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TREATMENT OF CANCERS WITH ANTIBODY DRUG
CONJUGATES (ADC) THAT BIND TO 191P4D12 PROTEINS
(3]
AR LG E191PADI2E HE Z Pife 22945 & ) (antibody drug
conjugates ; ADC)AFRIEA % o
(53]
Provided herein are methods for the treatment of cancers with antibody drug

conjugates (ADC) that bind to 191P4D12 proteins.
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[ SRR BHE ]

QEEEEEESTD
LI & 191PAD12E H'E Z R E#EYIE GV (ADC) G E
EEEEESD

TREATMENT OF CANCERS WITH ANTIBODY DRUG
CONJUGATES (ADC) THAT BIND TO 191P4D12 PROTEINS
CRTNESEED
[0001)] ARG E19IPADI2EHH Z B EYE S Y
(ADCYBFRFERERY 7% -
[Jeriseilo]
[0002] FEIEGEREBISE6SHEACT I FEEFRN > AfEEHE
FEEBILC 2F RER < BEET - £20194F - EEIH L7053 7
TEIE B B A &61 8 ASEFN ¥ E (National Cancer Institute. 2019. Cancer

Stat Facts: Cancer of Any Site.

https://seer.cancer.gov/statfacts/html/all.html. 2019 &£ 6 H S H i) -
2018 flist £ BKA 181053 1 R ME IR () H AL 20185499608 ASLFL B IE
(World Health Organization. Press Release. Sept 2018.
https://www.who.int/cancer/PRGlobocanFinal.pdf. 20194£6 35 H Z575)
REBSECHBAENEBMEE CEE - BE L FIBR205EF - 5FTF
2% BRI - BURRA R EERAIE R T KE o BA R E
iEZ B - FBBIEIE BB RR H IR BB 3 2 B8 B B FRAESHEE
f e (2 RS IR A SR EHI(OS) | - HARDAER -

[0003]) &+ ¥ 4ERS M iE < Fr e RS B 5 8l m B i E £ 5

B 1 HEGEHREAD)
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BE o FRRE R ENEEY) - WS FEEY) 2 435 KWL & 1]
7d 0 A > BAEBmRERE S RZHEZTNEA N RERAFEMFR
% o

[0004] 191P4DI2(XEB4EEEH-HG—BIRERED 0 AF
40 e R R B B A B R BR AR BRI 0 F 3R L K& - 191P4DI12[E Y
Rl F & EEEZE o 191P4D12{5 & A 3(E g 73k 2 4l it 513
(ECD) ~ BSHE B2 )iE F AU A A & 3 i 5l (Takai YZ£ A, Annu Rev Cell Dev
Biol 2008;24:309-42) - &5 & & H #50 B & MR Z /NF R < [FIE 14 f 2
M 57 M B E R R RRE Ca2+ > AHRE I EENT - B EE /NS E
& e B H ] SR P56 3R I 58 B 4 AR E 4R EE R (Rikitake J Takai, Cell Mol
Life Sci. 2008;65(2):253-63) - 191PADI2BI H M 4E & B AR IEKR B 2 F
B — M g & H A£ ECD 1 e Al — B0 £ 25% 2 30% 2 [ HY #6 B
(Reymond N%£ A, J Biol Chem 2001;43205-15) - &&E AR FHE L
FETAYBRE SO EREE - BE-REEME D EN R R &L
(Sakisaka T% A, Current Opinion in Cell Biology 2007;19:593-602) e

[0005] ¥.¥&

[0006] F:20184F » RIRFFFALLI210E Fr2lr « MR R o
FAPI MR R B AL LE] - 32 ERHRERE 2 BEREE 28 T A
INEs M iEMEBISE T < FEFER - fEERZERER 2% > HEEE - B
SEFERFBLIS -

[0007] $H¥EER M2 BEFRENEREHEE M - RNEZER
FALRF L AR EE R B ARG - B AR EREZMNE K22
Ae DL R B 2 NERFR f2 A R A2 BS2(HER2)REHY s 8 - EHRER M F

52 HEEHRHAS)
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T 2 B AG HY JB R BRI v] e 2 P B 6% ~ W EBh A 2 (& (H RS 18 38 1Y
R ARy & -

[0008) MEZEBEMY NEREKERETZE2RMEIE

[0009] =2 F% M (HR+)/HER2[2 M ¥ i (i & RAY FLEE ne Al
(>70%) - EEFEREER N - BABEERRF LB ENORE
B ERE RN RAMER o iR (AR EEE - BCDK4/63H &<l
C B EE R EE N o M THET B SR A o iib e P M BB A A ER
LW RIAR M - B B EEEA -

[0010] EFdHfEEt (L aERIER AT RSN - &
i I 3R (3 % (anthracyclines) ~ A2 S ~ & PH /& (gemcitabine) ~ £
B AilL 7% (capecitabine) ~ & F Hi & (vinorelbine) ~ X 3 /fi #k (eribulin) fZz {#
/D UCFE (ixabepilone) o ILFEHER 2 [7 R LA B S mrii oA 2 JA 8 LK FL I
EAMmMEE - —&iME > BERRREE ZEHFEAUREEEER > 580K
TR RN BF (paclitaxel) Kz 2% P4 il (docetaxel) - #7 58 Fy B 77 % i & 1%
(Piccart M, Clin Breast Cancer 2008;100-13) - (A EEIBIIRIE R EIZE
ARIREER RO U g 1 2 BB 0 - AR IR IR T (3 F RIR R 2 2R
il o W2 G B E R RR RS > R SRR TR E M

Y

<~ #7(Greene & Hennessy, J Oncol Pharm Pract 2015;201-12) - (A&
MIEEFEmE AR > RN EEEEL BRI EEREL -
HR+/HER2[2 ML B E E N E A BEE(EE2RA e T BHIR o 7
M HKERTE11%236% 2 6V # & N (Robson MZ: A, N Engl J Med.
2017;377(18):1792-3 ; Kaufman PAZ A, J Clin Onco. 2015;33(6):594-

601 ; Cortes JZ A, Lancet. 2011;377:914-23) - —f% = » MIERFLK

53 HEWREAD)
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BYHAFE L BEFEFERER A RSAVEHE T 10% £ 13% 2 [ (Perez EAZE
A, T Clin Oncol. 2007;25:3407-14 : Jones S A, I Clin Oncol.
1995;13(10):2567-74) <

[0011] =pfaMA&E

[0012] =[&¥H & (TNBO) 4 A 745 #F BB = 288 (ER) ~ B2
FE <2 #S(PR) St HER2 Y RIGZEBE R « NS > ANISRE20% 2 FLkE
fR A & TNBC «- TNBCHEREEMEEEYE - NIBER KA BHEEZ
(Plasilova ML A, Medicine (Baltimore). 2016;95(35):e4614) «

[0013] ENECE L T EHAFBAEBRNIAE  SEELH
TNBCY B E B —GFRATAVIEAEER o J12K » FDAESFADHRHE A A
FRHRENP OEOS S KRR EE G AN aRERE R EIMET
EHBCAR1(PD-LD)AEYEH A o] UJBR M /& 3 B s i M TNBC 2 B 3 (1
(B S BAPFST &7 .5 HAHE 5.0 H © HEIRMEFR(ORR) £556%
%72 46%)(Schmid P A, N Engl T Med. 2019;380(10):987-988) -
S HAM GBI N AR T L o HALER A SR A g A R
ME o RSk = F S e R - BRAEREEME R IR f N i 3 e 2 B85
Fah - HEEME L2 ER —RENHE (L2 HF A (Cardoso FZ A,
Ann Oncol. 2017;28(2):208-217 : National Comprehensive Cancer
Network, 2017, Non-small cell lung cancer, NCCN clinical practice
guidelines in oncology (NCCN guidelines),
http://www.ncen.org/professionals/physician_gls/pdf/nscl.pdf. 2019 4E 6

ASHFH) - EBFEH 2 BEERE(LEFRHEIERIER10% 2
15%) Fe 5 45 4 3 Jeg 1505 31 (2 22 3 {1 A ) M1 Bf (Hurvitz & Mead, Curr Opin

54 HEWREAD)
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Obstet Gynecol. 2016;28(1):59-69) -

[0014] FE/NGHAERHFRE

[0015] HifiFE (/NS AR At o2 Ko I /NS R A eg ) R R B RE S HE 240 T
NV F B R (American Cancer Society. Key Statistics for Lung Cancer. 8
Jan 2019a. https://www.cancer.org/cancer/non-small-cell-lung-
cancer/about/key-statistics.html. 20196 H5HEHM] - KL 2B EH
Hifi 8 HY BB (R OS R B 1865 5% - HAEZENEGHY P I iR R EYT05L -

[0016] 3JE/INHAE At & (NSCLC) 4k Fir 75 i % #Y €9 85% (Tan K Hug,
Non-Small Cell Lung Cancer (NSCLC), 2019 &£ 4 H 13 H ,
https://emedicine.medscape.com/article/279960-overview, 201946 H5H
5 5 American Cancer Society: What is non-small cell lung cancer,
2016 £ 5 H 16 H, https://www.cancer.org/cancer/non-small-cell-lung-
cancer/about/what-is-non-small-cell-lung-cancer.html, 201946 H 5 H 55
[5]) H AT 4 73 B @i AR (8930 % Y NSCLCIR ) Jz I iR (8940 % 2 NSCLC R
1) 2H 4% Z2 45 4 (American Cancer Society. Non-Small Cell Lung Cancer.
2019b. http://www.cancer.org/Cancer/LungCancer-Non-
SmallCell/DetailedGuide/lung-cancer--non-small-cell--non-small-cell-
lung-cancer. 201946 H5HEH/) °

[0017] BiIRIE/IN 4 B i 28

[0018] fIANSCLCIANSCLCHY — & Fr4H &2 nn Y » v RE Ik
B ROBRIR R R JBFOEEARRE SRR - ZERBEFBESHER - £2
By @B (EEE LR ER RN RR W RER LT OITE
(Socinski MZF A, Cell Lung Cancer 2018;165-183) - [ 245 EFf (% 2

55 HEEWRAD)
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F& M (B0 S o MR BB AL M M) BEIRNSCLC 2 A4S R - 5[HE4Y30% /Y F {5
FER > N B HEMNSCLC Y 2 B3 -

[0019] FAEAMREVAREEREE - LHEH R ERS M (SRS
T M) B IANSCLCHY — 43 A AKER » AR EEAIR - Il I HFEE R
# B 8 % (National Comprehensive Cancer Network. 2017, Non-small
cell lung cancer, NCCN clinical practice guidelines in oncology (NCCN

guidelines), http://www.nccn.org/professionals/physician_gls/

pdf/nscl.pdf, 20194E6 H5H#5f5 ; Novello S A, Ann Oncol 2016;27
(B F|5): 2 1% -%274% : Masters GA % A, I Clin Oncol
2015;33(30):3488-3515) » Z2 AT HIHh AR 8 (= 9505 R ey A L I i RS M
LR M SRS M NS CLC LAz 3 i {il ME AR i Ve e < AN B3 - R
T EHE L Hr R N R M (B B M B R M M) IANSCLC 2
M

[0020] FE@EIRIE/IN4H B i 3%

[0021] FREEAANSCLC R —ERE MR - HEUAR 2 HT ~ 5 2
FHEREBEEREZ  BRFMF FESFHMZERERM B A SR RBERE -
AL - ERTHVER B AR Fio bR - (L2FEE - AT - REEE K H
BOL o BRI A BAEES M (RS M R S ) JREEIANS CLC H A
BA AR 2 EEREBENEE -G A GIEELLEREE - RAKE
fii(bevacizumab) Z 4p - H 8 B 2 f8 B (7] EE ) R A A SRR T TR A
WH5E - (BAEFEMRALET R G - MHE R BEIEIRE LR RL - MoRBUR E Y
SEALERRA IR = M EE K v = it B 75 H1E0S (Reck MZE A,
Ann Oncol 2010;1804-09 ; Sandler A% A, N Engl J Med 2006;

6 HEEWHREHAS)
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355:2542-50) -

[0022] BASR¥E

[0023] BASHEERAEC ~ & ~ WA -~ Mg - 58 SRR T R —
4HJE AE (National Cancer Institute, Head and Neck Cancers, 201743 H29
H , https://www.cancer.gov/types/head-and-neck/head-neck-fact-sheet,
20196 HSHAGHE) - fEH R FHEN » HEE EE8BES5058 A (0240
B~ A M 170 & K ME 140 &) A 5| e #8 48 379000 f41 95 T- (GBD. 2016a.
Global, regional, and national incidence, prevalence, and years lived with
disability for 310 diseases and injuries, 1990-2015: a systematic analysis for
the Global Burden of Disease Study 2015, 2019 £ 6 H 5 H 55 9 ,
https://www.thelancet.com/journals/ lancet/article/PIIS0140-6736(16)31678-
6/fulltext; GBD. 2016b. Global, regional, and national life expectancy, all-
cause mortality, and cause-specific mortality for 249 causes of death, 1980-
2015: a systematic analysis for the Global Burden of Disease Study 2015,
https://www.sciencedirect.com/science/article/pii/S0140673616310121, 2019
FOHSHFIM) - ALt REE N - ZFEE R &I600000FI5HEHRE - HEH
CS5SEFEERE BE40% 2 60%(Rene Leemans CZ A, The molecular
biology of head and neck cancer, Nature Reviews Cancer, 2011E12H 16
H, 201946 A5 HEHR, https://www.nature.com/articles/nrc2982) o

[0024] HEZEAYER R HMA KECH » —FE5KEAFHFEAFH
(Decker &z Goldstein, N Engl T Med. 1982;1151-1155) - —/N4HBESH S -

By Bl T2 TR 2 (5 i TR S v L B 20 2 2 A5 9L BH B8 9 33 (HPV) 5 [HEE (Rene

57 HEGEWHHRAD)
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Leemans CZ A, The molecular biology of head and neck cancer, Nature
Reviews Cancer, 16 Dec 2011, 2019 & 6 H 5 H & [ ,
https://www.nature.com/articles/nrc2982) o

[0025]) e EZEHEHR 2 a8EE » (B @iEFM - WE L -
(BB £ K B 5 & £ 2 4H -4 (National Cancer Institute, 2019, Cancer Stat

Facts: Cancer of Any Site, https://seer.cancer.gov/statfacts/html/all.html,
20196 HSHFGM) » Al > AR T FERGRHENE - NHE
FHIHE R ERMES - BinEe RS HEER o TEERYE RS
B FERE S THRAINENAR » DUREZERR CEEREYRE N - FHEE
THTERE RS 2B

[0026] BERAEE

[0027] 20194 - fERE{HEHA 17650 F B & K2 b 8 A 5
HEFHZI16080 ASE~ %)% (American Cancer Society, Survival Rates for
Esophageal Cancer, 2019¢ &£ 1 H 31 H , https://www.cancer.org/
cancer/esophagus-cancer/detection-diagnosis-staging/survival-rates.html,
20196 HO HAGM) - 20195 > {ERBE(EETH275102E AR 2B E R
BEE B A 11140 A 36 7~ 5% 5 (American Cancer Society, Key
Statistics About Stomach Cancer, 2019d & 1 H 9 H ,
https://www.cancer.org/cancer/stomach-cancer/about/key-statistics.html,
20196 Ho H M) - BEMRRE KB BT Z LRGN - 1 & E SR
HfE K B IR B P Z EER BN - LRI EUR IR [F](Crew K Neugut, World

J Gastroenterol. 2016;354-362) -
[0028] (LEHERTHHER/ D BA A UIBRME - & &0 M I 2 12 1

5 8 HEEWREHH)

C231640PA docx
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PRI < BB HVIEAR » R By S (PR)R 2 B — 28K (IH £ (cisplatin) ~ /)N
&L % (doxorubicin) & 42 F B (mitomycin)) 58 Ky £ B B (CDEBIE T B A
iz 58 M (Preusser PE A, Oncology 1998;99-102) - MHELHYEEEFOL - £
A F8E| 2 e 7 FHEE S RIERGORES0%) - HFEBERSEE Z
=M E A LAY OS(# B 5 6 £ 10 H )(Preusser PZE A, Oncology
1998;99-102) - HIth » HEEER BEFEH - RIADZE IR HIEER] -

[0029]) yEDIRELIIMNVEIE GE L - WEHAZEETERE
KRGS SR RiaR i\ -
[HHHNE]

[0030] FE—{ERREES - ASCHRA—TETAN BOER [ S <Y /5
% HEGRZMEBREATNE LR EYEEY » HhZREYES
VEEH - EE T EPERRMTE MMAE)YE SW&E & 2
191PADI2 2 Hi G s KR4S & R B - HPZhileE S ah BE
& B EE > LA ESEQ ID NO: 220 ARy S i) B & 2 5§ ik
7E & (CDR) Z i Bl Fr FIIHYCDR 3 g o] 88 1% - H A fEE SEQ ID NO:
23 P T RAYES i A 28 (&~ CDR 2 B LS P 7IIFYCDR 5 HH ez E S BH
BB R NBER A RRE T 2822 M (HR+/HER2-) FLFE

[0031]) FEASCATiRAE Z JAN—EEHEFF - HR+/HER2-FLEE (%
I3 2R <2 fS (ER)FS 1M e/ B &2 i <2 S (PROBS T > KR HER2F2: -

[0032] fEAATiRMA 2 AN —SEF A+ - sz [8E BH =ik
HECREAS M R E -

[0033]) fEASCATIRMA 2 AN —EF A+ - sz [ Al AL
B MG TR 52 th 822 2 /0 — N 0 I ROE RO B 3R ARE M R e

t

iy

59 HEWHRHAS)
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(CDK)4/64I57H] -
[0034] fEARFT#REEZ AN —EFAF - ZEE ARz
b*ﬁﬁn?-ﬁfwﬁl%/mﬁ

