[#EH A PR BB Z R R MUEHUE - TESUEFEE R {F
AL DUASFe- 5 BAE 70 (WO 2009/089004 A1) ; {5 f{[E 2 5 2 ([ 1t
BEE R R AT (2 LI E E B 5 4,676,9805% K2 Brennan® A, Science,
2294, $F81-83H, 1985) ; {HH O M EA+u #E DU & R R Hi s (2 A
il KostelnyZ A, J. Immunol., F148%, £1547-1553 K, 1992) ; {HFH

TEEDIRENURS ) Rl AR ELE B R R MBS R BL(2 AW Hollinger % A,
Proc. Natl. Acad. Sci. USA, 5£90%&, 5£6444-6448H, 1993) ; DL {EHE
#HFv (scFv) g (& B HlaGruberZE A, J. Immunol., E1524%, 555368-
5374H, 1994) ; DU BifE = M5 - Pl TuttZFH A, J. Immunol.,
E147%, £60-69H, 1991 F Ak -

AR INEERA Z(HECE S E R G R 2 TENE 2
iR » B T & A A (Octopus antibodies) ; (2 & ] 40 US
2006/0025576A1) -

MABSKPIBE R R/ o] EfE TS {EAFab , 3¢ "DAF , » HE&&EER
Ror2 DK 55— A [EHi R (5EWIRorl > 2 FEIIUS 2008/0069820) ~ HiF 4%
G i B -

AU F-Ror2 i ELHiRE R BE Rl (R B4 T A R &3S - B
sEAR R AL A US 2016/0017040F -

AR Z fi-Ror2 RS ELHL AR 7 X 2 V0 B /(B 22 R M R /B0 A W0 1 7]
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& M PEIE R flg o 2R 2 & Hd oy B 2R OHI B S O o — 26 M 5 oy A FE 207 35 B
L 558,853,36958 F o
B. RE&ESY

ER—BET » REHTRERESEEY) > HESdEER -2
AR A i -Ror2 PLAS Ei i ie 1 B2 - sZ Sl BT M A (a8 WL B IR
I EEY) ~ £ RUIGHE - HEEWIWHE - B - @Y =EYkKEEH
HEZE  BEMERAHEHR BB R -

E—EEE T > RESEDHBIR TR RGN —E X fHEaE
V)2 Hiae-gEYsE aYI(ADC) » ZEEYEFEARMEEZR(2/E
B F|2£5,208,0205% ~ 555,416,0645% 2 BOMEFIEP 0 425 235 B1) 5 B
Bt 1.7 (auristatin) - 55 4 5 B B BB fth )T 229 3 7y DE K. DF (MMAE J¢
MMAF)( £ R % B %5 F| 25 5,635,483 57 K 55 5,780,588 5% K £ 7,498,298
) BREER FEEMEXNHETEY(ZAFZEERNES,712,3745% - 5
5,714,586 5% ~ 2£ 5,739,116 5% ~ 255,767,285 5% ~ 255,770,701 5% -~ =5
5,770,7105% ~ 55,773,001 5% & 555,877,296 5% ; Hinman % A, Cancer
Res., 8534, 5£3336-3342H, 1993 ; KLodeZ A, Cancer Res., 5£58%,
252925-2928 FH, 1998) ; R IRE & (anthracycline) » 5 U1 4L & 2 /N4l
(2 HKratzZ A, Current Med. Chem., £13%, £477-523H, 2006 ;
JeffreyZ N, Bioorganic & Med. Chem. Letters, 55163, §358-362H,
2006 ; TorgovZE A, Bioconj. Chem., 164, &£717-721H, 2005 ; Nagy
= AN, Proc. Natl. Acad. Sci. USA, £97 %, % 829-834 H, 2000 ;
DubowchikZ A\, Bioorg. & Med. Chem. Letters, 585123, 5£1529-1532H,

2002 ; King% A, J. Med. Chem., §F45%:, §4336-4343H, 2002 ; K EH

5 57 HEEHIEREIE)

C265524PA docx

113118792 FEESE A0101 1132026808-0



202434312

HA[566,630,5795%) : HEEERE | REMY: KK > sBUZIESEE -
KPFAERZE - L) i % (larotaxel) ~ & 5 i % (tesetaxel) K Bl F
(ortataxel) ; B fAEIGEZZE + K CC1065 -

ES—EHAIF » REEEYEaEaNBREESERERHRE L
ARSI Z PLas s bise /B, - Zl e S s = E R B (EARTY)
H "z A ## (diphtheria A chain) ~ HWEE £ (diphtheria toxin) 2 JE4E & E M
R Bz~ SN RABECKE SRR E (Pseudomonas aeruginosa)) ~ B &R A
## (ricin A chain) -~ fH B ¥ & & A #f (abrin A chain) -~ E 7 & A §#
(modeccin A chain) - o-75 %8 & Z (alpha-sarcin) ~ JHHi (Aleurites fordii)
B -~ B/ 2 (dianthin)ZE [T ~ FERGRE(Phytolaca americana)ZE 4 (PAPI -
PAPII [z PAP-S) ~ & J\ (momordica charantia) {1 F) 5| ~ ik J& & 5 & H
(curcin) ~ EH & & (crotin) ~ JLE E (sapaonaria officinalis)f{|IF|H| - & 15t
% (gelonin) ~ H4757 F E (mitogellin) ~ FIREEF 2 (restrictocin) ~ Ef R
(phenomycin) ~ fHEEEIZ (enomycin) &z Bl fE BUGHRE R

TES—EHAIF » REEEYE S NI MER F 2 (A STt
ZiRasiiae B LUP s VRS &) © 25 RO MR [E iz 2 0] A R S i
H&Eaey - gplafmAc - 1P - 129 - Y9 - Re'®® ~ Re'®® ~ Sm'??
Bi*'? ~ P2~ POV R LuZ U MEFEIL & - &R S S ARG - H
AL R PR 52 i 72 2 O MR TR T > Bl tc99mET123 5 B R A i
LR (NMR) 5l 8 (IR H8 Ry i 24 & - MR .Z B etEae > sE20hi-123 ~ bt
131~ g/-111 ~ F-19 ~ bR-13 ~ F-15 ~ &-17 ~ $L ~ §Hakss -

AERHZEEERENERSTEEGIE/DRE R BB SR~
EEY o ZEEEREOEBERNAHFENN-T oo e A-3-(2-MhoE &
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i AN ELEE(SPDP) ~ T " fgao e B -4-(N-E T % —Fane e A H B IR O
-1-HEEER(SMCC) ~ o A FEER TR (IT) ~ BRoERelE < B E R UTAEYIGGE
M R IR  EMEGEO T B T Rk
B ~ B ) 225 A LeVEGEUEEESRERHRE ) C
B - BEEATEYGENEHEBEREHRLS) -2 ") - “RAREGED
HZE2,6- _ REEE) K EEEFILEYEENL,5- " m-2,4- HEZ) - &
s > EfEZE R ESEZ 0 VitettaZs A, Science, $£238%, F1098-
H, 19875 i 8lfl » iR 142 |- B S EFFE- - HA L =N
LEEMX-DTPA) AR E S M H R G R IiR < IR SR - 2
FW094/11026 - HiF 0] KA EEEY AR PR < " TR
RIS o BN S - TR REERE T - ISR R T - ot
ARgER T - HEER TS Wi 2 E BT (ChariZE A, Cancer Res.,
$£524%, F127-131H, 1992 ; EEHEF]5E5,208,0205F) -

A 2 RGN E (B RP) AR 8 o 4551 - &
55 % Bk s B AL HE (B R R 2) BMPS -~ EMCS - GMBS -~ HBVS - LC-

T

SMCC - MBS - MPBH - SBAP -~ SIA - SLAB » SMCC - SMPB ~ SMPH -
b B2 7 -EMCS ~ fefiZ 72 -GMBS ~ feifi 75 -KMUS ~ fia 2 5:-MBS ~ b B2 7 -
SIAB -~ teiz7-SMCC K g £:-SMPB » K SVSB (T B aefig£-(4- 4%
ELU ) R FR) o 5% S ST U BT i 15 (B 40 % E Pierce Biotechnology,
Inc., Rockford, Ill., U.S.A) -

ADCZ BRI B BB 2 iis sl b / B (Ab) » H = fE R <l
SN o7 (D) R (£ ADEID R 2 H P T8 o3 (L) » AE—EEH AT - Jiasss
2 M B B FR A F WO i BE R/ B G B I8 R 7 S S T 0 o

H
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(L) -

PR EADCEA L & Ab-(L-D), » Efpfal Z£&J20 o {£—LEF i
o Al SR PR L S ED o R B E s R R B R A B H IR o A

—EEEHE B o e P B B T AR T A ST AL 2 AT [ R i Re e B

A e BIRPEALZ ADCEE(EARI)EAL ~ 2~ 384{F & TR UWE
Z P Bt RE g Be L BERI SRS (Lyon e N, Methods in Enzym., 5550254, 55
123-138 5, 2012) » fE—SFHEFIF - — B 25 [ e ile -1~ B g 1 52 kA~ (o6
TRBEEFAERTRRT - b Eb T 2073 e dE-F B R B 7 4 T [ 41
AT EEY) - L —EEAIT - SRR oAl REE R ER R LUE
A — B2 (I e B 1 B P I P
a) B M T

CERE T ) (LR LR — B 2 ([ 55 A0 25 ER 53 (D) Z BB oy B RERR
TR EPiEE B B (AD) UP R EE W T2 ADCHY R 4 & 1) < B D RE 3% 1)
REER > o AE— LTI T - ADCHE B A A L EEB R EEY) Rk
I EVEBREENER T B - BOINE > £—SEEAT - FiEEIiRE
Bz (Ab) 2 -1 b B % b 55 ] B 78 F 1~ B 3R ) - B 1 TR R ) 2 SO B R B RE
B R LIBIS ADC -

fE—EREEE T - T B RS ERHTIRS B 7 AL e i - B e B2 S e
R BRI BREE: - FEPRBIMEPI R IL S e M B re B B IS T4 i
g AR~ o-R OFRE - TEEES(FE T SRR nE g s -~ 4- AR
Bs ~ AwAE N - Us kAl - BEF - BREtY) - IR - ERRE X

G

B SR - 2 B AW KlussmanZE A, Bioconjugate Chemistry, 55154,

ZE765-T73H, 20040 2 ET66 H 2455 HE -
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fE—EEH T > HEg T B AR EIRE LA R E T AR Y
Bfe o PURMEIL SR BT A (AR EE & B kE - £ — S EHE 6
o BT BB A MR T I B PIRE E R E TE E H P R
et L EE - JERBIMEGFURME B M B e A S (B TR ER
i~ B5 o A T BEREN - BERERES K OT AR -

BT AR E NS EERE T o PURTEE R T EE6-ET
TR A CERA(TMC ) I TS R A NER AR (T MP )~ &R
BB ( " oval-cit ) B T ve ) ~ NHEBR-ARINHEBL( T ala-phe | ) ~ ¥
R EEIRE( T PAB ) ~ N-T _fig oo i B 4- (2-ME e B bt B ) TR R s
( "SPP ) R4-(N-IE T M _Fauo b A H BB C - 13 BEfis (" MCC ) -
P T oy Ry IR T E R > Hoor — BB T A i DA A

R R A REBER T, He AT R - JEREMEBIR
M u] R g T R PR EE A R e B T (PR E ) - B SR (B2
IRBE SRR B T~ e A TR e E T e i L E P2 T (ChariF A,
Cancer Research, 55524, 5 127-131H, 1992 ; = &H F[2£ 5,208,020
) °

)

AQN

X

X

&
P

5
i

HERLERGE > EETFEAL TR -A-W,-Yy- > Hp A% T
HFET, » HarOB 1 Z8E - Wik TIERE T, - BwhoE122 %
8 YR THERFEIC, 0 Hyfk0 -~ 152 - &2 #EEFRIADCER
I(A) @ Ab-(A-Wy-Y,-D), - HffFAb ~ D Fepsll ESCKIFTE R o MEERE#E
F BT M R I S S B R R 557,498,298 57 1 o

TE— G HI - BB T4 B E R DR R 55— R T4 o L
YAy 2 TR TFEIT ) (A) o JERBIMEGIR MR B IT R T
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(E AR R &R e I (& Tﬁﬁ/\hﬁ’ﬁ SR AR YN E PR T4 oy Z (D)
/‘3 0
% ({N/\\)J\\f

P
2] I
g_[%?\ /\.\/J\ \[’/\/’l:]\\//\[)/\TELL’
\< | !
9]

mPEG

FE—SEAId  EETH S T EERET ) (W) - S
BHapIT - BEABREI AT EE TR M EONEHAE - Mt (e BV L REE
RAEWNEB N - SE07ER R R B RE & o YR (DoroninaZ: A, Nat.
Biotechnol., 55214, 778-784H, 2003) - Bl iz 2 BE B yC BIE (HA
PRES) R ~ =K ~ UK R ALK o B R AL & (B A PRI ) & Bz B - T
Bz (veskval-cit) ~ WRZHL -7 Y B2 B% (af BCala-phe) 5 25 A e B - ik P 8% (£k 2
phe-lys) © ZRN & L - = BERE % (phe-=ilys) + Ko N-H Ak -8 iz B2 - T\ % (Me-
val-cit) » BIR Y = RELFE (B A PR H e B2 - SR RZ 1% - JICHE BR (gly-val-cit) &
% - H R Bg - H BBz (gly-gly-gly) BB R BT o] B & B 45 R AR R/ =i
B W B R/ BOIR R R E A W BB R I B B B BR R AL > sE W INE BE -
e BB B i SR T s LA R R S BB EE 5 i - (S ES
BgB - C & DECAHLEE B /AR E B By 2 R E i 4 1Tl (e HAE -

> TR 222 1R T L (1T BB 2 (1 2 R e /IR R B 2 TP
PR B 2 B MR o G SRR B AT A0 AR B2 RO & Rl A K B (B A0 E.
Schroder Jz K. Liibke (1965) ™ The Peptides ;| , £ 1%, F76-136 H,

1l

-
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Academic Press) °

E—EEHEE T - T Be EIie B R T BT R/
s A BT E N Sy 2 TR TR, (V) - BT EITH S

"B BT JEE A, - TIRE AL RIfR T B TR {EADC
KR A BT A ERR T EIL ARG o N EYE »r Z R T BT - JEE 7
AT bR 7 B Z E PR FE (B A RO H BBt il b BT & H B e - H B
BefifR T B0 - AL —SEHES T > 2 A H - HERER T8 ILZADC
MR EC M TR - (EIeH IR -H B -2 E oy 8
ADCZ HeRE o B - AL —EERb BN o - H e Be-H e BR -2V El o A
R R AR TP AL R KR P B - (NI B 28l 0 e H B - H i B ifR T B

7_—‘EO

i

W}

%

" H R T EIT TR EYE T o AR E AT o
T ZHERETE B e HEESFNERET - B EERA T - HEE
7 P L I G T B P o R R R B R BT o B AS HHR B AR 2 ) Bl i B
W% B B Ak B B B % B BRI B (Hamann% A, Expert Opin. Ther.
Patents, 154, 351087-1103H, 2005) -« £—EEFHEWH F - HEFE T
BE W EREHEEKRE (PAB) - i —EEEHT > B&H o EE T
ZADCEAFLIT 4

3\14{;\ — W, —MII
O—C—XN—T)

Il /
v 4

-~

,%5

HAQ%-Ci-CsliiFr ~ -0-(C-Calii k) ~ - & ~ -t ERE-#7E © mf&R0
FAFEIN 2 BE X B —sZ (#E/MNE R A HE TSl A FAE 0 HpfEl
2207 WEN - £ EHRPIFT > pE1IELI0~ 127 ~ 1£5 > H1E4Z

% 63 HEWHRTE)
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10 F T e
TR A

fli:»B;[J/ iIL

1D

/UH QW} R ﬁlﬂ“j ‘ﬁmi Jﬁh&x [J\ } ( 1. L@,@u /”: © ﬁ“' JLLL;MHR’E;WM ? \\W,& \\)

4

AT AT (LA BT 1 RUBUR P AIB AL

I

2 W (5 W YERTEY

/::
\

\\“wu[}" ' I"l[” 'Tf

o \H[&

( J'L‘

Chem.

Lett., 5945, o231 11, 1999) A

XA s T A e

i3

B KP4

T AN AR S RGN A il | TR W Hi (Rodrigues

Iy D Ay ) 2
Biology, UX24%, G322.3

AT 2N A

SE815. 1L, 1919) 50

NLENE R 7 A e AN ak Rrd
Bt Z 8 (StormTE A, J. Amer. Chem. Soc., 559045, &

%W B (Amsberry 05 A, J. Org. Chem., 935545, G3586711,

DEU] T Wi IR o e T B2 Ly TR ADC LT T3 IR I Kk 1

1990) - Gh4
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F5(SPDP) ~ N-TT g oo e Bk -4-(2- Tk e B i B ) IK L Bis (SPP) ~ T B ao %
E4-(N-HT M “RRos A H BB O - 1-H BB (SMCC) ~ T _Hgus e &
4-(p-IE T 1% B ue B A4 ) T B BS(SMPB) ~ T fig i BL6-[(B-IE T /%
T HRuE R AN R ) CBEBS] (SMPH) ~ SR BROR AR IR TP (IT) ~ Rl B -
EMCS - f#Es £:-GMBS - 1 g E-KMUS - g EL-MBS - i3 5 -SIAB »
iz I B - SMCC Rt i £5-SMPB DL R T g o e B - (4- £ 0% B 1) 45 HH B s
(SVSB) » HEFEH-IFT % MR - —MASIET KR EakEs
fEe(DTME) ~ 1,4-%8 I8 T 1% _FEoc e & T B2(BMB) ~ 1,4-28JIF T % _fg oo
R ks-2,3- “FCE T i (BMDB) ~ #IH T }% _fRss A Cbi (BMH) ~ SJHT
Vi _Fg o B B £ fE (BMOE) ~ BM(PEG), (1 3(JER) BM(PEG); (R (&
) MRuEEEE s EERCTAYGEN — RS R _H i8R - &
MEBs(GEOF= 8 T “BRuchels) - BEGEUR ) - 25 LEYGE
MEHBREXFRSC B  EHEETEYGEGENEHEAETR
E)-£ k) - _RERBGENHZ2.6- _RERE) R EEEA LAY G

B
fBﬁIt

i}

5 67 HEEHIRIIE)

C265524PA docx

113118792 FEESE A0101 1132026808-0



202434312

WL,5- " F-2,4- B EAE) o AE—EF AT o BEIE T M R an B sl R o
FFULRS o R R B 2 R R B RN SRR 2 B AN Sy - R T B R -
HALE e B BfEEA R AFRR - RO

i ~ Z0GELILNE « R - hoE R hiiE - BRI R 2SR -
FEEH o EE B Y & EKIE - & A Pierce
Biotechnology, Inc. (Rockford, 1I11) - Molecular Biosciences
Inc.(Boulder, Colo) » BUfRIE FETEF My R A 2 FF& R 5 Bl TokiZE A,
J. Org. Chem., % 67% , % 1866-1872 H, 2002 ; Dubowchik, % A,

s
&%
_E_.
I
§
NER
E
=
5
[t
Kl
o
N\
=

Hk

Tetrahedron Letters, 25 38 %, 25 5257-60 H, 1997 ; Walker, J. Org.
Chem., 5604, 555352-5355H, 1995 ; FrischZ A, Bioconjugate Chem.,
FT74, F£180-186H, 1995 ; EFHEF|5E6,214,3455% ; WO 02/088172 ;
US2003130189 ; US2003096743 ; WO 03/026577 ; WO 03/043583 ; &
WO 04/032828 o

IR 14D 2 - R SEAERH E-3-FHEA L =Fh ZEE(MX-DTPA)
HBHRERFMEZEFREGEENR B ZP REEER - 2 A0
W094/11026 -
b) Bl R4: EE Y ER
DEBERIEEER