[0035]) FEASCATIRt 2 AR — S EHEHI - 3 (8 A 1 7L 2 BURK

MEEMN(BRCA)IEBRCA2F EFHEAIEHEE > HHPZFEREHELH
T ADPIZHRE T i (PARP)IHI G

[0036] fE—isERefed - AR —FETHPT ECa B (E R 2 B ERY T
7% HEaRZERREAFTUNE ZNBEYGE Y > HTZiiREYES
VHREsE R ZHE L B HEREMTE MMAE)YE oG & £
191PAD12 2 fiifg S EMRGE = h B HPFZiiE A RS ahH &E

P EEAEE > HEFEESEQ ID NO: 229 HrRHy E# i 2 & 2 5 {1
TEE(CDR) Z g B Fr5HYCDR © K¢ al & & - HAafEESEQ ID NO:
23 AT RHY ES T 2 1 2 CDR Z g B- B2 P /HYCDR . HH P (E#e B A
ER[ZME: ~ PREZM: R HER2[Z 4 (ER-/PR-/HER2-) L} -

[0037) AEASCATIRME Z U574 > PIAEIRIE BIR S > LA R ZAT—
FZ([00361E) P AT il 2 J3 /AR — S EHE o > 5%l Ae /8 A 5 T ik H =i
BIERIE -

[0038) FEASCATIRAt Z AR —SE MM+ - Z(ER A E#Z

[0039]) FEASCATIRt 2 AR —SE MM+ - Z(ER A E 2
JaTEE o

[0040) fEASCATIRME Z V574 > PIAEIRE /IR S > AEA R ZAT—
FZ 2 AT PU S ([0036] £ [0039] E2) iR Fr i il & J7 7AWy — S FHa ) o - Z(E fe

1
£

<
AN\
Nl
Pll

5 10 HEEHIEREIE)
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FEAFEB R RBRCA) I EXBRCA2 T B H E A TE 42858 » HH P (#
A% TH 0 F 2 ADPIZ BE B & TR (PARP)HIIHIBA

[0041] FE—SbRREET - ASCHRA —ETAN BOER [ AR 2 IRy /5
% HEGRZMEBREATNE LR EYEEY » HhZREYES
Ve el - S (EE T CEHHERE M TE (MMAB)B 4 & £191P4D12
Ui HPIREER B - HFZiBsHiiFEEeREEs « Hifn
& - HEMESSEQ ID NO: 22 Ry E# i & & » 4 L E&E(CDR)
M AL BE P HIIHYCDR ; KBS o] 8 (% - HAHE S SEQ ID NO: 23 T RHYES
s % &~ CDR 2 e BB Fp HIHYCDR 5 H H o iZ {8 58 2B A IR IR /N4 A
HififEE (NSCLC) -

[0042]) FEASCATIRAL 2505 » BIABIRIE BIR &) - 124K 2/l —
B (100411 ) Fr Fr e 2t & 7 AWy — S ) of » 5% (4G B A J& S0 e T =i
BT -

[0043] fEASCATIRAE 2 AN —SEF A F - sz @A
AL BRI R EE 3 -

[0044] fEASCATIREE 2 AN —EF A F - sz @A
BOE B 128 B N = i e s (R 2% o

[0045] fEASCATIRAE 2 AN —EF A+ - sz @88 Al %2
At &M 4R S8 T 2 B - L(PD- DI FI B 201 &1 4 A 98 T & 5 Fo#S 1 (PD-
L& B A TEFEE - HfRAEN - % PD-1 {1 &1 A % &9 2 B 1
(nivolumab) H H & % 1% Wi - % PD-L1 I 1 Al {4 2 & i [ %5 Bk 5 51
(atezolizumab) ~ [i] 4 & BE §77 (avelumab) fz {2 F & B §i1 (durvalumab) 4H ¢,

ZEE -

11 HEETEREE)
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[0046] fE—isERefxd - ASCIRRM—FETHPT EOa B (E R 2 B ERY T
i ZEZFEREIANEZNEEYE Y > HhZiiReEyEs
VHREsE R ZHE L B HEREMTE MMAE)YE oG & £
191PAD12 2 fiifg S EMRGE = h B HPFZiiE A RS ahH &E

P EEAEE > HEFEESEQ ID NO: 229 HrRHy E# i 2 & 2 5 {1

TEE(CDR) Z g B Fr5HYCDR © K¢ al & & - HAafEESEQ ID NO:
23 AT RHY ES T 2 1 2 CDR Z g B- B2 P /HYCDR . HH P (E#e B A
FEEAANSCLC -

[0047]) FEASCRATIRGt Z AR —SE MM+ - Z(Ef A AR
A RN T2 88 (EGFR) K By A= AU RS VM 2 fg BB (ALK) -

[0048]) fEASCATIRME Z V574 » PIAEIRE /IR S > AEA R ZAT—
FZ 2 AT EZ ([0046] £ [004 71 E2) 1 Frai il 2 /AR — S E e B o - #% (# 52
B B R B MR E -

[0049]) AEASCATIRME Z U574 » PIAEIRE /IR S > LA R ZAT—
FZ 2 AT = FZ ([0046] £ [0048] E2) iR Fr i il & J7 7AWy — S FHa B = - Z(E fe
FERC A IR 2R PRIR R B 3% -

[0050) fEASCATIRME 257k » BPIAEIRIE BIR S > LA R ZAT—
FZ 2 HIPUEZ ([0046] £ [0049] ) 1 Fr st il 2 7 /AR — S E R Bl o - w52
FEEC A A Z AR 12 A W BRI B B e 3 -

[0051) AEASCATIRME 257k » PIAEIRIE BIRH] > LA R ZAT—
FZ 2 AT LB ([0046] £ [0050] E2) iR Fr i il & J7 7AWy — S F R ) o - Z(E fe
Je AT E P2 F s SR AL T E B - 1(PD- DRI B T S IRt TE S
ACAe 1(PD-L DN GIEI AT 26807k - P HGENR > ZPD- LRI B (r B

EE

5 12 HEETEREE)
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109127017 FH YR A0202 1103036512-0



1873167

FLHHE P HENR > 5% PD-LIIHIE (%58 5 MR EREE AT ~ Pl 4B B AT R 18
FEBEPIHER B

[0052] fE—sERefed - AR —FETH PG EOa B (ERR 2 B ERY U7
7% HEaRZERREAFTUNE ZNBEYGE Y > HTZiiREYES
VHREsE R ZHE L B HEREMTE MMAE)YE oG & £
191PAD12 2 fiifg S EMRGE = h B HPFZiiE A RS ahH &E
= EEIEE - HBEEESEQ ID NO: 229 fyriy Bl a2 & 2 5§ /A
TEE(CDR) Z g B Fr5HYCDR © K¢ al & & - HAafEESEQ ID NO:
23 AT RHY ES T 2 1 2 CDR Z g B- B2 P /HYCDR . HH P (E#e B A
&3 T RO B R A 1 BE SRR

[0053) AEASCATIRME 257k » PIAEIRIE BIR S > LA R ZAT—
FZ([00521E) AT fi il 2 i /AR — 5 EHE Bl - Z(F RS AL ZR B 80 IR 2
&I A B 3% -

[0054]) FEASCATIRAt 2 AR —SE M+ - ZERAEENH L
A 2R 6 A W R EE % -

[0055) AEASCATIRME 2 U572k » PIABEIRIE BIR S > LA R ZAT—
FZ 2 B = FZ ([00521 £ [0054] E2) iR Fr i il & J5 Ay — S F R ) o - Z(E fe
Je AT E P2 F s SR AL T E B - 1(PD- DRI B T S IRt TE S
ACAe 1(PD-L DN GIEI AT 26807k - P HGENR > ZPD- LRI B (r B
FLHHE P HENR > 5% PD-LIIHIE (%58 5 MR EREE AT ~ Pl 4B B AT R 18

SHEPIH B -
[0056] fe—isERefed - AR —FETH PG ECa B E RS 2 B ERY T

7% HEaRZERREAFTUNE ZNBEYGE Y > HTZiiREYES

5 13 HEETIEREIE)
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VR —REEETCBEHFERRMITE MMAE)E SRS & 2
191P4D12 7 HiMB B HIF&E G R B - HEZiBRERRE &R BE
PEET B HAREESEQ ID NO: 22 F ey B i) B & 2 4 /A

TE & (CDR) ~ B E- I FP7IHYCDR 5 RS nl & & - HAEE & SEQ ID NO:
23 FTRAVES $E AT 2 & CDRBEZEEE FP7IAYCDR © HHFZEBERE
FEERERE -

[0057) AfEASCATIREEZ J50% » IR IR BIR& - LA 2 Al —
F ([00561ED) Hr A f il 2 J7 ARy — S B o - 52 RS 2B A f& &0 i A =i
BAERAE

[0058) FiASCATIRML Z )7 A0y— S - ([ERSE BN %
EREEEEIE AR REZ BEREREIER -

[0059) FEASCATIRML Z S ARy — S E G - Z(ERE sz B 80
ZEOEREIEREE 2 (LEREZBOEH NERERNESR -

[0060] fEAZFTIRM 2 AN —SEHA+F  FEXNEEE G
HER2[G M FEAE - B H f1 52 (F B8 S i & 852 $+ BT HER2 2 0% -

[0061]) FEASCATIRME Y JA—SEHHIF - ZBRETEAES
R EEFEESEQ ID NO: 97 A 75 HJCDR HI ~ &SEQ ID NO: 102
B EBZ PP 5HYCDR H2 ~ &SEQ ID NO: 11 Z AR FHHYCDR H3 ; &
SEQ ID NO: 127 FEEE FE5fJCDR L1 ~ & SEQ ID NO: 137 BEfEF
HIHJCDR L2 &SEQ ID NO: 147 AL 5#YCDR L3 -

[0062]) FEASCATIRML Z J7AHy— S - ZIBECH R4S
& h BEEfEESEQ ID NO: 16 2 f A 7 7IAYCDR HI1 ~ &SEQ ID NO:
17 2 B¢ W 7 5H#YCDR H2 ~ & SEQ ID NO: 18 7 i £ Wk F¢ 51/ #Y CDR

5 14 HEETIEREE)

C231640PA docx

109127017 FH YR A0202 1103036512-0



1873167

H3 ; &SEQ ID NO: 197 i & 75 8JCDR L1 ~ &SEQ ID NO: 202 #
EFEFE5AYCDR L2 f & SEQ ID NO: 21 i EFE FF4IHJCDR L3 -

[0063]) {EARSCATIRELZ J7 /AR — S E RO+ » sz i s iR 4
& R BrELFE & SEQ ID NO: 22 [ B lg fr 71| /Y 5 # 7] & & & SEQ 1D
NO: 237 i Bl Fr 5| B B i ] S2 & -

[0064] {EARSCATIRELZ J77AM—SE RO > 2B aiE s HE
EISEQ ID NO: 7255201 fi Bl (B R %) 22 S5 4 66 fir i B B (Rt R B8 ) B
EWe Py E f % & & H SEQ ID NO: 8 523 lr K (K L le) &
SE2367 i A B CEREREER) <~ i E B Fr DY S 5 -

[0065]) {EARSCATIRMLZ AR —SERAIH - ZHRES R B
Fab - F(ab')2 - Fva{scFvE E% -

[0066] {EARSZATIRMLZ J77AR —SEAIH - ZiBEHTEe A
fieg -

[0067]) {EARSCATIREEZ J7 /AR — S E O+ » sz i s iR 4
&R B GBS -

[0068]) {EASCATIREL J7 AN —SEROIH » 2B ENE ST

Fﬂ

t

H

BADUT & -
0 ? X

NH
o=

HPL-Zorz e PIRE G R R > Hpfhl£10 -
[0069] FEACRTHRAE Z AN — S E G > pfR2%£8 -
[0070] FEACRTHRBE Z AN — S E G > pR3ES -
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[0071]) FEASCATIRt Z AR — S E M T - ZiiRbiRES
b B E R T R R R (E BT L A B ) TE (MMAE) -

[0072]) FEASCATIRAE Z AR — S EHEGI o - 32 E 3% 1 (g ol R
g T > HEPEE T R EIRE S R R ZmET PR -

[0073) FEAFRM Z AN —EEwmA T - ZEETHEAT
7\ C -Aa-Ww-Yy- o H A -A-RAE R BT 0 afh0El o -W- Al Zk i B
L WIRAEO R 12 2 SE NRY R R - H-Y-(REETHEIC > y(&R0 ~ 1502 -

[0074]) FEASCRATIRMt Z AR —SE MM+ - L FHEHTEAT
(D) Z&ER  EREI L ARG RN  HERTEiokas TQ)
LG EHYPABEH

o
?]‘Ovo ﬁ

[0075]) FEASCATIRt 2 AR —SE MM - A5 HEr e
CHRE G R R0 R TR R B o RS 1 B T 48 e & FH R S
B £ MMAE -

[0076]) FEASCATIRML Z AR —EEHMI T - ZIiREYEEY
BEEERNETNREE R R1E10HE L ZMMAE -

[0077) FEASCATIRE Z AR —SEE A - ZiiRSEYEEY

(1)

7U(2) -

s
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BaEEiEsETRS &R B2 28 {# B ZMMAE -

[0078]) fEASCATIRMEE 2 HEN—EFHAIF - FIEEYSE Y E
SEETRNRETRE G R B3 25(FHE 7T Z MMAE -

[0079]) {EARCATIRME 2 AN —SE A+ - IR EY LS
HHARREEESYIPR - AT ZBEE Y EFEEL-HER - ZW
f5-20(TWEEN-20) ~ DL R /KGR Bl g f ~ 2 /0 —fEny BaE 8 -
A #EZ Z BRTE R o

[0080) FEASCATIRML Z Ji AR — S E i fI+ - SEHEYB S
1220 mg/mL ~ 5415 mg/mL ~ 812 mg/mLRE 7 HifSEYEEY) -

[0081] fEASCATIRMA 2 HEN—EFHAIF - FIEREDSE Y
RIE %4910 mg/mL -

[0082]) fEASCFTRAL » ARy — B 6 F - L-4H B B % LAAES
250 mM ~ 10240 mM ~ 15235 mM ~ 15230 mM ~ 215225 mM#i [F
NZREFAE

[0083) FiASCArfRfL Y J7/AM — L EhEflIF - L-4H Bl % LLEY20
mMTFAE e

[0084] fEASCATIRAL 2 J77AN— S E ) fl 4 » TWEEN-20.2 2%
H£0.001 £0.1%(v/v) ~ 0.0025 £ 0.075%(v/v) ~ 0.005 £ 0.05%(v/v) ~ B

D>
&

A2
T

0.012£0.03%(v/v)Z &EN o

[0085]) fEASCATIRME 2 J7iERyY— 1t
%490.02%(v/v) °

[0086] fEASCATiRft ARy —BEwMIF - ZBEAGYEE
TORETEENE -

)

Bl o - TWEEN-202 =&
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[0087) {eASCFTHREE 2 I AM — L B REHI A + K &g (5 LA
FE1220%(wW/v) ~ 28 15%(w/v) ~ 3210%(w/v) ~ K4ZE 6% (W/V)FE N &
R -

[0088) 77 SCFTHR{E 2 I AH — L B REHI A + K &g (5 LA
&5.5% (WIVTFAE ©

(00891 77 SCFTHR{E 2 I SAB — L B REHI A + K g i 5 LA
A£50 mME£300 mM ~ 75 mME£250 mM ~ 100 mM%£200 mM ~ 5130 mM
150 mMEEIE N 2 B FERF AT -

[0090) 757 SCFTHR {2 7 SAB — L B REHI A + K25 4 (5 LA
49146 mMZ1E -

[0091] 77 SCRTHREL 2 AR — B HEpI « BHE AR
i o

[0092] fE7 S 4R 2 Ji A0 — B B W0 E B (R IAAE 1
20%(w/v) ~ 2E15%(w/v) ~ 32 10%(w/v) ~ S4B 6% (w/v)ELE N 2 B E
FFIE -

[0093) 75 74 F7 4 ffE 2 97 5% 19 — L B B 90 o > RE 0 (5 L4
5.5%(WIV){ELE °

[0094] fEA R E: 2 7 A8 — BRI » BB LLTESO mM
£300 mM ~ 75 mM£250 mM ~ 100 mM £ 200 mM ~ 5,130 mM £ 150
MM S A -

[0095] 1573 Rt 2 J7 A B — BB B0 - 5 A 5 LA 49 146
MM «

[0096] fEA AR 2 735 — BB HEHIF - BEEL Y 2 pHE
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FE5.5%6.555.7£6.3 7 &@EN -

[0097]) FEARCATIRAL  JEN— L E G+ - BEEHEY) 2 pHIE
1%:476.0 <

[0098) TEASCATIRAL Y KA —SERHHIH - pHEGEERT -
E1SCE2TCF ~ {E&4°C T EHESI25C MR -

[0099]) FEASCATIRMt Z AR —SEE MM - BHEHea a8

iz (HCHER AR -

[0100] FEASCATIRMt Z AR —EEHMI S - BHEEeYE sy
20 mM L-4HR#EE ~ £90.02%(w/v)TWEEN-20 ~ &95.5% (w/v) /K &5 %k
KHC1; HEPpHEAE25T T 4476.0 -

[0101]) FEASCATIRt Z AR — S E M - BHEEeYa a4y

20 mM L-4Hf#HE - 490.02%(w/v)TWEEN-20 ~ 495.5% (w/v) Z7K-& i s bl
RRIEN o HH A pHELE25TC M 4476.0

[0102] {fEARATIRM 2 HZEN—SEHAIF > BEEEYEEL
20 mM L-4H g - 490.02% (w/v)TWEEN-20 ~ 45.5% (w/v) i f# R HCI ;
HH A pHEAE25C T14496.0 -