FE—EEHM T > REEEYEaEanN —NZEEEZERET T2
e - BEERGEERZZOAY) > ARERURHMEESTESREMFERZ
A& o RZIHE - E8 R E XEHIFEANEEEZ R (Maytenus serrata)
TrEEI S (EEFEHNEE3,896,11157) - fEg - #WEEHMEYIIESEBES
0 SEUNEBERCI3IEGERGEREEF%4,151,0425%) - alEEER

Hk

% 68 H(EWHRITE)

C265524PA docx

113118792 FEESE A0101 1132026808-0



202434312

BRI ER HF5E4,137,23098  554,248,870%% 5 554,256,7465%% : 5
4,260,608 & : 554,265,814 %8 : 554,294,757 %8 : 554,307,016 9% :
4,308,268 & ; 54,308,269 58 : 554,309,428 58 1 554,313,946 5%8 ; £
4,315,929 %8 ; 54,317,821 58 : 554,322,348 %8 1 554,331,598 %% ; &
4,361,650 %8 ; 254,364,866 9% ; 554,424,219 %% ; 55 4,450,254 %8 5 &5
4,362,6635%% ; 54,371,533 o
BB Ry Gng-EysEat BEaRks 2 8EwEir
BE  (DFEMBEREEEEY 2 C2ENCTEMESE SN EH S (D5
AR M E i EE FESNUBNEREDTAE  GifEmE i
TE 5 K (v)H R 2 T R e ARtk -
BFRAEEESZREYN v 2 FBEESE KILHEREM TR > A
Al R KRR TR0 0575 70 Bl - 5000 A A R A2 S R4l 728 4 (2 B
WMYus A, PNAS, 5993, F7968-7973H, 2002) - MEBZ/ O RED
17 A G R B -
PIRMEHEESZEY N o EFE(EARD BAKSE 2 T RNEES
ZEEYIEL 7 0 A0 ¢ C-19- K E(ERHEAF4,256,7465%) (Pl A1FE A S AL
o R IO EFEP2EL) © C-20-FEE (B(C-20- K H E)+/-C-19- K R (EH
HAE4,361,6505% K 554,307,01655% ) (540 #5 {55 F 28 8 & 208 4% | 4 H
EALECE HLAH L @K 8 )+ R C-20- L H & & - C-20-Fg & £ (-
OCOR) ~ +/- LR (CERHEFE4,294,757%) (140 F5 {5 57 G & SEE (b sk 8y
E AR BEEARE CHEEER -
PIrMEEEREYR 2 NAEREANE CHZEREYE T » 54
W 2 C-9-SH (EEHF]5F4,424,2195%) (P05 (35 & BE FAH,SE(P2S5 [

)
t

By

g

o

% 69 HEWHRTE)

C265524PA docx

113118792 FEESE A0101 1132026808-0



202434312

fEAR B ) 3 C-14-fE | B H A (L H R A/CH0R) (E ] & #1355 4,331,598
57) 5 C-14- 58 A H B B & & H A (CH.OHE{ CH:0Ac) (EEH FE 5
4,450,2545%) (PlanrhzEs R E B (Nocardia)$iff) - C-15-F8 A /HE A A (R E
B 4,364,8665%) (HI40#5 i & M (5 =5 BEE(L K RE)  C-15-H
A A (EEHEF]3E4,313,946 5% K 554,315,9295%) (H41 & 5tk (Trewia
nudlflora) 7y ¥) » C-18-N-EHE (EFH HEF54,362,6635% K 554,322,348
50) (PlaNFE &M E =R A HERKE ) k4.5- KA GEEER]
F4,371,5335%) (HIaFEH = F LV LAHE R =5 K 8 ) -

BEERLEY L2 LU BEBEMFEREUE - BOIMNT @ Bl
Fo A E R S ROl B AN ETP AL - fE— TS - KIEWIERER
FREZC3ME - KREAHEEBHMZC- 141 E - KREBH ZC- 15U B K
BHREZC20uERE - E—BFEH F - #EEERNEZEEM
Y2 C-3(LBIPHK

HEERFEYS T EFEAEAUTEE L HESREYE T
3
e (R, —S—
AN

(9] N‘<
\> < y
v
o Y
4)\ 5
e

H,C
SRR
N
e
\% \
Ve

HAURRGIE R~ EESREYE o 207 L E#E R £ ADC
BT o BREVGILH BHECC-Colit B o o Bl o B RE T IR 2 o fod A o
Ry B R ~ LABUAN A 0 FEIm B ~ 2803 (EEEA]55633,41057 © =
H K5 5,208,0205% ; ChariZE A, Cancer Res., £52%&, £127-131H,

(|]
\N/l\o

H

HO

.
H,0

5 70 HEEHIEREIE)

C265524PA docx

113118792 FEESE A0101 1132026808-0



202434312
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2)BEA M) T (Auristatin) ;2 3R 35 % (Dolastatin)
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L EE A T o BB EY R IR AR P R -
B o AR 2 BEY)ED 53w S iR A W (8 B R 2 (e A K /B R B
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LAN 27 A%E « ZEBIENET,498,2985% 1 EEEH555,635,4835% ; =
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5465H, 1998 ; PettitZ A, Anti-Cancer Drug Design, 55133, 58243-277
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3342 H, 1993 ; LodeZ A, Cancer Research, £58%, 52925-2928 H,
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T E FREE =FEIR - ESAEE SR R %A & (Kohn, In
Antibiotics III. Springer-Verlag, New York, Z83-11H (1975) ; Hurley
Needham-VanDevanter, Acc. Chem. Res., 5519%, £230-237H, 1986) -
# A C2I7 BN E Y “EPBDIL &Y CE i M4 s M (Hartley %
ANCancer Res., 5£70%&, 5£6849-6858H, 2010 ; Antonow, J. Med. Chem.
534, 552927-2941 H, 2010 ; Howard & A, Bioorganic and Med.
Chem. Letters, 5194, 5£6463-6466EH, 2009) -

PBD _E RO ENiiE DS ADCE REAERM - PBDE
S b J I PR i) P o 190 1 o B {1z BE B0 6 7 B LI IR (PBD BEE L AN 10-C 11 55 fi#
F 7 FEVEFE) (WO 2009/016516 5 US 2009/304710 ; US 2010/047257 ;

US 2009/036431 ; US 2011/0256157 ; WO 2011/130598) -
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fidr - RZERZZ(H=0 - fE—ELEHHIF > RPKZRZZ(H=CF; ° {£
FHEfIS o R R /SRR ILHEH=C(RP)2 « fE—LFHEHIF > R? K/
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FIEEHT -
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2011/130598 -
SIREREBE

E—EEHA T - ADCH E & HEREEER - BREEGE AlEEE
MZAEREEY) - BEAIZEMrEHE R R - B REHE rERE
AR E A [E S DAA SR - B  DEYI > FREA 24N
DNA - I HIDNA(RRE X B &6k 2y M ey EAE mE - #E 5
AR BN A R oy 7 S > AR pIRE - R/ B03) Y oy T B B B AR
H{EHRH (2 R @40 C. Peterson & A, ' Transport And Storage Of

W
ot

Anthracycline In Experimental Systems And Human Leukemia |
Anthracycline Antibiotics In Cancer Therapy ; N. R. Bachur, T Free
Radical Damage ; [A] F. 5597-102H) - N EAMEEMERE > FTLlE
BEEZECHRGEZEIE - S50 E MK - L8 - M - O R RRE KRB
(

§

H ] %0 P. H-Wiernik, Anthracycline: Current Status And New
Developments, F11H) -

JERRFIMEPI~MEEIREEEE N E - RFILLE - FEILE - F4
& - REEILERHECTAEY) - C8E M FREEEE RN 2 RS
&Y K A 8 (KratzZE N, Current Med. Chem., 5513%&, 5£477-523 7,
2006 ; JeffreyZ: A\, Bioorganic & Med. Chem. Letters, 5164, 55358-
362 H. 1996 ; TorgovZ A, Bioconj. Chem., 16, F717-721 H,
2005 ; Nagy® A, Proc. Natl. Acad. Sci. USA, %974, 55829-834
2000 ; DubowchikZ A, Bioorg. & Med. Chem. Letters, 55124, 551529-
1532 K, 2002 ; KingZ A, J. Med. Chem., 55454, 554336-4343 H,

2002 ; EP 0328147 ; ZF = F56,630,579%%) - B 24 S BRY6-
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/N B L A BRI B% S - Y (Lewis- V)R 14 S HE H EAET R ITFE B b
FeEF{if(SalehZ A, J. Clin. Oncology, 184, 552282-2292H, 2000 ;
AjaniZ A, Cancer Jour., 35645, £78-81H, 2000 ; TolcherZ A, J. Clin.
Oncology, 174, 55478-484, 1999K) -

PNU-159682{45= HE L B 2 A U ¥ (BT £ %)) (Quintieri S A,
Clinical Cancer Research, 114, 5£1608-1617H, 2005) - TEZLEE
BN TR A FEA2-HAAEME 2 /NIEFaEDY - B
EE N EEREEE N (GrandiZE A, Cancer Treat. Rev. 551734, 55133-138H,
1990 ; RipamontiZ A, Brit. J. Cancer, 5654, 86703-707, 1992H) * £
FE & B AT A0 R 2 P ERII/ITITE B (SunZE A, Proceedings of the American
Society for Clinical Oncology, %5 22 %, Abs1448, 2003 ; Quintieri,
Proceedings of the American Association of Cancer Research, 554455 .55
1hR, Abs 4649, 2003 ; PacciariniZ A, Jour. Clin. Oncology, 5244, &
14116 E, 2006) -

BFEPNU-159682 7 IR R v & h 5 T B R 2 (FEHE T &N
Ft 88 (US 2011/0076287 ; W02009/099741 ; US 2010/0034837 ; WO
2010/009124) » ELFEASCHT L 2 B -

PNU-159682JIF T /% g oo bz #e B -Ab 2 R+ G B AR EHY - 1
PNU-159682-val-cit-PAB-Ab, PNU-159682-val-cit-PAB- fif [ + -Ab &
PNU-159682-val-cit-PAB- [E] [§ T (R'R?)-Ab 7 ## # T 4 & O g o] ZLfig
HY °
6) H At ZEYIER 7y