[0103] {fEARATIRM 2 HZEN—SEHAIF > BEEEYEEL
20 mM L-4H Bz ~ £90.02%(w/v)TWEEN-20 ~ 495.5%(w/v) iF ## & 5% 3
%z ; HH A pHEL25C T14476.0 -

[0104]) {EARCATIRM 2 AN —SERHEIF » HphZ sy
G BRI EGEATHEEZEBEIZI0 mg - AT EBZEBEIZES
mg ~ FATEBBEIZ25mg s KEATHEBBEHEIZL25 mg -

[0105] {fEARATIRM 2 AN —SEH AT > ZIIBEYESY

I
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AR B HRE AT (HE ZREL] mg -

[0106] FEASCATIRMt Z AR —EEHMI T - ZIiREYEEY
BRI E (R 0T (FRE Z BEELY1.25 mg -

[0107] FeASCRTiRtt Z AN —SHEH T - ZIEEYE =Y
R IR AFAR A (V)£ 5 B 12 B2 -

[0108]) FEASCATIRML Z AR —EEHEMI T - ZIiREYEEY
{5 DA = 28 W 2 2 28 S8 PR A AR P (TV ) B B & 65 4307 g 75 B -

[0109) FEASCATIRt Z AR —EE M - ZIiREYEEY
AL =8 IR LR K SR8 KA AR AN (IV) £ 5 B 4649307 3#

W
hi

[0110] FEASCATIRt Z AR — S E M - ZIiREYEEY
B EVUHE = 2 BEHAFE AR A V)2 5 B £ 48307 s i -

(0111]) FEASCATIRt Z AR — S EHEAI T - A EEEE Y
ZUREYEcYBAESNE 2B E 1R ~ B8R KFE 15 KFE HAFIK
ALV ) E S Bl = &L 430 57 8 1 B
GEEEGH D

[0112] EI1A-Efi%§191P4D12%&E H'H 2 % H B & e & 51 (B
1A) ~ Ha22-2(2.4)6.1 7 2 4 (8 1B) k2 &< 98 (B 1C) By 1% 5 BR K B 2 IR
FI~ DL Ha22-2(2.4)6.1 2 S5 (B 1D) f < (B 1E) & W Z Br Fr 51 -

[0113]) E2fHi%Ha22-2(2,4)6.1-vcMMAE ¥t > SCID/N G 7 T 2
I N R YIAG-LA4RY IR » S5 REBR - HER e R IE K
RIGHREIE - Ha22-2(2,4)6.1-veMMAE & % BH 22 41l il ¥R /)N B 7 B2 T A
ZAG-L4ffijz REBHEYIVE R -

;E{\
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[0114] BI3#48Ha22-2(2,4)6.1-veMMAE %} jA SCID/Ng, F1 f7 T i
VZ NI REBEYBT-48309 )3 « &5 RER » IR &IER ok
GBI ADC » Ha22-2(2,4)6.1-veMMAE ;&% B B8 {1 #]SCID /N b 7 R
tHAZBT-483%, 5l REME YN EE -

[0115] E4A-H. #EHIHC{E M2 E B E&E R 2 191P4DI2EH
E - B4A-BERI L o B4C-DEURMIEAE - B4E-FEREEER
% o E4G-HE RIEEE R -
[ & 7=
MEAHEE 2T X5H

[0116] AHZEE FR2019F8 H 13 HIEAL < 35 B iR 5 B A1 HH 55 58
5562/886,2705R B St - ZFE 2B RANE 2 EI AT A AL
1:[:{ o

[0117]) FifE—CHEMAFIH Al - EERE - AREFR R AR
W Fr E R 0 BRERRRE - A SRR (I R 2 1o Rh R & R R E
T B Y B AR B AR PR EIER -
1 EH

[0118]) ASCATH sl iR R % 17 R A2 e L4 2 E I TH Rl & K g
R BE AR R/ EE R E R AR E RO R ST AT
it > B Ay 5 © Sambrook® A, Molecular Cloning: A Laboratory
Manual ( % 3 B, 2001) ; Current Protocols in Molecular Biology
(Ausubel % A 45 %8, 2003) ; Therapeutic Monoclonal Antibodies: From
Bench to Clinic (An4g#&, 2009) ; Monoclonal Antibodies: Methods and

Protocols (Albitar 45 #§, 2010) ; & Antibody Engineering 21 & 2 %&

5 21 HEETIEREIE)
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(Kontermann & Diibel 458, 55247, 2010) o

[0119] BRIEAXSINER » GRIFNARIEE b 2 1l R
R EA—MAELEE M E RTINS E HNERASEE 2 H
Y - i DA figeB et B A E R - DUBEEIE A A 2 iisE Nk a1
PP HIR ZIREA - AP 2 iy 5B AR AT s AR B DAS [ 2 0 2 F AR
SR AR SRR AL BT 2 BT PAT SO 2 G EEER BE o

[0120] fl&E "Hide " REHKED J 5 " 1gy A R A H#{E
A s Bz B0 A LS 8 0w 35 0 40 BE MR L AS (CRLFR (R0 ~ #54
B~ RAIEEE - R RECGCTEEMAIR) BASHEAEERERFERE
EREEZRBHEEY) - SRNEETR - ZEHE - M2V WET R
B 2R RS (BN SR 25 - REHLREBPTE A E M
a)) -~ ESEpR R H R B TSR - SURS R R AR - ABUGE
B8~ OIS R/ECRM TR - AR oK B H AR (a0 R R )
PR - isE " HiRe ) BEANEREAE LI 2 R E 0 H BN EYBARE ~ %
RREY) » HEEMsE e 2R E o TR B m s E e 2 kiR - L4 e
— ¥ B A —RE#(4950-70 kDa) &t —fREC## (4925 kDa) » & 2 & fr B
R #r BIEEALII00 2N 130HNFE S FE AR T2E - A&#E
SHEERHET >BEEEEE - 2 A # 40 Antibody Engineering
(Borrebaeck 47 #8, 2k, 1995) ; K Kuby, Immunology (ZE3kK, 1997) -
R EE G » 5 0 FPUR o A SR 2 B a8 (RS 2 PRECHT R 1
ERES « LR EREERR) GG - DLEH S 5
BeELbids - FENHE - IEBERBEGIONE - RU LE—E 25
F B (Bl R 4E & R B - DhAE R B (548 Bl RS 28 S s 8 2 IRAY PR A (E

5 22 HEEYIEREIE)
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AR Siie i — B e A S E MR ER 7 o ThEE R B (PO PL R & &
B Z JER MM E Pl B BE# Fy (scFv) (FI0BE B R MscFv ~ BER
FMEscFvER) ~ Fabj B ~ F(ab') 5 Bz ~ F(ab)2 5 BZ ~ F(ab')o 7 EE ~ i i#
HPE 2 Fv (dsFv) ~ FdR B ~ Fv R Bz ~ BEIjge bl ~ = Digebife ~ NIk
iie A DA - METIHNER - AR 2 iR EE R ERKEE T T RR
BEHREO T F 2R AN T > e FEe 2R R S LB aY Pt
JR&E & EE F(HIAPLEE 2 — 2 2 {HCDR) - FLIRFIASE 7 & 0] &t fil0
Harlow fzLane, Antibodies: A Laboratory Manual (1989) ; Mol. Biology
and Biotechnology: A Comprehensive Desk Reference (Myers 45 #8
1995) : HustonZ A, 1993, Cell Biophysics 22:189-224 : Pliickthun
Skerra, 1989, Meth. Enzymol. 178:497-515 : J Day, Advanced
Immunochemistry (F2hik, 1990) « AT H 2 G Bt 2 EKEH
77T ZAL R B (B 401gG ~ IgE ~ 1gM ~ IgD K IgA) BUAE 7] 5 43 (B 41
IgG1 ~ 1gG2 ~ 1gG3 ~ 1gG4 ~ IgAl K 1gA2) - Hife o] Ky fle st fide et it
(EXN: I

[0121] iyl " BEikEifE , RiEERE REE ZBHEESII
B8 0 JREN - BruTge /D BFAEHY Al BE RARFAL L 2B LIS - WL BERG 2 &%
EfaSHEERY - EkPEsH HE—fEURE RS ERE2M - P aE
A FEIAE FGURATEE) Z ARV 2RI RKIHELEL - & EEDL
BEIEE LB ET -

[0122] "HiJE |, Gl TEERE S 24K - BERETEZ
Ik~ ikKIEEY - B - BBE ~ PR - M RAFMERER LS
V) o E—HLEHHIF - BEFUFEGZIK - REEEF - iR P
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B BN AT - B0 A b -

[0123] T"5E%  HiRGEaSNFES S RCLE £/ D EHFHNE
E&CHI1 ~ CH2 X CH3fYHiA8 - T EE v BiE NEEE &S ER 77
REE o ALY T CEPREA NS ESUE R

[0124] flgsh "HFEE&ERH B THE&EEHE - THEEEE, &
FDATEE (I DS 6L & B [RAE A 7F F 2 R BRI TR AR HL {0 45 & B 4
(FIANCDR) B AR RMER B IHIE 7 « MAXFHER - " HRE&E S
ey B THEBRE HESZERE Y~ B0 TEBE IR
GEBECTEE - iR B2 EOIEE(ERIR) Fab - Fab' » F(ab'), &
Fvi B DR Hi S K ¥ - I E B8 (2 A Fl A Holliger % A, 1993,
Proc. Natl. Acad. Sci. 90:6444-48 ; Lu A, 2005, J. Biol. Chem.
280:19665-72 ; Hudson % A , 2003, Nat. Med. 9:129-34 ; WO
93/11161 ; K EBFHFE5,837,24258 [ 566,492,1235%) ; BN E S T
(2 ROIMEEEF|54,946,7785% ~ 55,260,2035% ~ 555,482,8585% [ 26
5,476,7865%) ; R B (2 ROIMEBENET.612,1815%) ; BEulE
b $70 BB (sdAb) (£ R4 40 Woolven A, 1999, Immunogenetics 50: 98-
101 ; & Streltsov& A, 2004, Proc Natl Acad Sci USA. 101:12444-49) ;
Kibiag R BRIP i 2 BRI -

[0125] ffrsE ' 4& & (binds/binding) ; Rf5 0 T ZEHIMEEEM -
BEOWE REEY) - HEER T REOELEEEER - aEaE - 6
T8 A ER R/ RNG LBAEEEN - &8 EREmILE
CIF LB ~ A A RFE— AR ESRIE M ErF 246 - Bt
B h B —HiFSEE MBI By T2 BRI E A2 R8I E A

5 24 HEEYIEREIE)
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BERH Z58E BRI R ERH NI R ERE M - &E 7T
(BIanHi A ) ¥ B (B B0 R 2 AR i 228 R (Kore) B 4 25 228 3R (Ko ) HY EE 3R (Korr/ Kon) 151
e ke o B Ko > LB T 2 MHER - KofE A/ > AR IS © Ko
E RS 5 By DU as B IR 2 A8 S P01 52 B HUA T Kon Ko kore W & © A SCHATHE (]
Z PUAG HY A% B BKp 1T (55 A A SRR Bt 2 AT AR 5 7R B E BRI I 10 & 2
F1Z AR ELAL 5 7R E o —(E45 & LBk R < FRAT I BE 4a % S B LA BT
FREZHEFANEERE - 8272 - EERAE T ZEHETR
GEMZ @R L (EdE o LB 2 iR - £ — (1 (i B i fe B
IR 2 AH G F R ReE D0 55 {8 i B B K2 FERY ISR - 2 A HTRS B R 2 ]
LA B A E 2R AR E T -

[0126] &Ea Al 2 iSRG &R B > Mishsta ' &
&% (bind to) ; ~ " K 145 & £ (that specifically bind to) ; FIALIMTEEAE
AR G ER > HAEEAREMSE 2R GEUZ I Z PR
BEIGEES T B E2dBRENE s E2NR ZIRERE &R ki
MBTUR B EN: - FREERAT - Go 28T RS 25R
B RE S R RN BEEMRPER R E - SEEFETEEE R
MEREZERERES & R B Pl FE h %% o ik » Octet®
Biacore®B{ N I TH I g & BRI 2 HAt B g i 7 - AE — L E Rl T - a0fE
R BRBlT > 5 Q0B % 3 AT (RIA) Ko il Mt o 7% R B o3 A (ELIS A) B
E PR EREE G R BRI E AR X EMEPUR E e M &
EHURK - ZNREINAG R RECE23HENGEE2DE - 8% > F
SV BB S R 2 /) iy 55 SR B ERAY N & L o] i wr SV 1045
ARG o R £ M 25wk > 2 7 {#] 40 Fundamental Immunology 332-36

5 25 HEETIERBIE)
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1873167

(Paul4miH, SB2HR, 1989) - FEFEFHHIT - HilG iR &R KR T Ik
Hif, EHEE o ZEE/NGE S T RIRGE SRR E B IRPTR 2
SEEHIEI10% » A O a0FE i R (B ATAE 77 BE (FACS) 77 A BkRIA M E -
flrsgsdn TR RNEe ) T HENEeE, K TH - BARREN ) BHF
AT E R IR R G E R 268 S - R RS G A P a0FE IR
DT ZE MBI E T ZEaKEN » HIR T —REABFHEEE]

MRS E 21 - BOINE - TREMEER - fEEREL L BIE
B2 B0 oy 7 2 PR B B S - BN T > BEIELZ BE
RIS a2 BE R R HEs P > Qe RS s - S5
MR 2 BB R & & R BB iE RS DU Sl Al 48 S iR A s B[R
ok WItesE a7 o] AERIa2 Bl LS R o A R HE B
T G ETIR ARG ER REA/NNERERLUT 288 E &
(Kp) * 1000 nM ~ 800 nM ~ 500 nM ~ 250 nM ~ 100 nM ~ 50 nM -~ 10
nM~-5aM-~4oM-~-3 a0M-~2 oM ~1 nM 0.9 nM ~ 0.8 nM -~ 0.7 nM -~
0.6 nM ~ 0.5 nM ~ 0.4 nM ~ 0.3 nM ~ 0.2 nMZ;0.1 nM - f F &} 4]
T PR EPIRG SR REG 2R ZMERAEE » ZPlRAERMLKE
A E PR 2 PR (BI04 N S iR ViR 2 D) Ry PReFHY -

[0127] T&EEHMTT ) —REBfEIsTBIOEEES > SBOHE)
ZHE—GE U BALE S BRI (PR 2 ERYIE LB & 0F 2 458
& o BRIESSAMER > GRIMIASCATER - ' & aRTy ) (A5 i & ¥
(Planfige i F) SR B 22 L I EEABERGEEHRNT - &5
TXHHE GBI Y 280 J]—fie =] i A2 8 5 Bu(Ko) %Lor » 1A A 88
A TER T T EXLZ 8 7% > BfEASCA I 2 TR EM - RFRF IS
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— et E S PR B RS 5 EE - SR D iiae — i it &S &
R AR RIFERF &S SRR - IEIREO T E A 2 8R4 S R IHy
Jik o R E—EE R ASEH L HEY - BRTROIMEERAIERELT
FE—EERFIF - " Ko, B " KofE , A[FEHA AT FER 2 o 0E - #
WMFEREE T AEN - Kot [A£ERIAF - FI40{E A FrBRE T AS < Fab & =
K EHIRE# T 2 RIAT EH(ChenZ A, 1999, J. Mol Biol 293:865-81) -
Ko 2CKp B 78 5] #5 i 56 H A Y g 4 A1 & flo (BLD) Bl R | & 5%+ LR (SPR)
SHTE > EEFOctet® > {#H A B 400ctet®QK384 %4 » =k #% fH Biacore® >
{55 FA %1 4 Biacore® TM-2000 ¢ Biacore ® TM-3000 £ JH - " 47 & 3 % (on-
rate) | B¢ " 4F & 2 # F (rate of association) | B¢ " 4F & # * (association
rate) ; B¢ " kon j JRE[ A b AR W) g £ 4 I & Ml (BLD 2% H & 4F 1 LR
(SPRYF; iy » {E B 400ctet®QK384 ~ Biacore® TM-20005Biacore® TM-
3000 % FihEE °

[0128] FEHELEFHM T - il EEER ETEE "REe, F
A1 > Lo B g R/ BES E  — 0 o BRI YR TE W) B R R B P AR A
TS T e PP — 2 ECEDR - i 2 HER &L oy B 55—
fEE R S — iR i sl M  fiRe o Z AH WE PP 71 — B0 sk (a0 - LR AR
MR B REEEBEAFTEEYEERN (2 AEEHEF]E4,816,567
% &MorrisonZE A, 1984, Proc. Natl. Acad. Sci. USA 81:6851-55) -

[0129] fEFREERAIT - FilEEDURGE SR Bl Ik A4
REB)DUIE L " AL BB - ZEIEAERGERE NERER
EH el @luzEiig  HhFEECDREAL K S HAMER
S~ R T RBE 1 Z IR NEIE (B0 RASHiES) - SE/INER ~ RE - R
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IR ANBBRBATY) ZAMHECDRIVEREER - f£—8FN T » NHEBEEK
EH L —NFEFREEAMMHEIEIE A NBEEAER - 540 NEETRET
BaZB Rt IURE ToRBIR 2R A - BITIHF B LI —FE1(E
HiEe e - NB bR EEEKE e 2/ 0 —XNEEEEHYRE L&
oo Hep A sk e BT CDREENJE A REREH ZCDRAMA
R AE ERTAFRABAANBE REREL Y ZFR - fEFREEHA$ - AL
miefaa ek EENE&EF)ZE2/V—8n  BE/MNERERED
ZED—H o BREZ&HTE > 2 Rlones A, 1986, Nature 321:522-
25 ; RiechmannZ A, 1988, Nature 332:323-29 ; Presta, 1992, Curr. Op.
Struct. Biol. 2:593-96 ; CarterZ A, 1992, Proc. Natl. Acad. Sci. USA
89:4285-89 ; EEHF] : 56,800,7385% - 566,719,971 5% ~ 56,639,055
% ~ 2£6,407,2135% )2 566,054,2975% -

[0130] FEXELEFHHM T - iSRS esRh EaEs ' 22 A AE
fife ) BT ANEEDLEE ) X8y o Hd e S enE AR A S u] Al A A TS
Ba NETEE LN ABEEEE I - EREERIT - z2F i %
R ANFERR I EEREEENTE EEEERMF "2 A
M e simES S S H R R wis 2 bie - ZFEREFEIHA
BATE A REREDREFIINRAGFE L BERERE - 158 " 22 A
MR ) B e HEROmKabatFE AFTHM 2 N AT A REREL F
yl 2z B] & & KA E BV AS (2 F KabatZE A (1991) Sequences of Proteins
of Immunological Interest, =5 7 fk, U.S. Department of Health and
Human Services, NIHHpR5791-3242) o " NGRS | (Rl A8 5 B E Y
NFESE ZPise 2 AR YR HRS K /B E i A B AR 2 £ —18
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R iR PieE - IEABRIIE . ERFEFIRE S E NEIRE &R E
Z NFREDEE - NEPUE IR IER TR A SR E L - BiEk
& 8% 2 35 57 [ (Hoogenboom % Winter, 1991, J. Mol. Biol. 227:381 ;
Marks % A, 1991, J. Mol. Biol. 222:581) } fi £ £ ¥ 5 i (Chao % A_,
2006, Nature Protocols 1: 755-68) - 554h » ] B NFHEERTIAS 2 /7
3% #6 7> Cole % A, Monoclonal Antibodies and Cancer Therapy 77
(1985) : BoernerS A, 1991, J. Tmmunol. 147(1):86-95 : K van Dijk and
van de Winkel, 2001, Curr. Opin. Pharmacol. 5: 368-74 - A JE# A% a]
o R B IR 1% L e BN B Yok Bl i - sz BB E AN Y &K (B e LA 2 e i
FREBEmEELLEE  BENEEERECDLGE » fl0/0E (PR
XENOMOUSE™ # iff » £ K {§] 40 Jakobovits, 1995, Curr. Opin.
Biotechnol. 6(5):561-66 : Briiggemann and Taussing, 1997, Curr. Opin.
Biotechnol. 8(4):455-58 ; B X H F556,075,181%% K 556,150,584%F)
AN AEBAER &R TEENABEIE A2 EMWLI%E A,
2006, Proc. Natl. Acad. Sci. USA, 103:3557-62 -

[0131] {EEEFHEF - HESRESRETEE "HEAH
piie , ZEby o Hp s uiEsmEE TR EE - R - EER D2
NFADUES » BB L 2 s T c B REEHERE ZPIE ) BHE
H-HEMEANBRPBEE TR B A AEREREDERN ZEBIEER
Ko B TE e A B ) (B4 B B A ) o i < B e (2 ALl W Taylor, L. D55
A(1992) Nucl. Acids Res. 20:6287-6295) ; svEEH13% & 4 N JE R E [
ERFPYIEH 2 K DNAF Y| 2 ] HAth R 8l ~ R - AT HE
Ui - WHEEE NEE A BEA KRN ABEEE AREREG RS2
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% & K R & (2 F.Kabat, E. A.% A (1991) Sequences of Proteins of
Immunological Interest, 285 7 R, U.S. Department of Health and Human
Services, NIHHHAR5E91-3242) - 24800 > AEFLEEHEGIT - TR EH AT
Ao A VR RS S SR BB S (BUE [ st W AN B g e S IE £ (N Z Eh by By Ui
N Rl iEEE S %) HINL > 2 FHATURE Z VH R VL&Y I 5B 571
HAFE I N ETE AR VH R VLRSI BB NS4 JE A VH R VLFSIHHER - {2
AT R FRAE TR RS A R AR AE i ABRPUAS £ TE G A NEY A

[0132)] HFEHELEFEHA T > BENREEER ETEE " EEkD
ie . <8y > HA AR {E R » & iltsE A8 B REE LI E TR B e
R iR Glakk el e/ LR O] fE RIAAFAE L 282 LISN - 1 Rlia% B
e Z(ERI AR B A Y > B S BARUARREE RSN DUR B2 BE—HRAE
B o fERFEE AT o AUASCRTEER T BT ) R E-RIEE R
AR 2 Dife - flosh " Bk AR AR EETRE R E L -
SO E o AR P Z BRI A %8 i fx Jo i Kohler3: A, 1975,
Nature 256:495HTii 7 2 Rl & 68 V775 B - 0T HE Al B SR E X ) e Y)
AR E ) EAHDNA T A B (2 RPN BEF554,816,5675%) - " Bk
FiRe o IR ETE A a0 BT P R At 2 B flo 0 B W RS P RS SO oy B
ClacksonZ: A, 1991, Nature 352:624-28 ; K MarksZ A, 1991, J. Mol.
Biol. 222:581-97 o I B 4l AT IR B i H R 3R 2 BE PRI RS HY oA 5
SEAG L TER flf P #EIAY - 2 R 440Short Protocols in Molecular Biology
(AusubelZE A 45, F50R, 2002) -

(0133] st R4 5 77 85 B8 5T (% i W f5R AH 5] 868 (L) 98 sz W f AH 5] 22 (HD
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HERERCHYFEU B EE S - fEIgGRYEM T » sZ4HEE T — A% (%47150,00078
RRTH o S Lol — {8 L (8 iR s E 3 S Hl - i W (R H g 48 — 50 2 (0 8
(e BbERE - BEEUAHEEE 2 - & Hel K L R B HEE R < AN ik
i o ZHHEAEN KRG E A 288 (VH) - Hitoky#EdT 25— @ BER=
{E 1A E 3 (CH) » H¥ P pkee[E A - [E1% B PO{E CHEY » & LA NR g B A
AP SR (VL) » BER AL H 55— & (AL E 38 (CL) » VLEAVH% % { CL L & §#f
ZE—IREB(CH) A - 5[5 %5 2 o Ak I 8 AL A1 i o B B gl ] S8 0 ]
RS o VHELIVLECH P pli B — iR &S & (irBL - B A [E R RIS < 45
i Rt 2 R flBasic and Clinical Immunology 71 (Stites% A 45, &
8hF 1994) ; K Immunobiology (JanewayZE A 45, & 5HT 2001) -

[0134]) ffsE "Fab, 8¢ ' Fabl@ | BRi5&Ec 2R iBE - A
IgGEFE B W EFablE » EEHEENYPIgCHERE ZWEE R L —F - &
Fabl&@ il & M E# LS H 2 —fofSE k—HEEEELK  FEBES
< » Fabl@rh 2 & 2 ] & R EEGVHKCHIE » HFabl& 2 £
Z Al RN EEHRVLECLE - fRIBAIEE » Fab@$ 2 VH ~ CH1 -~ VL
FCLu[LAZE A MEBE LR THR&E G/ - 2240 = » VHEKCHIEA]
E—E 20K F - HVLKCLI& R8I 0k b PN E #11gG 2 Fabl& -
5% * VH » CHI ~ VLECL& "] FAE[E—Z 0K E H AR FERFFE R - 4
N OCEE R R A b

[0135] ffgel " oJ&M& " Al84% - " VIE |, 50 " VI, ZRIEETE
RSB E SR — B oy H— R A B B B e BoR U HAE B T R
& R ey 120 2 130 i B e A s h R 8 H4V100 £ 110E Al - HH
NERFENMEBHERENRZGERTFREME E@H B ETHE
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"VH - SR EBE NS T VL, flisE T ) RiEnBEEEEE S
S RHEEZARZBE - VENEHFEEE HIRERFEREHE
RrETRE R R - 28000 > AT MEL IR S i o 5L 7] 2 & 2 2 1101
R ELEEESEE A - HIR E - VIR E(EEE AR @I (E MR E)HY & 5 &99-
12{E AR R ZERESREE " S8 & ) )RS IRV (20 ¥
) Z&I15-30{W Bz Fk B 2/ B (T8 20 & (FR))AH AR - B2 9 R S 2 ]
FEaSHEeE (eSS EEUN T EERR EBHEHR ZVUEFR » &2 F 5%
P RREHPR SRR AL —ERE R TR BEEL— ° B
ZEHBEEMFREFRRGMLE L > HEAE S —# S8 E KBk
i < TR S AL BHYE pli (2 ALl 41KabatZ A, Sequences of Proteins of
Immunological Interest (55hK, 1991)) - N EE-F E# S BHEATIRE 2
o HERSEIED R > AP 2 BT (R M4 2 A = 17E
(ADCC) ke fii B2 {RAE 1L AR 25 11 (CDC) » & & 2 FIHLA [E e L E
ZANE e ALRFEETER T o AT EE R N\ A

[0136] figsh " fRIZEKabat 2 A E@E AL, 20 ' W0 Kabatth 2%
ERU BRI ) REBLE A E L KabatFE AP RN REDR 2 EH#E
A S (G B g O] SR & B R T A - (B ISR T 2 - BRI AR
Al & B HE RS AT 28k 2 FREGCDR 2 45 7 2 i A BV /D BUBA S i B B - 22
Pl S - o ] B ] WA A 52 2 R By B — i B B i A (TR 2 Kabat By
FEHELS2a) AR TR A 82 Z (R HY = (il fl ARA(BIA0RIEKabat 2 7 EL82a ~ 82b
ki 82c¢%) « HNGEEDRE > MK IEFI ZFERER " 4 | Kabat
Ar ok Fe Y L et B TR B 2 Kabat4R 5t o Kabat&g 5t 580 — A A1 Fe HJ 535
2 B AR (KRB 2 FR AL 1-107 R B 2 FR AL 1-113) 15 5 F (f 10 Kabat 5
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A, Hjie) o " EUSRSE 248, 50 T EURS| ) —MER Kk REREDHH#K
JE R 2 RS F (f 0 KabatZE A » gL AT #R 2 2 EUZES]) - " 4
Kabatdr Z BEUEKG[ | (%5 A#H1gGl EUHAS AR - HA&Rs: 250
#£ [ B4 AbM - Chothia ~ Contact ~ IMGT 5z AHon i -

[0137) BRIV HEE - flosk " =i ) %154950-70 kDax %
PO e - JE o B R R i 1 o L HE HL A 49120 22 1308 B¢ 5 26 I8 i B B~ =] 8
& HEREERmES sEEEER - AN EEEEE HERFY o HEE
Al Ry A A EAA R — (PO E A » f o~ 6~ e~ yRp o A EEHH#
ZR/INAE Do SRy EHAASOE R AN, - Mnfed A 4I550(E b B EE -
BB o o REAFEA C EiE A D EREUER (B ER) 23
Bg 0 o Al By IgA ~ IgD ~ IgE ~ I1gG K IgM » A FE1gG 2 VU {E + 45 - Bl
IgG1 - 1gG2 ~ 1gG3 K 1gG4 -

[0138) ERANHLAEME AN - figeh " &8, %HHE54925 kDaZ &k
o o HC A e B OR U B0 73 B ¥ B A 49100 2 49 11O 25 25 (8 i AL %~ m] 83
& HEERED sEFEEEE - 8 2 REEFE G211 2217 FH i &
o ENVIRE S B BB PR A 0 R A WA AE S B R A o B Ry E o

[0139]) WASCF{ER - iisE " &% &, - "HVR - T BiAEE

K "CDR, Al ffifd - ' CDR | A5 bk &E 0 (gediis) VH B-F &
BEZIFEEENN=(ES28EMHI - H2E(H3) 2 — » HHiE VL B-H
BEZIIFEREANN=(=2&EDLI - L25L3)x— - HIL - CDRGEFE
IR EFIIN Z A B&E R -

[0140] CDRIE (%24 E I H R flr & A F1 89 HE M AR RIR ARG E
2 o BUIMNE » Kabat G A E & (CDR)GRE N PRI &40 H B i % HHY

=
RSP
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(2 A Pl Kabat% A, Fij#f) o i Chothiafs 5 45 R 2 i B (2 AL I 41
Chothia f;Lesk, 1987, J. Mol. Biol. 196:901-17) - 7£.{i F§Kabat45 55 147
4m5EHF - Chothia CDR-HIUIR 2 KU fEH32B1H34 7 R (L » FLEURAER Z
R E (L AHE B KabatéR 5k 77 Z#E A F Y BENH3SAKH3SBE ; BT
FE35A » JRRIFEAE3SB » RIERRUG (L3258 © EEFAE35A - RIFRKNG{E33
B s S 35ABI3SBIgTES - BB RIRAE344) - AbM 5 8 & % 5~ Kabat
CDR#iChothia45 R 2 RHY#T %R » Hf1Oxford MolecularZ AbM##S 5
JEH BS (f F (2 Bl 40 Antibody Engineering%2% (Kontermann J Diibel
4mE, F2hR, 2010)) o "contact ; HEEGRNTHEHERBEE 25
fr - W& AEZRAHBZS — 8 B&% K% &2 & &
ImMunoGeneTics(IMGT)Information System®(Lafranc® A, 2003, Dev.
Comp. Immunol. 27(1):55-77) - IMGT{% & H i A F HAth B Y~ &
EEREAJG) - THHEZE(TCR) K T EABHA R SBMHCO) I —E X
B AL o KXH - CORGIIB AR Y REHENEFHEN AT BR K -
F e B E 1 A S RENCDR Y T B | (E S8 2 [ B fR <Py B2
IR SR - MRS R L T B R0 Rt R4 & 5
TR CDR R R F A < & e ] R R ok B — (7~ e Bk &E Y
CORBAMHE LK EHR ZWEE KE AEHE 2 ZBPEE+ - Honegger &
Pliickthun, 2001, J. Mol. Biol. 309: 657-70E 5 & H 55 —fE 4R 5% 2 4
(AHon) - E#EF A1 Kabat§f 5% R IMGTBFT 4R 5% 2811 N 2 4R 9% 48 2
A S M (5 2 I T ST B AN Y (2 AL Bl Kabat, Aij#ft 5 Chothia &
Lesk, A ; Martin, Fiift ; Lefranc A, Fiik) - 7K & % = # &, CDR
hr G—EBELTRIFREL -
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<1

FESHINERIE - 5 AllfioRE
fAERE > URPIREHEE Z(#5ICDR (f/21CDR-H1 -
FE TR AR By 0ok & AT b S Pt
& - fE—%FxT

Kabat -

Kabat AbM Chothia Contact IMGT
CDR L1 | L24--1.34 124--1.34 |L24--1.34 L30--L36 |[L27--138
CDR 1.2 | L50--L56 L50--L56 | L50--L56 146--L55 | L56--L65
CDR L3 | L89--1.97 189--197 | L89--L97 L89--196 [L105-L117
CDR H1 H3 1"H3§B H26--H35B | H26--H32..34 | H30--H35B
(Kabat4gs?)
T ITEL H27--H38
CDR H1 (Chothia5t) H26--H35 | H26--H32 H30--H35
CDR H2 | H50--H65 H50--H58 | H52--H56 H47--H58 | H56--H65
CDR H3 | H95--H102 H95--H102 | H95--H102 | H93--H101 | H105-H117

[0141]) 4 ECDRZEFUIRBHNES 2 FEME(L - HIL - B
LEPENREENGETNTEE) "CDR, & TH
CDR-H2) -

MZEFGEPHNE—TEEE L GMIE

R AN ES — 2 (HFF ECDR 2 & > s5AFEH
Chothias{Contact 5 }EFT EHEAYCDR » {THAME N T » 45 HCDR

ZF5E R BB Y

[0142] EE2EIEEMT "EHZEHEE - VL 224-365(24-
34 (L1) ~ 46-565750-56 (L2) > F89-975(89-96 (L3) : LK VHH 2 26-35

526-35A (H1) -

Ei%s)

ZReM AR -

mHEY SRR BRE B L HAMLES o
o AL E & H] & Ei 2 CHI

50-655(49-65 (H2) 5 93-102 ~ 94-102595-102 (H3) -

[0143]) flosh "IREE ) B0 " RE ) (545 B K B i 2 #8 B R Ui

 HAERZBRRENFZEE - HERSEWEIEE > 5808 Fc
ZisERiE R EIREA TP EeHEN S ARRE I

 BIAT S & - PreFMEE s 2 e A B P A1 Y
+ CH2 )k CH3 & DA R B 2 CLI& -

[0144] flarE "4, 30 " FR, (A5 CDRZ A B @EE A - FR
BEFLERMOREDE - ABLEERE - ABHE - B - B
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B~ UL KRR T - FREE GRS Z2EEE M CDRESRLL
SN H] IR

[0145) fEASCH » figsE "Feld ) AN ERRERELEE ZCK
Ui & 35k - ELFE B AR AR P Y Felid ~ 4 AVFcla K 3 R AVFcl& - 8 %
PREHE$E ZFele 2 Z R A2 - BEAMHIgGEMEFCEEE ERHE L
B Cys226 7 fg A B 7S A B H Pro230 2 AR AR Ay # B © Fel& & CoR Ui i
Ml (FRIBEUSR ST S 80 R A 44T n &R By > BIA{E Diae < B i s sl (B B
ER bR > B DIEE A TR USRS TR < BB PR - NI
TENB UGV ITE SRR AKMATRE Z R - RERKA4TEE
ZUEREE - LREFEE A EKMTREZ R REVHITIRE - ' ThaE
Felee | BARAEFIIFcE L " BUEIIEE - PRt " UEDIRE 4 B#ECIq
&t 0 CDC: FeZfaddit © ADCC: FWRf{EM © dIAEREZAE (FIBLAE
2R Z T HFE o MEUEDIRE — i B FclE BUE & & B o (P iR
A 2 1 Bl H] i) H & AT (8 R RAVE BRI B B R 2 S O T UARE(S
"B REAFCE | BEBFEAFFYIFclE M = 2 /D — {1 e B B 1 & (1) 20 B
O IRINEGER ) By B BE B PP 5 o AR EE R Ao - AHER R 4 7P Fel&
SR A Z IR 2 Fel - S R AVFcl& {1 7 4 FF 5l Felé 7 3 AE 37 4 % ik
Felee i B /0 — (R AR AUR - Ban&y — (8 2 &9l fg BB HUAC > 2i&y
— {1 2 &Y 7oA P BB HLAC o ASCrr > B R Fel@ B R 4 P Pl Fel& Ko/ B8