SEY)E o7 1B FE A% B R 8K (geldanamycin)(Mandler S5 A, J. Nat.
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Cancer Inst., 5924, %1573-1581F, 2000 ; Mandler® A, Bioorganic
& Med. Chem. Letters, %107, 1025-1028 F, 2000 ; Mandler A,
Bioconjugate Chem., 5133, %786-791H, 2002) ; R EEEE R HEA
B BREEAR)EMRAS - AGRER IFEGENER B - I E R AR
CKESIREE) - EMEZRAS - HEFHERAM - ZHEAHE - o-FHE
Z -~ M fH (Aleurites fordii)ZEH ~ B /B E B ~ ¥ i§ & (Phytolaca
americana)® [ (PAPI ~ PAPII };PAP-S) ~ % (momordica charantia)l]
HIE - MESEED DEEER  BEERIE - aftE - A%oHE -
EIREE & - &R - 5683 (enomycin) K il ¥ %5 & (tricothecene) » £
RE4OWO0 93/21232 -

SEYIEL 3 )N B o S AL S (Pl iz bE % B B BEUDN A #%
Bz N TIE) o

FEEREFHOIT > RESEEYITEESERANEETF « 2R
Efr Z TN EA NN EES 2R - EOEFEACH 191129 . Y90 -
Re'®® - Re'®® ~ Sm'>* ~ Bi*'? ~ P ~ PO? R LuZ U MEEIMI K « {fE—5%F
I &R LS Y R EORIEE - HE]EE S PO R =2 b 98 < U
T+ Bl TCY R > 5 B iR % Lk (NMR) Bl (5 (U1l R id AR ple 652
MRD) ~ B EFEED @ sEA0$5-89 ~ Bi-123 ~ B-131 ~ §H-111 ~ %-19 - bx-
13 ~ &F-15 ~ |-17 ~ #L ~ $hECH - $5-80 NI S BE SR & HE &
RyuE - Bl AR PETHE(WO 2011/056983) -

B s AR S s AE R A FA REE YT - BHINE » K
A EHEEHN—REER-19E U - EZ a2 e AR AR
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e s O 5 P il > EL O P S A A 2 S - SR AR I e B (b R B BE W) S - UK VB IE
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gy ashp®Ror - BALD TR EFETIRZEYE 72 TFHEEHE -
sEP) B LB TiAR 1 £20(F 2P 8 73 (D) LB N - A LZ ADCH 51
12206 2 RERVEY R 7 & G ZBHES - EME G IEREFEADC
r > BEEDUAR < BEPIER 73 < 9B H Al RS s B =L o i ~ ELISAY AT K
HPLC Z BRI KB - AN HIEwipii S ZADCZ EE i - £ — 1%
LT AR EE MM HPLCE R K 2 AR E B L dpfazk B B HAL
SEY)E R L ADCZ —EERIEADCZ /i ~ fE R RE -

HN—EPR-EYEEY > pU 2l EZERUE 2B EHRS -
BHMN S - AFERE R EE BT o 20 DL S FIoR M & B
o ke AE BA — 2055 T - BEr B bR & - BCa{E B — [ EeE +
{6 w] A PR T R AR EE A o LR EIEP T > WEEY R
(Bap>S) ARk i fe - YIS C VW 2 B ~ A alEN: - FEEE2

BUEL - EREEEH T - ADCZFHEYEHA1ILL8 - K25 L
6 LB ELSZHEN - EIR L - FHEADCER REWE /e L miE
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ADC Y & & (ZEY)/HLASEE ) v] A~ [E 5y 23l - BL@Ia0#E han 2K
PEM ¢ (DIRFI &Y - E YR EYECGER B S N e 2 EH B
(i) PR 48 & S HE R A BORTE © K (i) 1 35 21 Bt e B it B2 12 B < 80 70 2R
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[ IE - RIFTE EYIHRADCELE B PLAR ~ — B0 (8 82 &1 70 < 7 i BV &
&) - BETREY FHEEETENZEEEARRE A EEY RS
R EEELISATUE o HUE &Yt & - ([EAIADCH LR &Y F #5
& &5 0 A 8l 2 35 I HPLC - 150 g 7K ME A B 7F AR @ A o i (2 BT
McDonagh A, Prot. Engr. Design & Selection, $19%, %5299-307H,
2006 ; Hamblett % A, Clin. Cancer Res., % 10% , % 7063-7070 & ,
2004) - fFEFEFEA G - B A E—-A8E HEADCH] 5 &K EE
HéEeR e ok o
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B3~ B~ B REM - R AOT AERIHAR - ZFHREMEEERE
(i);EM:MfE - sEXONHSHS - HOBtfs ~ pqA HEEHS K BE BV 5 Gi)beks Bk
HEREY) » B0 JBEhkE © KGiDEE - BE - BERIE T M BE oo A

A R B ADC 2 JERR i) M 91 1 2 it 2B A AN S R 8 2 i S R
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BH SRR BICH L R or2 3 35 B0 R 0 3 288 P 908 AR 1 PR -

ARSI 2 YIRS BCHUAR A Bx 1T 8 A IR 52 B Ror2 R 35 I I B (B 2 Br 2
TESNZ IR » AlEMEBCHRE Ror2fE 2 o] LA B IE 32 B - B > 3R

90 HEHHRTE)

C265524PA docx

113118792 FEESE A0101 1132026808-0



202434312

ZEME AR REREERE CEYEL - WA - flos T AU
fn 0 JehE AT Y2 T BB R oA A B Ae 2 A R A - YRR LA
FEUEA PRI MR R A2 AR < AR AE B ~ B it 8z o GEA1UE
fats AC) B AH 4 B A Bk Y HHY i il s X - BBl S > AP
BFEIE B B B A BIRor2 18 8 3R 3R M R 2 B E < 8 fS W B 2 4H &

HVEiAE - BAEBEE RO - EEWHERERE - 5 - il - Bl - 2.5 - A5l
SRR ~ B - BB T E N - A S AR R - EHEYIT i
AHRE OB ~ HRBREY) ~ UF - AR - AR RS AR SR

fE—H EEHH F - KEH G —EZE{E A8 B Ror2 i & 3 37 1H B
ZREEN A HBERERAARXERGEIKEZER AR EZ
Ror2ii & - 5¥5 < > s AT EEL N5

(a) (E{EAS Z AV SRR A 2 s sibiie B BRAE AR I
R B R T @B LB RERo2 2 AW SR 2 B R EE
/4

b)) HHR/NEEZFESY mhZFESY EMNIERE
Ror2 8 R AR < FEIE -

SRR AE ZHERE o n A [E B AR AR A S I 2 U5 VA LU E 4
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TiRE R B m] Ry B0 RE i — B2 R o il fs B Bk A g i (7 BB 1 L 2 4]
IREEERE - —fHHE A ORI E T4 pg/kg£100 mg/kg B0 % 7 & [F]
A L ESCRTIR R Z IR E » B0 B H B Rebp ] 2 B R % % - il
AR AE > JBF — R R 2 RWIEIR Z AT R lHI s £ B 1k - BRI E A
EE s > Pl EE = B RAGIOLIERBREREZOMENY 1
BTN N R PUAG iR A ER B ) - Al R BHa S nEE - 2%
B — B REHRE & - A0 > HALGEE T E A KB o IERAZERE
Zh1% #E i BRI K oy i A -

JERREE - DL ESRECYIBCE R AT ZAE—F 1B UEPR T -Ror2 i 58
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LAGME PSR Z fife b R e & e W) #ErT -

WsaiE ¥ L e R EEBE G H M L £/ - BRTAERE
()APCHE5R - FEU0(a) X5 £ 4RiE I K MHC [F 1 2 88 41 R ~ DNARY fE J&§
Fr o BR(b) RGN RE R < o0 TR sl At AR AR o 5 R o 4 U e e R AT B (3 5
RN & - GM-CSF ~ Lf3% 7y +B7.1 ~ B7.2) » (i) 2 M AHAE
AR - LR B THRERE - 2 e aR aiE s
o e R R R M 7 R T-R S B - 55 0 4K 36 Hh TL- 2 B el g 2 & SOk RS
SMEIGEERS - 5590 0 ThRE R o0 B < TAH AR 0T #5 & RS 51 i FH 4% 2% BA
ZPi-PD-LIFAEARIE(L - HE R FEE(EZ TR ERLBEE - hE
FEFR 2 — RS H A BUHGBUAZ N 2 il ~ PR R B REE EYHE
% o

FEE L B BOAEIELLT © (DS FA (PR ST 5% - XE &%
&~ BRI B SR R A DL A S0 4 A L RE R U 4 - 8RS A T 48
HINER Y TR 48R (EBRT) S BB it B B 4% AT B RO N B e B2 5 (i (R E2
AR EER — A B R AR (L A RS G R A B E &
R ZFEAMEES E YR (B 206 R B & RO E R C
(imatinib) ~ HIEE T (gefitinib) © BEERPIAE ~ SLFTIHE L) © (v) RIEHF
& BUESRTE £ 2 RE R EBIEE) - (VIBEEE - SHETHRE (1A
B R O R BURREYEE) - (v A R - SCHETME TP R AR
Fe(vid) 48 g s T - BT o B G DURES R ~ B0 ~ &M ~ B8R
K 2 B o 58 200 k(05 U %) K 5, 7] B (oxycodone) Z (B &E ~ 55
40 &% £} 5 35 (ondansetron) k2 i UL iH (aprepitant) 2 $8 I &% 0] 7337 5 H (R B8
MR B T ZE -
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R E 2 a9 H » AT B -Ror 2 iR B0 Ag | L 2 Al ~ Z (& LT
R (TR R M EACH RIER T ZE—F < 559 > Hi-Ror2ife
g R B E R RS o iR (DI B TiRE - SRE T ERN
7% ) Ko/ B BB B2 R R 2 BRI FERE B L AT ~ AR B [E] 2 B
F. ®mKEH