Rl

AZKFcl& a] B 2 /0 &80% FJRM: - s B 2/0&y90%[E TR ME - B
B B 2 /D&95 % AR M -

[0146]) WASCRATEER - " FUFEAELE | HILHER M+ 2 o5 B %
é a0 T (BIOPRR) FTRe R 2 E G ZVURIYFE R o H1R 2 E £ A
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RS VEU R A E ZL BB ~ FRRIEECA EE T FUAEE - BHNE > £
IRUR ZBER T > PURRER BE I EE AR G, FEAE
B o P RUAEE B E K E 2K R (8 B {1 DL A 75 4 L Y i A
Be( "B T IRERIE ) BT A ) TURRER) o BVE IIER U R
> —fRIM S o SRPEPUR R E A i HE Y BCa] A (RN 8 ~ = Shsiugl
G- BOINES  £—EEEMT  Soo il —dlEEREE > AEH
EMRARAZGEAEGRE - £HMEEH T > SE0 7T FERBIDURR
EFk EBRRERERS ERPGIOEH - #E - BB ISR &
SEEPURRES -

[0147] ffosg " 20K, & "KL R "EBE ) AT R ER
HisEM REZIEERE Y - BaW] BGIEE0r <1y HEa&E
B < Rl - HIE TR JERE 2R BE © s% F0RE N & E R A B i =R
T8 Pl WSRO R - BEEME - BB (L ~ ZBR(E - BEBR (b > SR HA
PRIF BB E BT I AR REGY) - ZERWN/NEIEM S FEER 2
— ALY > AEEAIRIY)IER AR E R - DU IEIEE F EALZ
HANEEREY 2K - EEEE - MR ASRIHZ DA AR REREBRE L
AG B AR B - BUEFEE AT - " L, oI LLE TP ZUE DA (i =L
W DA E. 4 sl P U 3R -

[0148]) 4ASCRTREER - iysE " B2 B nlR2 | EaEBEFREUNEL
2 E AR R AL B2 B 2 81 (U.S. Pharmacopia) ~ B 22 8 (European
Pharmacopia) BCH AN A FR SR ARSI A P 8P HE BRe S 2 AR M -

[0149] THAEAE], HaH S 82 LRz 2 MKl - dHEY s Al -
o AR RS BCEI AG I Fe  ~ FR R ~ AR BB EIAR o BP R AR fI A E
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MORFEGR IR - SRR U R R ~ PLs B - R - G - & - &
WH -~ ZEmH - MR - AR - AABE - EER - HH - A - IR
A~ EDEE ~ BRE - DA~ FEAEE - BERCE] - DR - BHERAE - R
B~ ERE R EREY) o ilerE T BIPE JRAl iR REE - EEI (B0 Eh K
YA (Freunds' adjuvant)(5¢ £ 20 56 2 5 AR B BCE A -

[0150] fE—{EE AT - wiBEs SRy < HAE o M B R
BN R #Y) < sHE 2 as B Rl o8 i i 2 1 ~ W% - BEUSE - %
VR B H AL R R B OF 38 > Pl a R/ ERtbEmmE > S8E0 5
TExmEEL O BEEZHY - 2 B4 Lippincott Williams & Wilkins:
Philadelphia, PA, 2005; Handbook of Pharmaceutical Excipients, ZE6kK;
Rowe Z A 4% #8 : The Pharmaceutical Press and the American
Pharmaceutical Association: 2009 : Handbook of Pharmaceutical
Additives, 53R 5 Ash X Ash4g#&; Gower Publishing Company: 2007 ;
Pharmaceutical Preformulation and Formulation, Z£ 2} ; Gibson 4R 5 ;
CRC Press LLC: Boca Raton, FL, 2009 - (¥ —2E&Ehff|th - E& &2 ]
Pz Z BRI B AT R A 2 B & RO T B 5 82 7t B 2 I A B ) 7L B0 )
5o A —HERA T o BERE LR 2 BP BB K M EpHE B -

[0151] %% ' MMAE | {#f5 B H AR EMITE

[0152] FRIESSHMEH - BANMGEE " A  BIEE S L1 E 4920
RIE (AR i i~ #6[8 RRr E B H 2P AdEa kTHE) LM E
B o SOHERE o Hor a1 £ QY8 (E R R T AELERY © iR Z B RHEE - £
B IENEA - EWNE-ETE ETE-SFTHEF=TH  EXK&E-
2-7 A ~ 3T E - 2-HE-2-TE - [ECE ~ IEFRFE -~ IE¥E - EEE - IE
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FAk o 3-H A2 TE  3-RIE-L-TA -~ 2-HE-I-TE - 125 - 2-2
o 3O~ 2-HE-2- AR » 3-HH A2 I0E  4-FER-2- TG ~ 3-BHAL-3-
IGE: ~ 2- P -3-TGAL ~ 2,3- T HHEL-2- TR K03, 3- B E-2- T o AL
e S 2 BUBHVINEUE B o — BB 2 — 80y > B a i E R — = (H A
IR E3E A B (R B H R Z T ERSNRE) U % — S (H A E
BIREEARR)-EHER » -0-(Cr-Cs i B) » -0-(Co-CsfH £) ~ -0-(Co-CsJR
)~ -F5%  -C(O)R' ~ -OC(O)R' » -C(O)OR' » -C(O)NH; * -C(O)NHR' -
-C(O)N(R"); * -NHC(O)R' ~ -SR' » -SO3R’ ~ -S(0):R' ~ -S(O)R' + -OH -
=0 ~ -N; » -NH; » -NH(R") * -N(R"), F¢-CN » H P ZERBILHBEEH-H »
Ci-CofZk ~ -Co-Colfi & » -Co-CoJRA-75 & > HHEF#Z-0-(Ci-Cs kit
H) » -O-(Co-CffiB) ~ -O-(Co-CotREL) ~ -F5 5 ~ -Cr-Cofi i ~ -Co-Coffi
J-Co-CoJRAL AT M &8 — B HABE DI Z XS EEABERE
(BATRFY) -Ci-Csfifk ~ -Co-Csffi & ~ -Co-Cof A ~ -E3R ~ -0-(Ci-CsfiE
H) » -0-(Co-Csfi ) ~ -O-(Co-CfED) ~ -75K ~ -C(O)R" » -OC(O)R" ~ -
C(O)OR" + -C(O)NH, + -C(O)NHR" - -C(O)N(R"), + -NHC(O)R" - -
SR" ~ -SO3R" + -S(0):R" + -S(O)R" ~ -OH ~ -N3 » -NH, + -NHR") - -
NR"):5-CN - Hp ZR"EILHIEE S -H » -C1-Celi & ~ -Co-Csffiz ~ -Ca-
CyJ A -T5 5 -

(0153) BRIEZSIMEH > RAMMIRE " A, & THRE ) RiEEEY
2E ZJ20 (R R 5 (LA R iR R 7 2 i E kR € B H ZFrAdEE kT4
G ZE# R oy S o Hp a2 QY ELR R T (REERY o M AR AL
e EA e — (A AREEEZERTERIEV—E2# - BEZE
PlEfE({EAREY) £ M (ethylene) B L A (vinyl) ~ JHNE ~ -1-TIHE ~ -
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2-TIGE ~ SR TRRAE -1 DO E ~ -2- 0% A ~ -3-HE-1- TR E -~ -2-H
E-2- T B Fe-2,3- N E-2- TR A o A 2 BB I ((HA BRI 22k
| (acetylenic) ~ JRNEL ~ LBRE ~ PYREL ~ -1-THRER ~ -2-THREL ~ -1-1%
RREE ~ -2- PO A R -3- B AR 1-TOREL R RO A fit s e BRI AV I (E
Foon— BB 2 — 85y R HE I — S (WA - B 2 3 A E
(R EEH R ZARTERI MU E) HU 3% — B (A BB A (B IR )-X
= > -O-(Cr-Cs i ) ~ -O-(Co-Cs Jf &) ~ -O-(Co-Cs JREL) ~ -F7 & ~ -
C(O)R' - -OC(O)R' - -C(O)OR' - -C(O)NH, - -C(O)NHR' - -
C(O)N(R")> » -NHC(O)R' ~ -SR' » -SO;R' ~ -S(O):R' + -S(O)R' ~ -OH -
=0 ~ -N; » -NH; » -NH(R") * -N(R"), F¢-CN » H P ZERBILHBEEH-H »
Ci-CofZk ~ -Co-Colfi & » -Co-CoJRA-75 & > HHEF#Z-0-(Ci-Cs kit
H) » -O-(Co-CffiB) ~ -O-(Co-CotREL) ~ -F5 5 ~ -Cr-Cofi i ~ -Co-Coffi
- Co-CJR I TR b o — 20 & — B 2 (R AU B A > 5% — B (B L&
BRE{EARI)-Ci-Cali » -Cao-Coffi B ~ -Co-CyJiE ~ -i3R ~ -0-(C1-Cs
EEL) ~ -O-(Cao-Ceffi B) ~ -O-(CoCsfRiA) ~ -755 ~ -C(O)R" » -OC(O)R"
-C(O)OR" -~ -C(O)NH, -+ -C(O)NHR" - -C(O)N(R"), * -NHC(O)R" - -
SR" ~ -SO3R" + -S(0):R" + -S(O)R" ~ -OH ~ -N3 » -NH, + -NHR") - -
NR"):5-CN - Hp ZR"EILHIEE S -H » -C1-Celi & ~ -Co-Csffiz ~ -Ca-
CyJ A -T5 5 -
(0154] BRIESSHMEH - SRR " Ml ) HREEEN1E420
(AR T (LR PR T 2 sE kR EEH ZrAdEe krds) B
EEFYIEN8EWRE T - HEA#H M EBRRGIE 2[5 — {5 =W (& [E
R TR bR W (8 2R 115 21 2 Wi {18 B (B 25 B Lo A B A o3 SR B B SR A -
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LT B e e B L PR (B PR BE B ~ i £ ~ e ~ (T & ~ 7K
B A - RBEEL ~ A M EE - RE - V4IRS AR
o fie s o diEmE EBHIEE R —EE L —& 7 > B R &
— B (A ] o B AR 1 A 3 ] (R B B K R AT A AR N AR LA
— A EEAE(EARR)-BHE » -0-(Ci-Csfii F) » -0-(C2-Cs 1
E) » -O-(Co-Cs R &) ~ -7 & ~ -C(O)R" ~ -OC(O)R" » -C(O)OR’ ~ -

o
|

%

C(O)NH; + -C(O)NHR' + -C(O)N(R"), * -NHC(O)R' » -SR' + -SO3R’ -~ -
S(0)R' + -S(O)R' ~ -OH » =0 ~ -N; » -NH; + -NH(R') * -N(R')2 };-CN >
H S RBIIHEES -H » -Ci-Cofii B ~ -Co-CoffiZk ~ -Co-CoRAB-T5 2 A
H A §%-0-(Ci-Cafi ) ~ -0-(Co-Csf ) ~ -O-(Co-CofiF) ~ -75 5 ~ -Ci-
Csli ik + -Co-Cafih B Je -Co-Co Ak 1] HE — 20 47 17 It 48 — 20 2 {8 HU AU A HY
O Z— K EIAREBEREEARR)-Ci-Cefi B ~ -Co-Caffi ~ -C2-Cs
WRE ~ -E3R  -O-(Ci-Cafi &) » -O-(Co-Csfh &) » -0-(Ca-Csth ) ~ -75
H -+ -C(O)R" ~ -OC(O)R" ~ -C(O)OR" ~ -C(O)NH, ~ -C(O)NHR" - -
C(O)N(R"), ~ -NHC(O)R" ~ -SR" ~ -SO;R" + -S(O),R" + -S(O)R" ~ -
OH -~ -N3 » -NH; » -NH[R") * -N(R"), %-CN » Hh ZER"FIT#h#EE S -H - -
Ci-Cafii i ~ -Co-CoffhiZk ~ -Co-ColREB- 7 -

[0155] BRIESSIMEH > RANTEE © fFlEE ) RiFaA E£0—(Ebx-
e B G Y 1R 1R 0L SR A Z (R B A o B M (o R 22 B A B A e LK 2 (-
CH=CH-) K ffi N} & (-CH=CHCH,-) -

[0156] FRIESSIMEH > RANTEE © fRE  RiFaA £0—(Ebx-
I 2 AT GRS AU Z (R © PR AR B BLIE B0 LIR(-C=C-) ~ JR
A (-CH.C=C-) K 4- X £ (-CH,CH,CH,C=CH-) °
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[0157] BRIESSHMEH » GRIMEE 075 BREBHESRTE A
&t < Bk JE 51 br— (|5 715 ZHY B3 6- 208 65 J7 1 (LA R L o i S
TZHERFEBE ZAHEe R THE)NERTFEEE - —E5EE
PR T LR A T Ar o SATEY ST RABEFE(EA RO CTA 8% ~ &1
RZF~FE - F B BEREREANY A -

[0158]) 7% - famE BEWEVHIEE B —EE 2 —88 71 - HH
B E—BZH > B BESEE 21 2 2{EEB B - 5% — 2 6 A H
BIEEAIRR)-E &R ~ -Ci-Csfi ks » -Co-CaffiF » -C2-CytRFk ~ -0-(C1-Cs
fEEs) » -O-(Co-CslfiFr) » -O-(C2-CslhE) ~ -F575 ~ -C(O)R" ~ -OC(O)R" »

4

(]

-C(0)OR' » -C(O)NH; ~ -C(O)NHR' + -C(O)N(R"), * -NHC(O)R' » -SR'
-SO3R’ + -S(O)R' ~ -S(O)R' ~ -OH ~ -NO; * -N; * -NH, ~ -NH(R") ~ -
N[R")2 f-CN > Hfp ERBILHIEE S -H » -Ci-Cafii 2k - -Co-Csffi 5 ~ -Co-
CoJREE-F7 B HH A% -Ci-Calii B~ -Co-Colfi B ~ -Co-ColREL ~ 0-(C1-Cs
KEEs) » -O-(Co-Cffh ) ~ -O-(Ca-ColF) F - 75 7 1T 2 — 20 1 17 Il & — B¢
Z B AR S B EAE{EAIRFY)-Ci-Csfii ~ -C2-Cs
Motk » -Co-CofRRE ~ -RE ~ -0-(Ci-Csfii ) ~ -0-(Co-Csffi ) ~ -0-(C2-Cy
BeE) ~ -3 % - -C(OR" » -OC(O)R" + -C(O)OR" + -C(O)NH; - -
C(O)NHR" + -C(O)N(R"); » -NHC(O)R" ~ -SR" » -SO3R" + -S(O)R" -~ -
S(O)R" ~ -OH ~ -N3 * -NH; * -NH(R") * -N(R")2 }¢-CN » H 1 ZR" BT ith
BEE-H ~ -Ci-Cofi i ~ -Co-CoffiZ » -Co-ColREL BT 5 -
[0159] BRIESSINMEH > BRI " f55HE  HRERBLERMAZ
or A KB TENORR - i E ST IR A8 2 [E — (E SR (A A 5 ik R
TERMWEDEFFED BTl N ER AR 24 - FAr s i3
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» HA R BAE BB 75 4 -

Fo oo
5 KO KD

HLATHY " -(Cr-Co e £ 755 4~ T -(Co-Cofi i B I8, & [ -(C2-Cs
HRE) T & ) BFEERR)FHE ~ 2-5FREL-1-F ~ 2-5REL)%-1-
2

Cor

I WA LA 2- AL

b
o
hing

:
-
s

H

Ak L-1-FR RO DA E -

[0160] FRIESIMEH - SRR " M8, GERA3E 4EERE
T (X RIRNR) 2 HIR - CIRNFIB B LG HP 2 b—~FREF 22
D—(ERE T HBEEN ~ O ~ PGS Z 7R 1 (DA Rz Ho i [ 1 B A SR 5~ 2
ERFEBMEH ZAEERTHE) c R EAIEZ4ERIIHEEN -
O~ PERS ZIRFEIR 7 o FEIR T 2 — N {HIN ~ CESR T &L H (b - BIRME
Bt B A3 2 THB K & (P02 2 6 bk [+ K123 (FE T EEN
O~ PSR T) » HEERMIREE BG5S E 10 & (F414 £ 9{H
WRIFF R 1 23 EB I EEEN ~ O~ PS5 JF ) - SRR R
77 RIREGIETTIRIR o BRIESSAMEH - A AIFEIR A 2 AR A8 IE &5 18 (2 1] [
T B bR R R B L I L B o % BR 40 7Y Paquette, ' Principles of
Modern Heterocyclic Chemistry ; (W.A. Benjamin, New York, 1968) >
BRI R - 35 - F4E - F6E - FTEKEIE ;T The Chemistry
of Heterocyclic Compounds, A series of Monographs ; (John Wiley &
Sons, New York, 19502 HF]) @ FHIE5FE13%&% ~ F£14E& ~ £16& ~ £19
L RE28%E  FJ. Am. Chem. Soc. 82:5566 (1960) - %Ix 7 & L FEH 40
(EARBRFOMERE A ~ —E hme B - VU S EE oE A (DR 0E &) ~ e AL - i g
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S BRTEL © MR - DS - OO - DKIGEE . PURBEE « LG -
BZE R - IR - D3I © DB URAL - BRI - FEHEDKULEE - IR0E
A-DRUEFR R « HROATERE  2-DHOSDEEAAE - OEOS UL - DU DRI - &
UG Dk IR VO SRRI R DU DRI VOB O 4 S -
TR - R BB Y ERE SO - 6H-1,2,5-0F 0 -

Ft

i

—

OH,6H-1,5,2- "I - BEIYEL « BRI « DRIIEL - BIEIFOEIEL - B

s

OIEE ~ WEISIEEL « 2H-MHROR AL - FRWEMREC - SRUSMEEC - DROREC - mEOR

s

s Mgl b AL ~ BRIG|IEEL ~ 3H-M5|IUEAEL ~ 1 H-gMh kL ~ IR0 EL ~ 4H-EEof

s

© BROFEL - DRUEEL - RO A - DO R ~ MDA - ORnE A - 4H-DRME
CORPREL ~ B-DROBRA: - MEBEA ~ MY DEE: ~ WElE A ~ HREIRAS - WROFA - o
WEOf AL ~ BROG A - WEISIRA - ROrlEA » Gile ks - DRIEnERS - DRILIHRA -
UL A o B ~ MERPARORR AL ~ DROFE: - WSROk AL ~ FE0gIRIbf A - wR0E AL - NG U

s ISIRIERL ~ SRIF = MREL ~ TROF FENSMEEL ~ FENS[INRAL TR DS I AL R
FEALBR A - Brfeny " ARIR ) EREEEE AR FE IR E - R H Y
B IG|IDRE ~ SROFOEMEEL ~ B ERA - REURA - BEIS A - BELY A - BRI
B DEMEEL - BROREL © DRpRAREL « =MREC - nEDRREL - BEUERL - ORROEEL - OhUE
Bl s ~ DEROAES - WEOHEL - BROEMLEL - BRUISMREC K PUMLEL o FEFREL - {2
ERNHIEE B — B —8 7 - e E N & — e S (A E - i
12 2{F BB AL %2 — 2 Z HEEEEAEARR)-Ci-Csli 4 ~ -Co-Csfh
B~ -Co-CofR AL ~ -BE ~ -0-(Cr-Csfii &) ~ -0-(Cr-CsfFEL) ~ -0-(Ca-Cs kR

s

)~ -5 % ~ -C(O)R' ~ -OC(O)R' ~ -C(O)OR' ~ -C(O)NH; ~ -C(O)NHR" -
-C(O)N(R")> » -NHC(O)R' ~ -SR" ~ -SO3R" ~ -S(O),R" ~ -S(O)R" ~ -OH -~ -

N3 » -NHz ~ -NH(R") » -N(R")2 5 -CN > Hp ZRUFILHIBEH-H ~ -Ci-Csfit
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B -Co-Coffi A~ -Co-ColR A B-75 2 H H 1 3% -0-(C1-Cs e &) ~ -0-(Co-
CsffiAx) » -0-(Co-Cs R Er) ~ -Ci-Csfii Fr ~ -Co-CsffhiFk ~ -Co-Colh E K2 -5
B — B F & — B [ A AU % — B AR E(EA
PRFL)-Ci-CafiF ~ -Co-Cyffi B ~ -Co-CslRE ~ -EF ~ -O-(Ci-Csfe £) »

O-(Co-Cs }f £ ) » -O-(C2-Cs R ) ~ -F5 & ~ -C(O)R" » -OC(O)R" ~ -

C(O)OR" ~ -C(O)NH, ~ -C(O)NHR" - -C(O)N(R"), ~ -NHC(O)R" -

SR" ~ -SO3R" ~ -S(O),R" ~ -S(O)R" ~ -OH ~ -N3 ~ -NH> ~ -NH(R") -~
N(R")2 fz-CN » Hp ZR"VGIIHEE S -H ~ -C-Cslii £ ~ -Co-Csfhi B ~ -Co-
ColR BB T7 % -

(0161] {EREGIMIEMRS] > 0552 2 FEER ol AE LU T L B p S
EWE Z AL B2 ~ 3~ 4~ 526/ ; B 2T E3 ~ 4~ 556 WIEZLE
24586k ; B Z I E2 ~ 3~ S0k ; BRIF ~ UG PRIE « B fUBL
M ~ WEWy ~ BEOR PO G Mg 2 7 B2 ~ 3 ~ 4805k ; DS~ DRI slimEnk 7
frE2 ~ 485k © RISME ~ MEMEBRBEME 7 T B3 ~ 4805k © RNNEZ L
B283 AR T I E2 ~ 384 B ZrE2-3-4-5-6+7
B8k ; BRI LB ~3 456 T8)m - HEEH - RIEHE
FEER G 2-MEmE A ~ 3-MEMEE: ~ 4-MEmEHE - S-MEmEAL ~ 6-MLmEA: ~ 3-UE0f
B~ A-BEURAEL » S-MEURAL - 6-URUFEL - 2-MEEEE: - 4-VEIEEL » S-MEUEA
6-MEIE AL ~ 2-MEOfFAL ~ 3-MEOHAEL » S-MEOfFAL ~ 6-MEOfFAL ~ 2-MEMEL -~ 4-IF
ML B 5 - AR A

[0162] {EREGIMIEMRS > SR ZFEERE AL N LB P
FNNE ~ EEER T B - MENE - OREORUE » 2-MEBRUR » 3-MERZ R - mRA - DR
g ~ 2-BROIEK ~ 3-BROGOSK ~ DEEIAE  DREPARORE ~ 2-DEEPARORR ~ 3-DEEPSRORE ~ DRRIE ~
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O off ~ 5|k ~ Bg| I Obk Bl 1 H-H5| M 7 fi7 B 1w 5 S 05| kBl 2 05| D It 2 {ir B 2
fi : WEM Z L BE4pd ¢ R IRPRECB-IRIN Z L Bk - AR » FUR I L FEIR
BHE-EANE ~ 1-5ER T B » [-MENR AL - 1-BRIEAL ~ 1-MEMEEL R 1- TR
e 5

[0163]) FRIESIMEH - AR "Rk | GERA3E 4HERF
T (DA HL i R 1 2 S8 e R B B < A sl & T8 6) Z B AT B 6
FFETTREER ~ BIRNS IR IR AS » HPIARETHRIRET - HIR
IR EH B A3 E6(EIRIE 1 » NEEM B A SE6ERE T - BRIRIR
ot AT 2 12638 R 1 Pl B IR (4,51 ~ [5.,5] ~ [5,6]154[6,61%
gt ROBI0EIRIF T - i B EEIR[S,615K[6,61 %48 - fiish ' RIR | ELfE
PIan B2 57 3R & < BRERIR IR (B AN PR IR T & 2 BLIRIRIR) » IRIREEH A
AIES(EIRIR A T - RIREE - Eam 2 BEBRHIEIE By o — B E 2 — &
oy o B AIARIR S AL B A0 — B (AR ] o g 1 B2 (E A E (R EE KR (T
BN A AU - 3% — (A EE A (BEAR)-BH &R ~ -Ci-Csfi
B -Co-CoffiF ~ -Co-CofRE ~ -O-(Ci-Cs e ) ~ -O-(Co-Cs}f £ ~ -O-
(Co-CsJE) ~ -5 % ~ -C(O)R' ~ -OC(O)R' ~ -C(O)OR' ~ -C(O)NH; - -
C(O)NHR' ~ -C(O)N(R")> ~ -NHC(O)R' ~ -SR' ~ -SO3R" ~ -S(O)2R" ~ -
S(O)R' ~ -OH ~» =0 ~ -N3 ~ -NH; * -NH(R') » -N(R")2 fz-CN » Hft Z R
I EE S -H ~ -Ci-Csliidk » -Co-CylfiZk » -Co-ColRERB-F7 B H K P -Ci-
ColiiF » -Co-CylfiFk » -Co-CeJRE ~ -O-(Ci-Csfii ) ~ -O-(Co-Cofi F) ~ -
O-(Co-Cyl£r) fo - 77 B vl i — B W AF I 48 — B0 2 (E U ER AL > 82— 2%
{EEAREEIE(BEAPRIY)-Cr-Csfii B ~ -Co-CaffhiZk ~ -Co-ColhE ~ -H & -
O-(Ci-Cslie ) » -O-(Co-Csfhi &) ~ -O-(C2-CsthFEk) ~ -F5% ~ -C(O)R" -~ -
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OC(O)R" ~ -C(O)OR" ~ -C(O)NH, - -C(O)NHR" -~ -C(O)N(R")>
NHC(O)R" ~ -SR" ~ -SO3R" ~ -S(O),R" ~ -S(O)R" ~ -OH ~ -N3 * -NH» -~ -
NH(R") ~ -N(R")2 }z-CN » Hp ZR"FITHBEEH -H » -C1-Csfi &k » -C2-Cs
f Ak~ -Co-CofRERER-T7 5 o

[0164] EEIRIRIREU(UE ZERIEIE-RNE ~ BT & ~ -BRIE
SL-ERIG-1-0 A - 1-BR G20 A (BRGS0 A IRe A - -1 IRe-1-
WAk~ 1RO -2-06 4 - -1-IRC-3-% A (IRBEE - EREE - -13- e
Mikk o~ -LABRC A ~ -L3-IRBE R ~ -3 5- MRS A - IR E
KAk

[0165] "iRIR - MEmEEBEMNNERS —EZEHZ 87
riE B CRR > R h B B RRIRIR £ 48 2 [A] — (I 2/ 8 A [5 5 B 5 Bk {
{f 27T HFEDEY R R E R Z 2 E SR E 38 L iR IR & -

[0166] FRIEE T 5HIMER - & AIE T ()15 BRI 77+ 2
PEEE o NI > o ' -(Cr-Coffg B 75 & 4 B0 " -Cr-Cofifz 2G5 &) 4 &
e A ST E e L Cr-Cofit e B > Hor (e B B 8% i o 2 2 (R — IR TR 1
P B IRE o7 12 5 > HLBR % e B R 1 SR 2 @R 1 P Y — ([ 48 QA S
FTERZTTAEER

[0167] & —(AFrEEE " &AL K > s& B E 0 B — 2% (# AL
& > WE—E R EEE > Bt — 2 = EE - s — 2 W
& % — AL B 5 I EFE - A0 - ZEE A E
AEMEBEHAEE KR ZEUUE - R ZEB GO TER - ST+
FrENM B L < B TH AR BB B 2 B B HAL o T H M B iR < € # T
B o MEREER o ASDESY) 2 HUAE: R EUAUE 20 AT i — A 20 T 35l &

g
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B DR B2 FABE H 0I5 5 3th #8 oh ML SH R o 2 80 2 Bl AR A SRR
W2 J7 A G REEEY)

[0168]) WA » PREEEGIEEEEMEIPA - BB M 2ok A
A BERE(EGY P — (AR M BERT AL - AR A0 2 & i A -
PReB A RETBEEE T2y - AR THELaMEARENE - TTRRFEESILE
ARECRFERER RERLLEYHE - HEREGEHENZIEE H
BT o R RTE AR I THE T T A EIRY - 2R 2S5 Z 7 6E A
AR AR A BAY 2 T. W. Greene £ P. G. M. Wuts, Protective
Groups in Organic Synthesis (John Wiley & sons, Z387) » H /G5 F40
(BIA0BE RSB o R By Bl > B FEEI0 b A Al - = SRR B - 0
B A AR ARt - B - IRBEES - BEHBRES - tHEBR I RUGEBREE (e A& -
RATREE Z FHIEFEGERRE) AR AR - HfE
Bt~ CRE: R E)HEAH AR - FHAEHER - HHAR
Bt - B ELGRHH SR B - MR AR AR AR - 4
)RR - AAIARH) AN - =T fAF AR - 470
Bt - WY SR RN - 2-H AR L R EH AR - 2.2, E=

P
H H
Hro

s

:

il

N

)

?ﬁit

s

s

g?‘;

[\)

f

ks

i

X

@’i*

N

)

s

=

s

=

=

)

i E

T E M

B B I

2 2 #H M
g s

DU IR A B ~ 1- A AR O AR © 4-HEE NS CIREEE R - 4-H &
E VUG b ORI ZR B S, S- A bW ~ 1-[(2-F-4- B TR ]-4- H S B IR BE
4B 1-(2-F ) -4-H B AR IRNE -4- Bl - 1,4- 0S5 2- A - TUE
R B - DU S AR (ORI AR B K O A (GE A - L R A LA -
1-Q2-BLEE) &M - 1-[2-(ZHEWE) LS5 L &M  1-HE-1-HE
BEOEN ~ 1-HE-1-FFHEELER - 1-HE-1-FHEE-2-8 LA
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I-FHHE- 1R R A LA ~ 2- =AY Bl - S5 =T Al - WGP ER - R
WA - HEFER - HHEFEM - SRHER - HHAEEH
3.4- " HERERHER - —HEWERM - =Z2E&W
CHERENAWAR -  AERRNAY AR -
TR BN - COREL AR B - R A RS - LBkl - RAER
B - "R LBl =8 Wl - =#A LB - W
BB ~ A OIS ~ B - WREGCEE S - REEEE9-95 H s
B elE JBs - RBEPEEE2.2,2,- =R 85 - tkBEL.1,- “HE-2,2,2- =52
CfE Akt ER TS - et RREE - R AR EREE - Rt ERES - oo B AR
o BB R R =T A A o B EREE AT TR -
R?* ~ -S1(R)(R*)(R*) ~ -C(O)R?* ~ -C(O)OR?® ~ -C(O)NH(R?) ~ -S(O),R?* ~ -

D
T

;)
mr

ot

S(0):0H -~ P(0)(OH), }-P(O)(OH)OR® » HHIRM&KC-CoofiiFk ~ C2-Coolh
B~ Co-Coolh Ak ~ -Cr-Cooff R B (BRER) ~ -Co-Coofi /G A (BRER) ~ -Co-Coofif
JREE(BRER) ~ -Co-Cro77 5 ~ -Ci-CoofifZ BT E) ~ -Co-Coofif}i 257 £)
-Co-CooffIRER(FTE) ~ -Cr-Coof i £ (FEIR) ~ -Co-Coofii ki £ (FEIR) 2-Co
Cooftf JREL (FEER) » HorPazle & ~ IR A ~ JRE ~ ek ~ A - R
B 95 - R R EE R T EBHIEE RS —EB 2 —Hn 0 15
1R L EE LA -

[0169] flosE "MEEEHER , GiEAXIIGERBEER ZMALS
Yy - AL BB < JE IR &1 B 06 FE e A B A 5 6140 & I (nitrogen
mustards) ~ {f ZaE b &) K bi B iEle By - HUAUHY) - DI EEEE - 15
ECEIERE BRI A& HINEIE > PIE EEE > SEURECEY R
(vinca alkaloids) ~ ¥ fifl7] (auristatins) ~ K BHBEEROVTEY)  AHEEE

5 49 HEEHIEREIE)
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AR HENTEDNARBFANER 2L - FILDNA/NEGS &Y
DL A RN T2 iR o fhoh - (BEIaE R 615 & AT 22 PR (A4 S
FiER) ~ fike ~ AV T R/NaT -

[0170] oz "{b&¥) ., s LwELEYAS DR it & ik
s At H BRIE BT SCHAEERS BBERRRLLT - e e RER P
BiEZEPA > HPER A HEEY 2 —88 3 2n] Ko ikey © Zba
V2 e Bl RO BRI 2 0 HOEE R ASCATIR I ZE BT BUREIE L i
tec B EERAECEERRBAREERER  HP B EER
BfRERL B RO A RS - HEMEEERIEEEMEMNE - BZ
FOLRABEREE TR OCERBRUMCEEBERESY - BEEINHIE
KARSNEE R &) ¢ Hoh BARRG W Ry oy e 2 7P AU B OR B — B S R A A
i REY  ZbeZErER  BiFankkembe? - HEmaEa
BRI R ZAEEY) > B FRATEE R B FEA M2 B 2
WIEE R ZbeVz2E R g _ER - ZERFPA  &ztda
Yy BG  BCEEMBE SRR E AR B0 o EIERRINRCER R s IO EE o B R
AT P T 28 HemmttE TP EfEks
Py L [ = {1 DA V- e e A A R {0 BRI ([ DA E ST S R A (]
AE G DURZAEYZBEREY) > A FERay - BAREY - ZF
BlaviE  BIEARER oY RIERER &Y > 2F AR e aiEK
a¥y s K E e B m(E 2R (8 DL IS B o 72 - BT W {18 =R {18 DA
BBy T A AHEIECRFE - AL —EE AT ASGREIA R ALYk R
AR EINY L B — o Bl /SR &) ¢ AT - iR R E D
FRomEE HEY o B EEERE R PEPR E G R 2 R A HA = -