AR S5—Retx > RIS AP -Ror2fi i sibise A Bz R #E AR
EEE ~ TG R/ B2 B BSCRT AU iE < HA AR 2 B o R EEF S K
Fas FECE AN 2R R E - By Fas SiEmamT - /N
i JEEES  IVEIRERE - Basa MM EIPAK - s - &
s BHEVA B BEE eV A G RUa R ~ TEN R/ZETHR Z 55—
ez dle o HAl B EE IO (I E &8 1] B B a1 5 2 ST #
FZETHRFIRNEREEUNMNR) « e T 2 2/0 — s M E B A3
ZIURREPIAR F Bt o IRELEEE e P E e sl eV AR BB AT EERIR © I
Sh BlEalE g (T EREeY LB —Fs 0 HiPZdEaEEiie
PR ROHFEFHEHaYZE _Fa > HPZHEcYEES—
AR 2 M B A B R o ASEIH Z BEE B A1 L B A — S E a e
YRR EER T ERIR 2 8t E - RERAN > BRaE—Pas
FLEE D ES e balwe Y& &R - sSBOllE LS
K(BWFI) ~ b2 B8 &% E BE /K ~ MRAS KB (Ringer's solution) K 45 ERE &
R o HoATE— 0 GRS R BB S AT < Y8 - B RS
EEHR] ~ PR - IEES ~ BT RIESTES o

fERR R > B AR TT-Ror2 iR Biiag A B LUAh - DLERL G ZfE—
FO RS L eEE Y

I

_F.
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m& > REHPEEESEDV-EAZGH L BNABREZE
Mo EAREHLZZI - iR REEEEesY ZEHTHRE
ARor2R 3 (G hn sl m /N U I I e M a2 B e o i o - AR Z B4 ]
2H T 2 B SR Y (B0 808 & P88 SR (B 203 AR BEER KL )) 2 $1
i o ARt S A PR L EHM R PIWEELIS AP /5 B EVA T EM K E £
JERg YhRor2 o AR HY RN 2 BUAE BT BAARAD o 58 A E e BURUH PE AR
L °

ZEHE-TaARNHEARZGHSE - £—BHEH T - HHEF
BaEEenMEY e Fmit ERIZHEENEZHESE - £ —%F
BT ZEHE DA REE L FEALSC (FAERo2 M2 B A fh
FARAFLEBTERZAHE - £ —EEEOT  ZEHEE —NFE
mRgEiRe R B - M EES > ZEEE P EE ST - Bl
H R S (LR - AL —EEHAIT - ZEHEE —RFEERLEY - &
HMEA T - ZFEHE P aE -SSR L Z
fbe® - HHMERES T - ZEFEHE- TS EE2FYE UIRIEER
Bl 2 58 ~ BHECRE e AT Y B B M E AR R Ror 2 (F AL B FAE o

LUT E PR EA R H A SR 2B 8 - i iEE AR A
FIFE LIRS & I B 2 A R 1 e 2 B2 HAM & B B B EUEm3T AL A
U HIRE P e
¢l
BHI1 : JiRor2 Z fRAFMEMEE I (CAB)HIRE

AR Z PG AL L E B 1 BT - FFHiRor2 Z NEEHIRR A (EE
A ARG LA A PTIRor2 ZCABHAS © 4RHSEF A R JUAS (B 88 f i m] 2 [ )
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< DNAJEAL DUE 4 22 8 B [ 75 55 3 R S ] S8 & S - FE M ELISAER iR
fEpH 6.0 T B A MHRor2 Z BEFMEE SR B pH 7.4 T Z X 2 288
A B G R B ] B 1 ([B]2A-2B R 3A-3B) © [HIFF > JREEZEERIGIEE LRI
ExmElEIEREHNEBETRETRSERZHE - fL1IMF T EH
FLAGIRE T &Rt > (AN R MMF B 7 A2 0] B 2 En e 5 1 2 NHR T
Az o I ELE RS DTS B Ror2/EpH 6.0 T B L BiRor2{£pH
TAT ZEEHNNESHESRANNERIK2) -

CABHife A Bng @A oh 2 4 - B4 RrR « 38M K~ HEH =
oot CABpLRR - WE4TAor o EENE—(FEE > RIFHPTEEMR /DA

o [B 5 n— LR BEZE B ALLUAR (scFy) » HERAFEARor24EpH 6.0 [ 245
G EE B Ror24EpH 74 N ZEEHM N FEE © 5550 0 B ST ERIRE
MR T = £ 60°C il A IR B fife < BEfE M

WMEL T RAT AR > REMIEEREEE e REE - H0H "4
o fEnbife > HRMETN B ZMT > Plmg/mlgt -

R FET R AR ERBIR A E T - L KRFAERRTHENIRT
B('THEE ) A HETHFHRIERERE(TBXE s H
BEHTENIREE - 2/ =(H4i 2RI B8 AR E (BAP048.1.06-

07 ~ BAP048.7-C02D09 }, BAP048.7-A03F01) -
R4 AARRAEBZHE

G [mg/mL] fliat R ERER
BAP048.1-06-07 4.9 100 137
BAP048.7-06-07 3.7 100 94
BAP048.7-

C02D09 3.8 30 57
BAP048.7-

AO3FOI 44 30 65
BAP048.7-

AO3COS 4.2 30 36
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JINiE 3 7% T B AR - 2L AR (SPR) o3 #7 R (4R M JE MR fBG DURT & &S &
Ror2 7 &i¢ F fRtf iR % - SPR T ALUHIEE QB & 2 & & R g e 7R
oo REFMIEMETUR 2 S RNG & R AEEEER (L8P R NE ) RE
o

B REMEEREApHEG.O T B Rirss & iEM: - HEpH
7.4 BAM/ VeSS &5 (E6A-6B) - SPRIMTEIR » ALK pH 7.4 -
A E R E M B pH 6.0 F S EEIZM: ([E6A-6B) o
BH2 : GENEEFERZIi-Ror2Hil

(A Ji-Ror2 i i 45 & A BV 55 1 (P KRR R B LE 4
frRfF IS M DURR -2 )4 &%) (Ror2-CAB-ADC) -

& 1 E MDA -MB-4 36 il J&8 41 A 1 /) B8, P 55 28 el R DA 72 A R AEAS A
/NEE, © BEEERor2-CAB-ADCLL0.3501 mg/kg > BlE —H— T4 & BfE
B/ NG PR &2 o I 5E AT i 2 IR B S (F & B8 2 PBS & T I K
BREBERRTEEVRE) - 25t E R E G - Ror2-CAB-ADC(f &
i ROF BB R KBV (B 7A-7C) - 0.3 meg/kg M EH 2SR EHNETB
1o H1 mg/kgHE4H 2 &R EBRNETCH - HhiAFEE R Ii-Ror2 i #8 B
FREGHIB/NER R -

BHI3. GrEEEETIRRBAPI4S Y pHIREM G SH NN

EHpH B EMABRASHEEN ZGOEEELEEBT 2 —F
BAP048 (E(BAP048.7 » 1 —LEE T Ar) 245G AT - (R T AR iE
TE R ¥R - @8 AR » REFMEMEFIAE BAPO4SIE (KA pH 6.5 pH{E
NEAVEN > (BEpH 7.0 F BE(RIEY: - ARSI B R LEGENN
Z pHRFENE
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BH4. REMEEETIEBAPI4S Y BRI X &S BN

BEFEE A HHRor2 A RIS SR TT Z RS MEDIASBAPO4S -
{5 FRELIS ACRI G I e (A M VS M P e B = (B R 2 &5 &R0 77 © AZHRor2
(hROR2) B ffifERor2 (cynoROR2) Kz/[NgRor2 (mROR?2) ([&E9) - & {F
PEEMEIIAEBAPO48 L A A K B 8 il Ror2 B R 58 P2 (6] L &5 &0 7
B EL/NE Ror2 Z &5 & ¥ A 77 BH B A (K - = (B AR 8 Rk M B M D e
BAP048 > EC504E 51 &% : AERor2 » 201.4 ng/ml : & §iiERor2 >
327.1 ng/ml ; F/NERor2 » 7653 ng/ml -

B OIS FEERE SR BAP048-MMAESE &1 17 # FERE 56

(E R AR BAPO4SE S L2 6 R Y EH E B ig ) TE
(MMAE) A E ARG 8245 5 Y1 (ADC) - BN E FRHE AHRor2 2
HEK293 A HIZNADC » RIS e JRIE & B2 M ¥ B R 3R A0 T M BCEi RS - B
NEARor2 A B AR R - 2 E RIS S IEMMAE -

LW E pHAE T RIEIBAPO48 ADC : 6.0 k&7 ¥ &K 2 14 ¥ e s B
AR R Z RS L W E L EER R E 105 - BZEE] > {fpH
6.0 NALA&EFY 100 ng/ml 2 R EHYBAP048 ADCE R4 R AL sE&EME - 1A
7.4 471000 ng/ml 2 BAP048 ADCRERAMAEALSE - ARURE 22 R410

f& -

JRAIZABAP048 ADCHLCLCI03HAMNAY K HT 108041 A < & A A% sk
M o B PE B A SRHT A AR Z LCLC103HAMAE » #EpH 6.0 ~ 6.2 6.4
A BAP048 ADC 2 sl HE#e s & ME (B 11A-11C) » = {E Mz pHEF
BAP048 ADC Z Al sL EMEZMIHAEA A E - HIC50%1.819 ng/ml (pH

6.0) ~ 1.232 ng/ml (pH 6.2) 523.318 ng/ml (pH 6.5) -

5 111 HEEHEHE)
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HE By 4 AR A APk Z HT10804HAE » /R{EpH 6.0 ~ 6.2 6.4
M BAP048 ADC Z 4 fifg 7% 46 & ME (B 12A-12C) - = {i# sl pH{E # -
BAP048 ADC ~ {lRR%SE & M 22 B A [F - HIC501%2.897 ng/ml (pH
6.0) ~ 3.138 ng/ml (pH 6.2) 2.601 ng/ml (pH 6.5) -
EHl6. FBHBRAEMEMDIEBAPVMS-MMAEE SYREE/NE Z B

R A LCLC103H R 5 /N DLE 4B /N RS EY O e F
CHERE) o [EMREMIE M DL AE BAPO48 4% M 2 8% T 1 15 ## 45 & I MMAE >
LIEAADC » HLIF(ERE 1 mg/kg k6 mg/kg L5 £/Nd T - 2V IR
HEADC 2 R ETEI (BB - —EEZ2HGEHEL] me/kg Z K& FHFFE
=RHE  HE—HEHGEFIRL6 me/kg 2 B EFNFFEIXE £ -