%

% 50 HEEHSRE)
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[0171]) WASCHTEER - figdE " PrsFEUA ) (e B BB < AUAUR 3
B ILER & SRy H— T A G Em S s 2 AYiEt: - 208
FETE R T & SRR - — ki s - ZIIE LT & T 2 B AR AR
AgE sy EN (2 R WatsonZE A, MOLECULAR BIOLOGY OF
THE GENE, The Benjamin/Cummings Pub. Co., %224 5 (%4},
1987)) o FLAR BN ME BB ER R L2 AR 3 P P Z U LT - S 41
5 IWES temEEOERO - SR (V)R EERL) S 2 E— T
TG KM R BB T 2 e Eofth e Al KA RE B (D) EUUEA R B (B) LR 2
IR BRI B (Q) BV R 2Bl (N) HLEZ ZJR7R - DA Rz 4 e B (S) B &k
BEBg (T) B ZIR2R - BURI R E R Al < BIR R HAF E HE =& J
ZAER - ARV IR R O srEy - B0 S - T B (G) BN KB (A)H
W Rl G REY - H N R (A) BTG I (V) 7R o] Ry u] G REY o gt /K MEAR g
= L R R e (M) o B o e e R SR B e B G 3R - B v BLER i .
o BERE IR (K) KB BE (R)TE AR E L BEREGHER BT H
R 0] G Ry B W (R A R R A pKE R A E o M E RS
ERBERINAHAES " IRTHY ) (2R AUASL 2R3 5 T Biochemistry |
ZE2HR, Lubert Stryer4g#g (Stanford University), 5513-155 ; HenikoffZ§
A, PNAS 1992, 2589%, 10915-10919 ; LeiZ A, J Biol Chem 19955 H
19H; 270(20):11882-11886) - HAMAUU/R B B e FHY A & & iR 2 2
.2 RsTHUCHEE -

%2 ERER

B¥y =% 278

F Phe KA R
L Leu =l

S Ser e

Y Tyr s I
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B¥ ==K £

C Cys e S elio 4
W Trp jasti il

P Pro ARz %

H His Al d i

Q Gln SREREHE IS
R Arg iehiad

I Ile =]
M Met EH 1 e i
T Thr i

N Asn ATz
K Lys i g

\ Val LSRR IS

A Ala [l;d i

D Asp RAWE G
E Glu SR IS

G Gly HIER

R3¢ R AU DU R e

B4 5 GCGERAE9.0 BLOSUMG62 iz £ g HCRE fai (BR AL CAE ) - {H
s o AMEMEBRAE S E PSR A AT RE oK -

M N P ¢ R 8

A C D E ¥ G H I K L
4 0 -2 -1 -2 0 -2 -1 -1 -1
9 -3 -4 -2 -3 -3 -1 -3 -1

& 2 -3 -1 -1 -3 -1 -4

5 -3 -2 0 -2 1 -3

& -3 -1 0 -3 0O

& -2 -4 -2 -4

8 -3 -1 -3
4 -3 2

5 -2

4

-1 -2 -1 -1
-1 -3 -3 -3
-3 1 -1 ©
-z 0 -1 2
0 -3 -4 -3

-3 0 -2 -2
-2 1 -2 0
1 -2 -3 -3

-1 ¢ -1 1
2 =3 -3 -z

5 -2 -2 0

6 -2 0

7 -1
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-1 1
-3 -1
-z 0
0 0

-3 -2
-2 0
0 -1

-3 -2
2 0

-2 -z
-1 -1
0 1

-2 -1
1 0

5 -1

4

T Vv W Y .

0 0 -3
-1 -1 -2
-1 -3 -4
-1 -2 -3
-2 -1 1
-2 -3 =2
-z =3 -z
-1 3 -3
-1 -2 -3
-1 1 -2
-1 1 -1

0 -3 -4
-1 -2 -4
-1 -2 -2
-1 -3 -3

1 -2 -3

5 0 =2

4 -3
11

T G = o om ogd 0 B

—
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[0172] figeh " BRM: 5 3¢ " AR, A0S EE R A A% B B 2 i 3
{2 Bk 2 RRY R FIAE DM o RELOUME: BT 88 i 3 HE v B B Ay i 28 2 B e
B B AT EEE KT E - BEMEZ T 2 &M BE A —E > Al AL
B AR DU S RSP O] #E iR e sz L B 2 Re B A AH (DU » Bl fR 833
AL R L B 2 B E B DM R E - S P72 2 IR R % B
FIALH 2 RS EDR i B RV EE (L o EL3E W (1 7 51 DURE & e 51 4E (X
MEE s EL O] R PRI R T R 2 A 2 ERAB AR U 1T 0 5B 20 Ausubel F A,
Current Protocols in Molecular Biology, John Wiley and Sons,
Baltimore, MD(1999) 1 fi 7t ~ R AS A2 = « B fEM - (FHFHR S BUETIE
o HEGINATR o B {58 FAY R IE R 2R 2 — (B ER AR AR E
THR 28 2 BLAST « 55 » #HABLASTN ZBLASTP - LA T 7
RSB B EEG = BRI =Wk BubE=60 FIZE
=10 ; 5E[E=BLOSUM®6?2 ; #i#l=50{EF% ; 7348 }=,=HIGH SCORE ;
#l B = JE 7T 68 > GenBank+EMBL+DDBJ+PDB+GenBank CDS ## 3%
+SwissProtein+SPupdate+PIR - L2 = 5815 0] AN B R AV H T &
AL e

[0173]) flarh4s ERER PSR EEFFI 2 " EIEY , BEEfER
2% T EURY) , 2 HIEFYIBLZAS E R E R S T Y B R EE R
MEECEDR M -

(0174 Wi Fe 51 (F1 40 R BB Fe 71 B0 B 51D < B 2 — B e
LRI E SR E EAE E o A PR W (B P 91 2 B R U A B i (2 I R )
1B ] 4 Karlin &z Altschul, 1990, Proc Natl. Acad. Sci. U.S.A. 87:2264

2268 7 H B E o 40 4% Karlin [z Altschul, 1993, Proc. Natl. Acad. Sci.

% 53 HEWHRE)
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U.S.A. 90:5873 5877 H &Y - I 4 B A% 6F A Altschul % A, 1990, J.
Mol. Biol. 215:403 > NBLAST X XBLAST#2 = « BLAST #4182 0]
FIFINBLASTHZ H 2 A2 BENT » PIHE N2 E=100 » F&R=12 L)
G B SC ~ #Z% y F FURBV X B B2 751 - BLAST 2 1 B 8 2 o] 7|
FIXBLASTIZ X 2B HEIT » FIOHE N7 S0 FR=3 > HIHLEFEAN
MRt EEE T ERE AR Y o RS 2 L 2 bR DU R ER IR
HEY o o7 F| B 40Altschul % A, 1997, Nucleic Acids Res. 25:3389 3402F7
A # ZEL Z BLAST © B(# » "] {E F{PST BLASTHATT AR - hith{E
A& F 2 BV EGR AR ) - EFIFABLAST » #5 22l Z BLAST K PSI
Blastf2 (0¥ » T i1 f & BIAE 2 (B XBLAST &z NBLAST) 2 THR 2 81(2
RplmeRERME 2B REY R M E M F L NCBD -
ncbi.nlm.nih.gov) « FAFEFIEL R 2 B2 BARY 55— (E JE IR &1 2 01 &
Myers % Miller, 1988, CABIOS 4:11 17 7 @ &% - I EHE E 6 A
ALIGNF2 K (2.0fR)F > ZALIGNfE2 XA GCGFFIth B E4Ew g ~ — &
7 o &I ALIGNAE S EL i R BB P 10 - WIS FHPAMI 20/ SR T AL 3%
ZENLREET T 12 R ZE L &4 -

[0175]) Wi %1 .2 Ay — B0 1 43 B o] {E /e BN st i 22 i 1
MUT 0 R E SR R USRI SRR E o AEETE B oy bR -
G UCEC TR -

[0176] fl7=E " 4HATZ MR L (f5 60 2CfH (b 4 A« R BUEME - 4
R DhAe R/ 25 L AR B 1 8 - s flish B ACELRE AT Rl i & - 1k
BUBRE - REZ > BUWNTEZRNEEME - HE - BYREY 25
EMEER > AEHR R RERR - @SR B OB RE(ERR) B 5

5 54 HEETIEREIE)
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)T (B0 B it JTE ~ EEqfth )T F -~ MMAE &k MMAF) ~ & # &
(auromycins) -~ #H3E B £ (maytansinoids) - E i & Z (ricin) ~ Efi 5 £ A
78 ~ B % B 0T (combrestatin) ~ % ¥E fE & (duocarmycins) ~ (B R FH &
(dolastatins) ~ /N4[ & (doxorubicin) ~ 78 i 2 Z (daunorubicin) ~ 2 g
(taxols) ~ JIH#H (cisplatin) ~ cc1065 ~ JR{E 2 $E ~ 44224 & (mitomycin) -
K& )8 & (etoposide) ~ B & )HH (tenoposide) ~ & F Friw(vincristine) ~ £
FlWm(vinblastine) ~ Rk 7KAl1f# (colchicine) ~ XA RHE & M - [NHEH
% (actinomycin) - H¥EE Z (diphtheria toxin) ~ 4EEFE YN & &= (PE)A ~
PE40 ~ & +% & (abrin) ~ HHE FH FEAH# - 5 H F A (modeccin A
chain) - o- 77 ¥ & & (sarcin) -~ H 18 & (gelonin) ~ H % 77 ¥ &
(mitogellin) ~ {FIE %0 & £ (retstrictocin) ~ [} & (phenomycin) ~ {7 5 &
% (enomycin) ~ i Ji f5f 25 53 2K H (curicin) ~ EF 3 K (crotin) ~ FHME
(calicheamicin) ~ Bt E B {|I#] %] (Sapaonaria officinalis inhibitor) fz f# 57
B ERHMACEGER - LA EE R » sEmAc! ~ 190 - 1
Y®? - Re'®® ~ Re'®® ~ Sm'? -~ Bi*?E(Bi*" ~ P¥ R LuZ W MEFEIr £ @ &
FELa'"7 o HUES IR 0] BLAE 40 1 i S (L Rl HOS M P AT RS i EE S (L g 4E

Do
=

[0177) AUASCRTREER - flosE " AXE ) T BFEANE ) ARk
LLSHERT RS RAVA gt 2 & &0 T (P B sl VR E -

[0178] ffosE "(EAS ) B1 " &, W MR - ARER - £
FEFEHO T > (FRREEALBY > EAEBERBAFSYIBIOF - 58 - 5
o K REF)NKERABVIBIOERAE) - EREERAT > i
AR - HE—EE RS - (S A28 B AR BURE ZHALEY > Hl4

55 HEWHRE)
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N - FES—(EE R - (8 S 5 28 I Il B fiE < B B TR LB o
B AFH -

[0179] ' ##l(administer/administration) ; %$5 T §F 5 DL HAR D)
HOGAREFENRIINZYER X2 EZRANZEE > SBUREMRE - &
A~ BEIRIA ~ AL DA A 3R 2K e /B AS ST i 70 B b T Rty R E R A ] LA
VPRI Tk o

[0180]) WA ET{ER » fiusE " J&¥E (treat/treatment/treating) | 1%
fE Bl — B SRR A R BRI L I ~ B AR R/ B dS B
EHY (KBS - G A FE LU N TSV © S Ah BB R i tH B 2 — 2K
ZHEIE NS & RS ~ RAR R /BEE D > LB EFEE 2 E - BER
] R TR B BATWE - flosE TR ) BB EAMEERWE o ir5E

" B B (manage/managing/management) ; {%f5 {##8 B FAE G ZH FIE
A > ERSHEERE ISR -

[0181] ffisE " FAPS (prevent/preventing/prevention) ; (%75 [# (KR
5~ IR ~ I L BOM R EAR (B A2 E ) 38 5 (2 {8 38) < AT Re 4 -

[0182] flgsE " #EdE , B0 " FEAAE , FEACFRINEEBERE T EH
< RS ECA AR - HCE AR HL B T R 4H SR B AH SR A R AR & o BYRR R o AR
B EEGEARR) P BITHE ZEE ~ AR ARANE - TR
i ~ dHAEAZ AN - AR ECAIN E S 2 20~ HAth R A (L - R
CERDRREZ A ES BN EL ~ AG X REE M RERET - R

TREEE L < FREEIEERE - RE - BE - FEE - giimE - REE - BN
KR ~ b ~ B AR -
[0183] figst "4y, B0 " K&y, B A EENEHE 2 20% LA

% 56 HEWHRTE)
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15% AN ~ 10% AN ~ 9% AN ~ 8% LAIN ~ T% AN ~ 6% LAIN ~ 5% LA -
4% LN ~ 3% LN ~ 2% LAY ~ 1%L ECEE /N o

[0184]) FRIEETCSIMARERE » & RIAIA S K H 55 S & E
FETEA - BEEP R T —E(#) (a/an) ; K " (the) , BIEEEIPA -

[0185] KEHE  GEAAXFRME "®&E ) WmEHEHEE - IR
PRALAMEE T AR R /EC T EEAR R SHER ) R 55 AN
BTG - INERE > FEEACHANE "EA Ll 4R I
WEGIEE - R AL fesE e SHRK ) A SBANEDR E TS -

[0186] NASCHA{rzEu " AR/HB , 2 G FATERAMTEE " R/
B, BACEFEARB © ABB A (B8) 0 KB(E®) - [ - 40" A~ BR/
C y ZIEFERATER 2 MEE T R/ BACHBEL T ERS b S
A~BREC:A-BmC: AHC: AXB:B®KC: ARC: A%B:BRKC: A
(B3%) : B (E73®) : RC (H1H) -

[0187] flieE " E R GIEEI B MU EA SR B(Lay 7y
T AR ER L 2 B E (PINE TR 2 191PADI2E 1 E) 2 HEAL
BEFERA - EAARERBEENEQE - BUYGBREOEN —H
'O BIEYREYRER TR S EHRONP)GERE Z SIMEHE
1] o

[0188) A#HH > T191P4DI2EAE |, K&/ T 191P4D12{HRE H
B BEAXFRNESRCZEEQE (S RE) » DR EE A S
I TE S Ml R B R B EIRY 7 0E 0 R RS B B R R oy B/ A R R
AR A~ (REFEUVARE RS - BOYRERY - 84 K [E191P4D12
EHENHREZE AR EED ~ LRI191PADI2EFEBH BTS2
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FiEEEINEELN o IEEI91PADI2EHE S A 191P4DI12HHEI & H
- ARIHEHEE91P4DI12 - fiizE T 191PADI2MHEERE | iR
H4-5-6~7-8-9-10~11-12-13-~14-~15+-16+17 1819 -
20 ~ 21 ~ 22~ 23 ~ 24 ~ 25 (A IB25 (ABEELRE - R E /D30~ 35 - 40 -
4550~ 55606570 ~80~85~90 95100~ 105~ 110 ~ 115 ~
120 ~ 125 ~ 130 ~ 135 ~ 140 ~ 145 ~ 150 ~ 155 ~ 160 ~ 165 ~ 170 ~ 175 ~
180 ~ 185 ~ 190 ~ 195 ~ 200 ~ 225 ~ 250 ~ 275 ~ 300 ~ 325 ~ 330 ~ 335

339([E 2 BE 2l e B BE WY 22 Ik R R E191PAD12EE HE R -
2 EEREEZITE

[0189] AIREE(EMEGE & 191P4DI2 2 JLAG EEY&E &Y (ADC)IE
BESTEREEN 775 R F R EEE AL E (PIWHER+/HER2- 31 - K =[2
MEFLRE - JRBIERE2M: - PREZM: Kk HER2[2 14 (ER-/PR-/HER2-) ¥, %) ~ i
T (D10 AR Ao ~ FRME AR AT e ~ IR IR /)N 4 AE A 8 B R IR IR /] 40 e i
)~ BEEHE - KEREEEERE - T —EFHAF > ADCHREFEIES
;T (enfortumab vedotin)( X % % Hi 191P4D12-ADC - Ha22-
2(2,4)6.1vcMMAE + ASG-22CEE{AGS-22M6E) -

[0190] fE—MEREHKT » ASCGRE—TETHPIECER(EEE 2 FBERY /7
% HAaaHZEEERaENE L REYEEY)  HfhZnEEmsEss
Vel - EE T EHARKMTE MMABE) S &0 & 2
191PAD12 Z i Bl H LIRS &R B > HP il EiEEah RE