T FE I B e < B8 T8 < #51BAP048-MMAE ADCHIZE F] » 1
6 mg/kgHIE4H > F3I0KER T UL4EIHE - #£HBAP048-MMAE ADC
=2 > BERIH ML - 21 mg/kgKIELH - BB LRI (E13) -
BT, BEFEREEEETIRBAPI4S-MMAEE S H Z/EH

{5 F W e A~ ] B 3 - RIS R R M VB M i B8 BAP048 MMAESE & 2 8
Bt F{EM * mc-ve-PAB K mc-PEG8-ve (& 14) - {5 FAH [F B2 4 ¥ 58 (4
Bl o i I ZE Wi BAPO48-MMAESE &%) LA 1 mg/ml 2 BRI EEH 2 /)
e EMESE T - LRI ERIRERE 2 Ko - B2 5] EE R IEE
tt > WfEBAPO48-MMAE4E &Y Z BB < £ & > [HW{fEBAP048-
MMAESE &) 2 By = A EZE (E14) - JHiL - HERE ¥ BAP048-MMAE
SEEYAE DA EE -
EH8. FEHRAFMIEETIRBAPO4SEE/NE 2 FEH

LEMBLEFI6ERML - HIEFHLEAEE/ NG < diE-~E - AR
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B9 o W T A A R (R HT 1080 4 At (48 40 TR B8 4 g R ) lx MD A-MB-436 4
A (FL o SRR AR)

WD HTIO80F E 2 /NE ZEREY) - RO EMLEIE
BAP048 [ 78 $# ¥ mc-ve-PAB 45 & FAMMAE - i = (HBI S 40 : 6
mg/kg » 4R —RK > FEARBIE : 10 mg/kg > FH » FFEE3RA

P F10 mg/kg » F4R—R > FFEIXBE(E15A) - (EHBWEHE - —
T MPIAS MMAE 2 #8L5 » 55 —fE (A1 45 & MMAE Z BAPO48 315

BIZEE - EWEHIRETEBE N AE R - RO EEIE
BAP048-MMAE4 &Y (EfERRE . ERBEEMSE - BRE R ZH %
BN - ERSHEHBERT > 10 mg/kg » B4R—RK - FFiE4
KEE » BrEEERIERBE@EISA) -

Bt #EHMDA-MB-43655 8 2 /NE EZESEY) - EIREMIEEDUE
BAPO48 7K i ¥ T mc-ve-PAB4E & FAMMAE - [EFHE—(EHI &40 : 6
mg/kg » FAR—R > FEIREE - HFER (RIS EIMMAE) {E & %518
(B 15B) - s > EHBEATEEBAEREER - FHHREMESHEIE
BAP048-MMAESE &) (i B fe 18 < £ R AR (B 15B) -

PRI NEBS AR - (B8 T So Al f i o 78 [ A 2 B 2 6 e T e < 4
B — R U S 2 FF 2R BUR MBS - (BASIRE R ORI - B asE4
fEH e - CHBANARHAZ FHRANZ 2R - R RICE - Hix
RIZEEHFE hilosE < B2 — e Eife R e ST REMNHFEE
FlEaE -

A SR R Z A SCRRIE L SCR TR T 200 AA S - BiE 2
HFFEMRTE AR o KB AR BEACRHE ATie~ 2 E G E RN

ll
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N HEFEM AT R ZEaRE LT I A BN s A E 2
BN - BHALFERFER TR AH -8 2R -
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GRllESy|

<110>

<120>

<130>

<150>
<151>

<150>
<151>

<160>

<170>

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

<220>
<223>

220>

<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

113118792 FEESE A0101 $B18 - HR2E(FIIER)

SEpFF BRI RFZ2 F] (BIOATLA, LLC)

Jt- RORHS ~ UM B + HLARAERS (B LR

BIAT-1020TWDIV

US 62/335,719
2016-05-13

US 62/447,218
2017-01-17

33

PatentIn version 3.5

1

10

PRT
szl

%l

misc_feature
4y..(4)
Xaan] Bl EERE

misc_feature
(7)..(7
Xaan] Bl YD

misc_feature
(8)..(8)
Xaan] Bl TEC

misc_feature
(9)..(9)
Xaa A] B3 AL MMEDEREKY

1132026808-0
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Gly Tyr Thr Xaa Thr Glu Xaa Xaa Xaa His
1 5 10

210> 2

L1> 17
<212> PRT
Q213> ATLFY

<220>
Q23> ERFY

<220>

<221> misc_feature
<222> (1)..(1)

<223> Xaaw] BHEEGELS

<220>

<221> misc_feature
<222> (2)..(2)

<223> Xaawn] BIEELERTECE

<220>

<221> misc_feature

<222> (3)..(3)

<223>  Xaar] R EEIENECELEY

<220>

<221> misc_feature

222> (4)..(4)

<223> Xaan] FHfE A THDEE

<400> 2
Xaa Xaa Xaa Xaa Asn Asn Gly Gly Thr Gly Tyr Asn Gln Lys Phe Lys
1 5 10 15

Gly

<210> 3

211> 16
<212> PRT
Q213> ATLFY

<220>
Q23> ERFY

113118792 FEESE A0101 $828 - HR2E(FIIER) 1132026808-0
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<220>

<221> misc_feature

<222> (1)..(1)

<223> Xaaw] BEEERABMELT

<220>

<221> misc_feature
<222> (2)..(2)

<223> Xaaw] BIEELEEREGH

<220>

<221> misc_feature
<222> (3)..(3)

<223> Xaaw] BIEELEEGEE

<220>

<221> misc_feature
<222> (5)..(5)

<223> Xaaw] BIEEERLEE

<400> 3

Xaa Xaa Xaa Ser Xaa Tyr Xaa Tyr Xaa Xaa Ser Tyr Phe Xaa Xaa Xaa
1 5 10 15

210> 4

21> 11

<212> PRT
Q213> ATLFY

<220>
Q23> ERFY

<220>

<221> misc_feature

<222> (8)..(8)

<223> Xaar] R EEIEYBGEBCRECT

<400> 4
Gly Tyr Ser Ile Thr Thr Gly Xaa Tyr Trp Asn

1 5 10

<210> 5
211> 16
<212> PRT

113118792 FEESE A0101 $838 - HR2E(FIIER) 1132026808-0
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<213>

<220>
<223>

<220>
<221>
<222>
<223>

<400>

Tyr Ile Thr Tyr Asp Gly Ser Xaa Asn Tyr Asn Pro Ser Leu Lys Asn

1

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

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

220>

<221>
<222>
<223>

szl

%l

misc_feature
(8)..(8)
Xaan] B[ IEKEN

5

5 10 15

6

13

PRT
szl

%l

misc_feature
(3)..(3) ‘
Xaar] B R BERECGE B WELY

misc_feature
(4)..(4)
Xaa W] B3 R AL FECERNERQ

misc_feature
(5)..(5)
Xaan] B IEEPRERLS

misc_feature
(6)..(6) -
Xaa r] B R BEGE BB FEHEMER QRS

misc_feature
(8)..(8) o
Xaa ] B IEEREWEL AT [ BRPEQEL TELY

113118792 FEESE A0101 848 - HD2E(FIIER)
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<220>

<221> misc_feature

<222> (9)..(9)

<223>  Xaar] R EBEREYEUGEINEQ

<220>

<221> misc_feature

<222>  (10)..(10)

<223> Xaa ] FHfEEIRGEGSELT

<220>

<221> misc_feature
<222> (13)..(13)

<223> Xaaw] BIEELEEYEL]

<400> 6

Cys Ser Xaa Xaa Xaa Xaa Val Xaa Xaa Xaa Leu Asp Xaa
1 5 10

210> 7

211> 10
<212> PRT
Q213> ATLFY

<220>
Q23> ERFY

<220>

<221> misc_feature
<222> (6)..(6)

<223> Xaaw] BIEELEEVEGE

<220>

<221> misc_feature
<222> (7)..(7)

<223> Xaaw] BIEELEESED

<220>

<221> misc_feature

<222> (8)..(8)

<223> Xaan] FHlE AN YECED

<220>

<221> misc_feature

<222>  (10)..(10)

<223> Xaan] FHfEEIEHEGEL

113118792 FEESE A0101 $B58 - HR2HE(FIIER) 1132026808-0
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<400> 7

Ser Ala Thr Ser Ser Xaa Xaa Xaa Met Xaa
1 5 10

210> 8

L1> 7

<212> PRT
Q213> ATLFY

<220>
Q23> ERFY

<220>

<221> misc_feature

<222> (1)..(1)

<223>  Xaar] Ry B REGECECHEP

<400> 8

Xaa Thr Ser Asn Leu Ala Ser
1 5

210> 9

211> 10
<212> PRT
Q213> ATLFY

<220>
Q23> ERFY

<220>

<221> misc_feature
<222> (2)..(2)

<223>  Xaan] FyIEEEIRQEE

<220>

<221> misc_feature
<222> (3)..(3)

<223> Xaaw] BIEELEEREGH

220>

<221> misc_feature

<222> (5)..(5)

<223>  Xaan] RHICEL L SEDEGEL  BRQ=Y

<220>

113118792 FEESE A0101 $6H - HD2HE(FIIE)
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<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

misc_feature
(9)..(9)
Xaan] BB TED

misc_feature
(10). . (1)
Xaar] B BT EDEE

Gln Xaa Xaa Ser Xaa Tyr Pro Phe Xaa Xaa

1

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

<220>
<223>

<220>
<221>
<222>
<223>

<400>

5 10

10
15
PRT
AL

%l

misc_feature
(13)..(13)
Xaa r] B fer o SET

10

Arg Ala Ser Glu Ser Val Asp Arg Tyr Gly Asn Ser Xaa Ile His

1

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

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>

5 10

11

PRT

AL

%l

misc_feature
(Hy..(D)
Xaar] B R BERECCE DBV EEW

misc_feature

(4)..(4)
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<223> Xaan]BJEEEENELD
<400> 11

Xaa Thr Tyr Xaa Leu Glu Ser
1 5

210> 12
211> 10
<212> PRT
213> AL

<220>
Q23> ERFY

<220>

<221> misc_feature

<222> (3)..(3)

<223> Xaaw] FHfE AR THCEDE BEP

<220>

<221> misc_feature
<222> (5)..(5)

<223> Xaaw] BIEEEREEV

<220>

<221> misc_feature
<222> (8)..(8)

<223> Xaaw] BEEERWECT

<220>

<221> misc_feature
<222>  (10)..(10)

<223> Xaan] BIEEPEFECS

<400> 12
Gln Gln Xaa Asn Xaa Asp Pro Xaa Thr Xaa

1 5 10

<210> 13
<211> 106
<212> PRT
Q213> ATLFY

<220>
Q23> ERFY

113118792 FEESE A0101 $88H - HD2H(FIIZE)
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202434312

<400> 13

Gln Ile Val Leu Thr
1 5

Glu Lys Val Thr Ile
20

His Trp Phe Gln Gln
35

Gly Thr Ser Asn Leu
50

Gly Ser Gly Thr Ser
65

Asp Ala Ala Thr Tyr
85

Phe Gly Gln Gly Thr
100

210> 14
<211> 106
<212> PRT
Q213> ATLFY

<220>
Q23> ERFY

<400> 14

Gln Ser Pro Ala

Thr Cys Ser Ala
25

Lys Pro Gly Thr
40

Ala Ser Gly Val
55

Tyr Ser Leu Thr
70

Tyr Cys Gln Gln

Lys Val Glu Ile
105

Ile Met Ser Ala Ser Pro Gly

10

15

Thr Ser Ser Val Ser Tyr Met

30

Ser Pro Lys Leu Trp Ile Tyr

45

Pro Ala Arg Phe Ser Gly Ser

60

Ile Ser Arg Met Glu Ala Glu

80

Arg Ser Ser Tyr Pro Phe Thr

90

Lys

95

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

1 5

10

15

Glu Lys Val Thr Ile Thr Cys Ser Ala Thr Ser Ser Glu Ser Tyr Met

20

25

30

His Trp Phe Gln Gln Lys Pro Gly Thr Ser Pro Lys Leu Trp Ile Tyr

35

113118792

40

FEESE A0101

45

$F9E - HR2HE(FIIE)

1132026808-0



202434312

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

Gly Ser Gly Thr Ser Tyr Ser Leu Thr Ile Ser Arg Met Glu Ala Glu
65 70 75 80

Asp Ala Ala Thr Tyr Tyr Cys Gln Gln Arg Ser Ser Tyr Pro Phe Thr
85 90 05

Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210> 15
<211> 106
<212> PRT
Q213> ATLFY

<220>
Q23> ERFY

<400> 15
Ala Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10 15

Asp Arg Val Thr Ile Thr Cys Ser Ala Thr Ser Ser Val Ser Tyr Met
20 25 30

His Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile Tyr
35 40 45

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

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

Asp Val Gly Val Tyr Tyr Cys Gln Gln Arg Ser Ser Tyr Pro Phe Thr
85 90 05

113118792 FEHH3E A0101 $£108  H22B(RIR) 1132026808-0



202434312

Phe Gly Gln Gly Thr Lys Val Glu Ile Lys

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

<220>
<223>

<400>

Ala Ile Gln Leu Thr Gln Ser Pro Ser

1

Asp Arg Val Thr Ile Thr Cys Ser Ala

His Trp Tyr Leu Gln Lys

Gly Thr Ser Asn Leu Ala Ser Gly Val

50

Gly Ser Gly Thr Asp Phe Thr Leu Lys

65

Asp Val Gly Val Tyr Tyr Cys Gln Gln

Phe Gly Gln Gly Thr Lys Val Glu Ile
100 105

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

<220>

100 105

16

106

PRT
szl

%l

16

5

20 25

35 40

55

70

85

17

111

PRT
NI

113118792 FEESE A0101

Pro Gly Gln

Ser Leu Ser Ala Ser Val Gly
10 15

Thr Ser Ser Val Ser Tyr Met
30

Ser Pro Gln Leu Leu Ile Tyr
45

Pro Asp Arg Phe Ser Gly Ser
60

Ile Ser Arg Val Glu Ala Glu
75 30

Arg Ser Ser Tyr Pro Phe Thr
90 05

Lys

F118 - H22B(FIIF)

1132026808-0



202434312

Q23> ERFY
<400> 17
Asp Ile Val Leu Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly

1 5 10 15

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

Gly Asn Ser Phe Ile His Trp Tyr Leu Gln Lys Pro Gly Gln Pro Pro
35 40 45

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

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

Pro Val Glu Ala Asp Asp Val Ala Thr Tyr Tyr Cys Gln Gln Thr Asn
85 90 05

Glu Asp Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

<210> 18
211> 122
<212> PRT
Q213> ATLFY

<220>
Q23> ERFY

<400> 18
Glu Val Gln Leu Gln Gln Ser Gly Pro Glu Leu Val Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Ile Ser Cys Lys Thr Ser Gly Tyr Thr Phe Thr Glu Tyr
20 25 30

113118792 FEHH3E A0101 F£128  H22B(RIER) 1132026808-0



202434312

Thr Met His Trp Met Lys Gln Ser
35 40

Gly Gly Ile Asn Thr Asn Asn Gly
50 55

Lys Gly Lys Ala Thr Leu Thr Val
65 70

Met Glu Leu Arg Ser Leu Thr Ser
35

Ala Arg Gly Ser Leu Tyr Ser Tyr
100

Gly Gln Gly Thr Leu Val Thr Val
115 120

<210> 19
211> 122
<212> PRT
Q213> ATLFY

<220>
Q23> ERFY

<400> 19
Glu Val Gln Leu Gln Gln Ser Gly

1 5

Ser Val Lys Ile Ser Cys Lys Thr
20

Thr Asp His Trp Met Lys Gln Ser
35 40

Gly Gly Glu Asn Asp Asn Asn Gly
50 55

113118792 FEESE A0101

His Arg Lys Ser Leu Glu Trp Ile
45

Gly Thr Gly Tyr Asn Gln Lys Phe
60

Asp Lys Ser Ser Ser Thr Ala Tyr
75 80

Glu Asp Ser Ala Val Tyr Phe Cys
90 05

Gly Asn Ser Tyr Phe Asp Tyr Trp
105 110

Ser Ser

Pro Glu Leu Val Lys Pro Gly Ala
10 15

Ser Gly Tyr Thr Glu Thr Glu Asp
25 30

His Arg Lys Ser Leu Glu Trp Ile
45

Gly Thr Gly Tyr Asn Gln Lys Phe
60

F13E - H22E(FIIF)

1132026808-0



202434312

Lys Gly Lys Ala Thr Leu Thr Val
65 70

Met Glu Leu Arg Ser Leu Thr Ser
35

Ala His Gly Ser Leu Tyr Ser Tyr
100

Gly Gln Gly Thr Leu Val Thr Val
115 120

<210> 20
211> 122
<212> PRT
Q213> ATLFY

<220>
Q23> ERFY

<400> 20
Gln Val Gln Leu Val Gln Ser Gly

1 5

Ser Val Lys Val Ser Cys Lys Ala
20

Thr Met His Trp Val Arg Gln Ala
35 40

Gly Gly Ile Asn Thr Asn Asn Gly
50 55

Lys Gly Arg Val Thr Ile Ser Ala
65 70

Leu Gln Trp Ser Ser Leu Lys Ala
85

113118792 FEESE A0101

Asp Lys Ser Ser Ser Thr Ala Tyr
75 80

Glu Asp Ser Ala Val Tyr Phe Cys
90 05

Gly Asn Ser Tyr Phe Asp Tyr Trp
105 110

Ser Ser

Ala Glu Val Lys Lys Pro Gly Ala
10 15

Ser Gly Tyr Thr Phe Thr Glu Tyr
25 30

Arg Gly Gln Arg Leu Glu Trp Ile
45

Gly Thr Gly Tyr Asn Gln Lys Phe
60

Asp Lys Ser Ile Ser Thr Ala Tyr
75 80

Ser Asp Thr Ala Met Tyr Tyr Cys
90 05

F14E - H22E(FIIF)

1132026808-0



202434312

Ala His Gly Ser Leu Tyr Ser Tyr Gly Asn Ser Tyr Phe Asp Tyr Trp

100

105 110

Gly Gln Gly Thr Leu Val Thr Val Ser Ser

115

<210> 21
L21l> 122
<212> PRT

Q213> ATLFH

<220>

Q23> ERFY

<400> 21
Glu Val Gln

1

Ser Leu Arg

Thr Met His
35

Gly Gly Ile
50

Lys Gly Arg

65

Leu Gln Trp

Ala His Gly

Gly Gln Gly
115

113118792

Leu Val
5

Ile Ser
20

Trp Val

Asn Thr

Val Thr

Ser Ser
85

Ser Leu
100

Thr Leu

120

Gln Ser Gly

Cys Lys Gly

Arg Gln Ala
40

Asn Asn Gly
55

Ile Ser Ala
70

Leu Lys Ala

Tyr Ser Tyr

Val Thr Val
120

FEESE A0101

Ala Glu Val Lys Lys Pro Gly Glu
10 15

Ser Gly Tyr Thr Phe Thr Glu Tyr
25 30

Pro Gly Gln Gly Leu Glu Trp Met
45

Gly Thr Gly Tyr Asn Gln Lys Phe
60

Asp Lys Ser Ile Ser Thr Ala Tyr
75 80

Ser Asp Thr Ala Met Tyr Tyr Cys
90 05

Gly Asn Ser Tyr Phe Asp Tyr Trp
105 110

Ser Ser

$F158 - H22BE(FIIF)

1132026808-0



<210> 22
L21l> 122
<212> PRT

202434312

Q213> ATLFH

<220>

Q23> ERFY

<400> 22
Glu Val Gln

1

Ser Leu Arg

Thr Met His
35

Gly Gly Ile
50

Lys Gly Arg
65

Leu Gln Trp

Ala His Gly

Gly Gln Gly
115

<210> 23
211> 119
<212> PRT

Leu

Ile

20

Trp

Asn

Val

Ser

Ser

100

Thr

Q213> ATLFH

<220>

Q23> ERFY

113118792

Val

Ser

Ile

Thr

Thr

Ser

85

Leu

Leu

Gln Ser Gly

Cys Lys Gly

Arg Gln Ser
40

Asn Asn Gly
55

Ile Ser Ala
70

Leu Lys Ala

Tyr Ser Tyr

Val Thr Val
120

FEESE A0101

Ala Glu Val Lys Lys Pro Gly Glu
10 15

Ser Gly Tyr Thr Phe Thr Glu Tyr
25 30

Pro Ser Arg Gly Leu Glu Trp Leu
45

Gly Thr Gly Tyr Asn Gln Lys Phe
60

Asp Lys Ser Ile Ser Thr Ala Tyr
75 80

Ser Asp Thr Ala Met Tyr Tyr Cys
90 05

Gly Asn Ser Tyr Phe Asp Tyr Trp
105 110

Ser Ser

F16E - H22HE(FIIF)

1132026808-0



202434312

<400> 23

Asp Val Gln Leu Gln Glu Ser Gly
1 5

Ser Leu Ser Leu Thr Cys Ser Val
20

Tyr Tyr Trp Asn Trp Ile Arg Gln
35 40

Met Ala Tyr Ile Thr Tyr Asp Gly
50 55

Lys Asn Arg Ile Ser Ile Thr Arg
65 70

Leu Lys Leu Asn Ser Val Thr Ser
85

Ser Arg Phe Glu Gly Val Trp Tyr
100

Thr Leu Val Thr Val Ser Ser
115

210> 24
<211> 119
<212> PRT
Q213> ATLFY

<220>
Q23> ERFY

<400> 24
Asp Val Gln Leu Gln Glu Ser Gly

1 5

Ser Leu Ser Leu Thr Cys Ser Val
20

113118792 FEESE A0101

Pro Gly Leu Val Lys Pro Ser Gln
10 15

Thr Gly Tyr Ser Ile Thr Thr Gly
25 30

Phe Pro Gly Asn Lys Leu Glu Trp
45

Ser Lys Asn Tyr Asn Pro Ser Leu
60

Asp Thr Ser Lys Asn Lys Phe Phe
75 80

Glu Asp Thr Ala Thr Tyr Tyr Cys
90 05

Gly Leu Asp Tyr Trp Gly Gln Gly
105 110

Pro Gly Leu Val Lys Pro Ser Gln
10 15

Thr Gly Tyr Ser Ile Thr Thr Gly
25 30

F178 - H22E(FIIF)

1132026808-0



202434312

Tyr Tyr Trp Asn Trp Ile Arg Gln Phe Pro Gly Asn Lys Leu Glu Trp
35 40 45

Met Ala Tyr Ile Thr Tyr Asp Gly Ser Lys Asn Tyr Asn Pro Ser Leu
50 55 60

Lys Asn Arg Ile Ser Ile Thr Arg Asp Thr Ser Lys Asn Lys Phe Phe
65 70 75 80

Leu Lys Leu Asn Ser Val Thr Ser Glu Asp Thr Ala Thr Tyr Tyr Cys
85 90 05

Ser His Phe Glu Gly Val Trp Gly Gly Leu Asp Tyr Trp Gly Gln Gly
100 105 110

Thr Leu Val Thr Val Ser Ser
115

<210> 25
<211> 119
<212> PRT
Q213> ATLFY

<220>
Q23> ERFY

<400> 25
Gln Val Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Gln

1 5 10 15

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

Tyr Tyr Trp Asn Trp Val Arg Gln Ala Arg Gly Gln Arg Leu Glu Trp
35 40 45

Ile Gly Tyr Ile Thr Tyr Asp Gly Ser Lys Asn Tyr Asn Pro Ser Leu
50 55 60

113118792 FEHH3E A0101 $£188 H22B(RIER) 1132026808-0



202434312

Lys Asn Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Phe Ser

65

70 75 80

Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys

85 90 95

Ser His Phe Glu Gly Val Trp Tyr Gly Leu Asp Tyr Trp Gly Gln Gly

100

Thr Leu Val Thr

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

<220>
<223>

<400>

115

26

119

PRT
szl

%l

26

105 110

Val Ser Ser

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

1

5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Tyr Ser Ile Thr Thr Gly

20

25 30

Glu Tyr Trp Asn Trp Val Arg Gln Ala Arg Gly Gln Arg Leu Glu Trp

35

40 45

Ile Gly Tyr Ile Thr Tyr Asp Gly Ser Lys Asn Tyr Asn Pro Ser Leu

50

55 60

Lys Asn Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Phe Ser

65

70 75 80

Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys

113118792

85 90 95

FEESE A0101 F198 - H22E(FIIF)

1132026808-0



202434312

Ser Arg Phe Glu Gly Val Trp Tyr Gly Leu Asp Tyr Trp Gly Gln Gly
100 105 110

Thr Leu Val Thr Val Ser Ser
115

210> 27
211> 111
<212> PRT
Q213> ATLFY

<220>
Q23> ERFY

<400> 27
Ala Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10 15

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

Gly Asn Ser Phe Ile His Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro
35 40 45

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

Arg Phe Ser Gly Ser Gly Ser Gly Thr Glu Phe Thr Leu Thr Ile Ser
65 70 75 80

Ser Leu Gln Ser Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Thr Asn
85 90 05

Glu Asp Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

<210> 28
211> 10

113118792 FEHH3E A0101 $£208  H22B(RIER) 1132026808-0



202434312

<212> PRT
Q213> ATLFH

<220>
Q23> ERFY

<400> 28

Gly Tyr Thr Phe Thr Glu Tyr Thr Met His
1 5 10

<210> 29
L1> 17
<212> PRT
Q213> ATLFY

<220>
Q23> ERFY

<400> 29

Gly Ile Asn Thr Asn Asn Gly Gly Thr Gly Tyr Asn Gln Lys Phe Lys
1 5 10 15

Gly

<210> 30
211> 16
<212> PRT
Q213> ATLFY

<220>
Q23> ERFY

<400> 30
Ala His Gly Ser Leu Tyr Ser Tyr Gly Asn Ser Tyr Phe Asp Tyr Trp

1 5 10 15

<210> 31

211> 10
<212> PRT
Q213> ATLFY

<220>
Q23> ERFY

113118792 FEESE A0101 $218 - H22BE(FIIF)
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202434312

<400>

Ser Ala Thr Ser Ser Val Ser Tyr Met His

1

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

<220>
<223>

<400>

31

5

32

7

PRT
szl

%l

32

Gly Thr Ser Asn Leu Ala Ser

1

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

<220>
<223>

<400>

Gln Gln Arg Ser Ser Tyr Pro Phe Thr Phe

1

113118792

5

33
10

PRT
ATIFH
crazll

33

5

FEESE A0101

228 - H22HE(FIIF)

1132026808-0
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[ S0 H R S 5uE ]

[E5°KIHL]
—HEANEEMABY CEE L RESEEY) - HEE
(a) iR MBI DR A B KR R4S G Ror2EHE » {ffpH
6.0 NEiRor2EHE L4 SR IHEEENEpH 7.0 TERoEQE 2456
BN ZEEREGBRD1L5: > ZREER EESEE L T 2 Hff ]2
W RS ] B A
(i) SEQ ID NO:20%SEQ ID NO:13 ;
(ii) SEQ ID NO:20%SEQ ID NO:15 ;
(iii) SEQ ID NO:20%SEQ ID NO:16 :
(iv) SEQ ID NO:21%SEQ ID NO:13 ;
(v) SEQ ID NO:21%SEQ ID NO:15 ;
(vi) SEQ ID NO:21}%SEQ ID NO:16
(vii) SEQ ID NO:22%SEQ ID NO:13 ;
(viii) SEQ ID NO:22 % SEQ ID NO:15 ; 5
(ix) SEQ ID NO:22 % SEQ ID NO:16
MEREFITF K
(c)Z2/b—TEEE 5L GRE ~ HHAE A4 & #0010 & ke 4 i 25 MR~ 2

i -
(3% 7m2]

MERIE L RS REE S VTR SR -
3ok 7E3]

WMFEKHIZREGEY) > HEZEV -HERGEHEREER

5 1 HEGEHHEEAEE)

C265524PA docx
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(maytansinoid) ~ BEL¥mfh )T (auristatin) ~ J& %% 5 % (dolastatin) -~ K& &
(calicheamicin) ~ BHEI% 378 H ~ E M (pyrrolobenzodiazepine) [z B IR fEl &
(anthracycline) o
[55°K7H4]

WEFKIH2 2 RESGEEY) » HhZ 2/ D WEsEnGREgHE=ER - B/
Faft)T ~ BREER - FEEE - WIS AET R IR EEREEE -

EEREERD

WMEFKIE3 Z REEEY) - Koz 2/ —EEER (A BT -
EEREED

WMEFKIH4 Z RIEEEY) - Hiaz 2/ W RS R (A B a0 ] -
EEREEND

WMEAKIAS 2 RIEsEEY) - iz Bimfl) T (R B HE B )T -
EEREERD

WEFKIA6 Z RIESEEY) - Hi ez Bimfl) T (B HE B R fh)T -
EEREECD

WERRKIET 2 REEEY) » oz B A B 0T (5 H AR )T
Deg (MMAE) -
[5R°KIE10]

WEFKIES Z RIEGE ) > H ez B H A BT (4 B H AR AT
Deg (MMAE) -

aAoKIH11]

WERKBFLZNOFE—IR 2 RS KLY A ANE -

[FRckIE12]

5 2 HEHIHEEAEE)

C265524PA docx
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—HERFEH Y > HESW5HEKHIE NP E—TH 2R EE T
SEEV) AR bRz 2 BE -

[5R°kIH13]

WMEACKIA12 288l o) - HE— PRI -
[FRckIH14]

WMEAKIA12 28 EBH GV - H xR el oV R ARk A 2 5L -
EEREENRD

MEEKIA13E 14 2 R EEHGY) > Ho B oV (R SR A
OF R AL -
[FRekIHL6]

MR KIALS Z B 8esl &V - H U R R R AR 6 AT &% 7%
7A(EBRT) -

i

5 3 HGEHHEEAEE)
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