P EgE R - HAFESSEQ ID NO: 2291 fyRAy E g v & 2 4 /A

7E & (CDR) 2 fg A I P 7IHYCDR 5 R ik o] 8 & - HAfE & SEQ ID NO:
23 T RHYES i ] 8 & 2 CDR 2 i Bl P 51V CDR 5 HH FZ B EBH
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MR R NBR R ERRNT 2822 (HR+/HER2-) 7L -
[0191]) AfE—sERefed - AR —FETHE P EOa B (E R 2 B ERY T
% HegnZ A NE LREYEay)  HhZiRsEyEdEa
VHREsE R ZHE L B HEREMTE MMAE)YE oG & £
191PAD12 2 fiifg S EMRGE = h B HPFZiiE A RS ahH &E
P EEAEE > HEFEESEQ ID NO: 229 HrRHy E# i 2 & 2 5 {1
TEEE(CDR) Z g BB Fr5HYCDR © K¢ al & & - HAafEE2SEQ ID NO:
23 AT RHY ES T 2 1 2 CDR Z g B- B2 P /HYCDR . HH P (E#e B A
ER[ZME: ~ PREZM: R HER2[Z 4 (ER-/PR-/HER2-) L} -
[0192] AfE5s—Refed » ASCIRRME—FETHEP ECa B (ERR 2 B ERY T
% HegnZ A NE LREYEay)  HhZiRsEyEdEa
VHREsE R ZHE L B HEREMTE MMAE)YE oG & £
191PAD12 2 fiifg S EMRGE = h B HPFZiiE A RS ahH &E
P EEAEE > HEFEESEQ ID NO: 229 HrRHy E# i 2 & 2 5 {1
TEEE(CDR) Z g BB Fr5HYCDR © K¢ al & & - HAafEE2SEQ ID NO:
23 AT RHY ES T 2 1 2 CDR Z g B- B2 P /HYCDR . HH P (E#e B A
fi AR I /Nl A A (NSCLC) -
[0193]) {5 —Reted » ASCIRME—FETH P ECa B E R 2 B ERY T
7% HEaRZERREAFTUNE ZNBEYGE Y > HTZiiREYES
VHREsE R ZHE L B HEREMTE MMAE)YE oG & £
191PAD12 2 fiifg S EMRGE = h B HPFZiiE A RS ahH &E
P EEAEE > HEFEESEQ ID NO: 229 HrRHy E# i 2 & 2 5 {1
TEEE(CDR) Z g BB Fr5HYCDR © K¢ al & & - HAafEE2SEQ ID NO:
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23 AT RHY ES T 2 1 2 CDR Z g B- B2 P /HYCDR . HH P (E#e B A
FEEAANSCLC -
[0194] AfE—sERefed - ASCIRME—FETHE P ECa B (E RS 2 B ERY T
% HegnZ A NE LREYEay)  HhZiRsEyEdEa
VHREsE R ZHE L B HEREMTE MMAE)YE oG & £
191PAD12 2 fiifg S EMRGE = h B HPFZiiE A RS ahH &E
P EEAEE > HEFEESEQ ID NO: 229 HrRHy E# i 2 & 2 5 {1
TEEE(CDR) Z g BB Fr5HYCDR © K¢ al & & - HAafEE2SEQ ID NO:
23 AT RHY ES T 2 1 2 CDR Z g B- B2 P /HYCDR . HH P (E#e B A
&3 T RO B R A 1 BE SRR
[0195) AfeRseReted - ASCIRRM —FETH P e B (E R 2 B ERY T
7% HEaRZERREAFTUNE ZNBEYGE Y > HTZiiREYES
VHREsE R ZHE L B HEREMTE MMAE)YE oG & £
191PAD12 2 fiifg S EMRGE = h B HPFZiiE A RS ahH &E
P EEAEE > HEFEESEQ ID NO: 229 HrRHy E# i 2 & 2 5 {1
TEEE(CDR) Z g BB Fr5HYCDR © K¢ al & & - HAafEE2SEQ ID NO:
23 AT RHY ES T 2 1 2 CDR Z g B- B2 P /HYCDR . HH P (E#e B A
B BCRENRE
[0196) fEAXFIfRMBEZAMA S EATHERS L EATEE
([001891 £ [001951F%) 1 ATt it 2 Jy ik o =\ {5 2 05 B i 10 7 = 3 T8
Ty BRUG R B WY BRI A5 A S HAE BB 28R oy K E B oy o 28 B
st > ARG R 28 H BN B R GYHIUN LT R4 0 R E
BUER 7y o > TR ERDEERE ~ BERE  EF L AZGE R K/ELL
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B G E I 5 7R AR R VIR RC Y A0 A S HAE SR 280 77 Kt
B EIE o BB BIER I - A SRR Bt 2 AR B BREE IR A] Ry AT A 2 AR
VIRRECY) > BIANSE 280 73 K & B AL 73 o B A K 28 Bl s BH 2 AR VI AR se Py

B - ANIE > AAVE LIRS R B - A SCRTR it 2 A E R ESCRT
SR B~ EIEE ~ G AV ROa B EREIFTA FEA
KE&HE -

[0197]) fEFEFHEIF » ASCATIRA 2 A MG R [ERE 2 FL
o E—EEHAIF - ABGHREZRBEGERANBAERZLERRATFZE202
PE(HR+/HER2-) 3L & » AL — S FHi I - % AL R E 2 8 (ER) [F
e 1802 <2 88 (PR [S1: ~ RHER2[2 M - fE—SE i fI+ - &% L% HER
514 ~ PREG M R HER2[2ME « £ — S Fha it » % L& HERG M K HER2
et - AE—SLFhE M - % I B PRIG M R HER2 (2 M o £F — 255 it {91
& FLE o BREGIWZHR+/HER2-FLEE - ZERIGME - PRIG 4 X HER2[Z
MEFLFE ~ ZER[GME RHER2[2MEF B - iZ PREGM: RHER2[2 M HL 5 - (R&&
SHEREE -~ A2 EAH 45 22 R AR 2 sl Y - fE— S E i fl 4 - 4HE%E2 - 4
M EAH B2 R WS MR G RBEEEE R 2 S/ R EER Y
(American Society of Clinical Oncology/College of American
Pathologists » ASCO/CAP)fEEFAIl » A fat 7o ffr < AHEET -

[0198) fE—ELEiEH+ » ZBREZEGERANFEELERRF2
#5 2[2 14 (HR+/HER2-) 3| & 4 J5 &1 M I SR’ 1 AL - AE — S E e o) -
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[0230] fE—SFHEHI+ - fREYSESYLLEMER TR

L - (LU-D), (I)

SCH B EEEE Pl C EUAEI &Y o Hep

LGB st - BT E3. 1800 FATIR (2 51 191P4DI1 2471 AR B K
mR&EaRE > A

(LU-D) {45 v B IT-BEW e i 7y » H e

LU-fpE#F58T - B

Dix$t ¥ B 4R A 40 4 R A i s a2 8 8ot B

pf&l 220 7 Bl -

[0231] FE—SLFHEHIF - pfE1£10 - 1529~ 128~ 1£7 ~ 156 -
125~ 154~ 1583~ SO E27HEIN « L —LFEmPIF > pfE2210 - 2%
O~2%8 287256255 254223 ZHEN - £ HAME I
o pfBEYL o AL HAEHE G F - plH&I2 o LHAME G - p(5B&I3 « 1E
HAE BT - plh&y4 - FEEMEFGIT - pfR&yS - £HMEEHF > p
%46 - ILHMEFGIF - pHLT - EHMETEH F > pp&8 - L EHME
FEGIH o plR&Y9 - AEHANE AT - pfh&I10

[0232] fE—SFHEHI+ - fBREYSESMLLEMER TR

L - (A--W,-Y,-D), (1)

SH B EEEE Pl C HEUAEI &Y o Hep

LGRS T » B LA T3 180 o7 R ATIR M 2 51 191P4DI1 24 AR 2 K
mR&EaRE A

5 74 HEETIEREIE)
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-Aa-Wo- Y- FE BB IT(LU) » H e

-A-RIE R F BT

af%08k1 >

% -W- SBT3t B Bt EL R BE T

WIRTEOZ 1 2% 8 N 2 B8

-Y-1% B A R T BT

yf&0 ~ 1242

D% ¢t ¥ B R 40 B A 4R & R IS AR S & 2 BEY BT - B
pf&l 220 7 Bl -

[0233] fE—SFEEIF > afh0E1 - wik0E(1 - Hyf®0 ~ 152 -
FE— S E i fF - afk0E1 » wikO0E(1 » Hy R0 1 - fE—LLEFHH F > p
FEIZE10- 189 188187156~ 15851584 1E3 - K1E27
BN - fE—SEHHH » pfE228 ~ 287 ~ 256~ 2552584~ 52832
# BN o AEHMERE T > pfsl ~ 2345806 - fE—SLFHEHIF o p
%2804 - AL —ELFHGIF > EwARBEE - yHI1E2 o {E—EFHEpF -
WIRTEI20F » y(RI1E2 o fE—EFHHEHF > wik2 £ 12 HyHR1E2 « f£—
LEEHEAH > afl Hwy(%0 -

[0234] HNEEEBERBNEREEG R EZHEEY - YL
8 Hihp > MEFERBET L THEY D FRESRR - BYEEHE (L
SE TR 1 220{HZEY) (D) 2 BB - &&IERH T BE TR 2 T HEEY)
WEMMEA )L - SEWEREE - ELISAS# RHPLCH R AL © JRAT{R
Bl ENiREYE S EED M - IE—LFHG - GREAFHMMEYE
HECHREYEESY T SLREFEpGE—ENENREYSES

Hﬂﬂi

55 75 HEETIEREIE)
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Yyo] & R sE W S AHHPLCE R K Z A AR » AEBIRIEE R F - pf&2
£8 o
3.1 Ji191PAD 12K R E &R &

[0235) fE—(EEHAIT > &SG5£ 191PADI2HEE B E ZHifE K
HpiR&Eeh BERFEMEES & 282 SEQ ID NO2 2 & B 5 2
191PAD12EEHEM iR EEE TR ER(ZAE1A) - fRE191P4DI2EH
B ZHHEcDNABRASEQ ID NO: 1 ZFF5[(2AE1A) -

[0236] Fr 2 M&E G £ 82 SEQ ID NO: 27 g & % 7 ¥ 2
191PAD1I2EHENMBEE TGS EHM191PADI2HERAEBSE ZHiiE -
BHME - &GE B ESEQ ID NO: 27 R P52 191PAD12EHEH T
Ae A4 = 191PADI2MHEAE B'E - s W191PADI12B REG - LI HFERYIE
ML -

[0237) fE—SEFHEHIT - ASCHTRM ZPT191PADI12 i f5 (h Bk
AN

[0238] fE—&HHAIT - fAEEIEESEQ ID NO:4 iz & #Fr5
(SEQ ID NO:3 2 cDNAFF)HYE ## K /2= SEQ 1D NO: 6.2 iz A EE 7 51|
(SEQ ID NO:5.ZcDNAFFFI)AYEL# - N[E 1B K ICHHTR -

[0239) fE—SEFEHEHIT > H191PADI2H IR ETIRG &R/ R E
= EEIEE - HBEEESEQ ID NO: 229 fyriy Bl a2 & 2 5§ /A
& (CDR).Z fg 2 BE P 71 (KL% #1 B H SEQ ID NO: 7.2 55201 i Bl (B
V2B 136 Bg AL BE (Sl B2 ) HY B 2 BL P F1DAYCDR © R il ] S (& > K
fE 2 SEQ ID NO: 2301 B R HY #E§# n] 52 & 2 CDR 2 i Bl B 71] (L (% &
E HSEQ ID NO: 8.2 5523 i fg 2 Bk (R X B ) %2 5 1 301 i B B (5 e &

E@%‘%“F{}

N’

5 76 HEEHIEREIE)
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Wz E L R 5 DHEYCDR - SEQ ID NO: 22 ~ SEQ ID NO: 23 ~ SEQ ID NO:
7% SEQ ID NO: 8401[H 1D | B ff 5% LS T -

SEQ ID NO:22
EVQLVESGGGLVQPGGSLRLSCAASGFTFSSYNMNWVRQAPGKGLEWVSYISSSSSTIY

YADSVKGRFTISRDNAKNSLSLOMNSLRDEDTAVYYCARAYYYGMDVWGQGTTVTVS
S

SEQ ID NO:23

DIOMTQSPSSVSASVGDRVTITCRASQGISGWLAWY QQKPGKAPKFLIYAASTLQSGVPS
RFSGSGSGTDFTLTISSLQPEDFATYYCQQANSFPPTFGGGTKVEIKR

SEQ ID NO:7
MELGLCWVFLVAILEGVQCEVQLVESGGGLVQPGGSLRLSCAASGFTFSSYNMNWVRQ

APGKGLEWVSYISSSSSTIYYADSVKGRFTISRDNAKNSLSLOMNSLRDEDTAVYYCAR
AYYYGMDVWGOGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTV
SWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRY
EPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFN
WYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIE
KTISKAKGQPREPOQVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSKLTVDKSRWQOQGNVFSCSVMHEALHNHYTQKSLSLSPGK
SEQ ID NO:8
MDMRVPAQLLGLLLLWFPGSRCDIQMTOQSPSSVSASVGDRVTITCRASQGISGWLAWY
QOKPGKAPKFLIYAASTLQSGVPSRFSGSGSGTDFTLTISSLOQPEDFATY YCQQANSFPPT
FGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQS
GNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSENRGEC

[0240] CDRFHIVIRIBE ARG A SMEE - 20 B ATt - CDR
EHEAEEERMTEANHCERAAGRR RGEE - BHNS
Kabat & i 1 E & (CDR) A E A FP 71T 14 H By B F 89 (2 Rl 40 Kabat
F N, HIAL) - ifi Chothia 2 K 4518 38 2 fir B (£ AL 20 Chothia & Lesk,
1987, J. Mol. Biol. 196:901-17) - {£{F FKabat4g 57 &4 F7HF - Chothia
CDR-HI13E 2 K- H32 BAH34 2 & (L » BEHEULNIR 2 &E (HEHRE E
Kabat 4 5% )7 ZZ 4 AP FIE N H35A K H35BER © HB AN FMA35A > IR

5 77 HEETIEREE)
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FAE35B » RIERKUGAE320E » HEFAL35A » AIERRIGAE330R ¢ & 35AH
35BIGTFELM » RIEBRNG(E34) - ADME & % Kabat CDREAChothia4s
eI > BS99 > H i Oxford Molecular” AbM¥ BE 16 #F B [ FH (& R
{5 41 Antibody Engineering %52 % (Kontermann  Diibel 45 &8, 252 %,
2010)) " contact ; HBEAENTHERSBERE W - CHEEE
ST 25— 8 Fl 45 98 % % {4 ImMunoGeneTics (IMGT) Information
System® (Lafranc % A, 2003, Dev. Comp. Immunol. 27(1):55-77) o
IMGT{4HE AN A R HM B Y 2 REIREHJIG) ~ THAEZEE(TCR)
REBUHBHASESBMHON —EBAEMN AL - A+ - CDRGHKE
R AR R EEAN U BRE - AR REREO TEEEEN
CDR> "fr'E | (£ & YHE 2 MR RSFOY B R38R 2 S E A > SUERAR
P4 R L B T B 7 B4R 5% S 40 5 7088 1 L CDR R 2R 7 A - ot
EH AN RE —(AYiE 2 R E O AYCDREAM G K B ik 218 F K
A AR 2 BE 2L R b - Honegger % Pliickthun, 2001, J. Mol. Biol.
309: 657-70 B8 88 i 55 — T8 4 5% % 9t (AHon) - L HE ] 40 Kabat 45 5% &
IMG TP 5 4R 5% RS0 N 2 4R 5% 2400 2 B0 3 B ME (5 2 BE T 2 g & 2Rl
0y (2 B 40 Kabat, gmij#t ; Chothia fz Lesk, Fij#lt ; Martin, Fij#it ; Lefranc
A, Al - KB HEEBESNCDRF 2 G— 2 WAL FRIFHL -
[0241] FE—SF I+ - HL191P4DI2F A HILFeE & R B A
PEMEEE - HEREESREKabatdE5AYSEQ ID NO: 224 iR E ##
HBE Y H R EE (CDR) 2 AR FP7IIHYCDR 5 i o] # & - HEHE
2 IR B KabatF57HYSEQ ID NO:23 1 f R EC i 1] 8 [& 2 CDR 2 i AL 8
HHYCDR -
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[0242] HE—ELEHEFIT > FLI9IPADI2HIR R RE &R B
& B EE > HEESREADMEEIIAYSEQ ID NO:22 5 F x5 ## 1]
Bl 2 b R ERE(CDR) 2 AR FYIHYCDR - R EH#E S > HAEfFEE
RIEADMERITHYSEQ ID NO:23 b B /R ## a] 52 & 2 CDR 2 g AL B& P F1HY
CDR -
[0243] FAHAMEHEIF - FL191PADI2H IR R RE & R B
PEEIEE > HEFEEREChothiadmsiRYSEQ ID NO:22H1 Fy /R B i
I 2 G A EE (CDR) Z B FPFRYCDR & R g a] s i - HAaLfE
2 R#E ChothiadgFtHYSEQ ID NO:23 1 R iE i o] & 2 CDR Z i B %
%51HJCDR -
[0244] FAEHAMEHEIT - FL191PADI2HIR R RE & R B
PEEIEE > HEMEEREContactdgIEHISEQ ID NO: 2291 Fy /R B i
I 2 G A EE (CDR) Z B FPFRYCDR & R g a] s i - HAaLfE
EMR1E Contact§gFTHYSEQ ID NO: 23t AR i o] & [~ CDR > FE EL % e

F|#JCDR o
[0245]) AEN HEMERKHI+ > H191PADI2FH BBk HinR4E & A
e HEEE  HEESREBIMGTSHITHISEQ ID NO22HA/RE

HE OB 2 B /R E & (CDR) 2 B BL i FP 5IHYCDR ;R g mT 8 (& - HoA
e RIBIMGT 4R 5THYSEQ ID NO:23 f R i€ i n] 8 (& ~ CDR Z fg £ Bz
FE5#JCDR -

[0246] 40 ESCATHEIL - fRIBF [F14R 9% %45 < CDR 3 0] & 5 ith 1
E o PlmE RS ETE - BRI 2 88 4R 9k K 288 70 3 (Antigen

receptor Numbering And Receptor Classificatlon ; ANARCDHEfit > T H

5 79 HEEHIEREIE)
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iEE - BB S - W HEANARCIFATiE E - R 5 Kabat §F 52 HY SEQ ID
NO:22 N Z Ef#CDRF | K. SEQ ID NO:23 N ZEEGECDRFFFIFI [ T 74

o
=4
SEQ ID NO:222> VH SEQ ID NO:232> VL
CDR1 | SYNMN (SEQ ID NO:9) RASQGISGWLA (SEQ ID NO:12)
CDR2 | YISSSSSTIYYADSVKG (SEQ ID NO:10) | AASTLQS (SEQ ID NO:13)
CDR3 | AYYYGMDV (SEQ ID NO:11) QQANSFPPT (SEQ ID NO:14)

[0247] 2P E > W EANARCIATHEE » RIZIMGTERFTHY
SEQ ID NO:22 2 E#CDR/F4I K SEQ ID NO:23A .~ & $#CDRFF 5]

R FRSH o
x5
SEQ ID NO:222> VH SEQ ID NO:232> VL
CDR1 | GFTESSYN (SEQ ID NO:16) QGISGW (SEQ ID NO:19)
CDR2 | ISSSSSTI (SEQ ID NO:17) AAS (SEQ ID NO:20)
CDR3 | ARAYYYGMDV (SEQ ID NO:18) QQANSFPPT (SEQ ID NO:21)

[0248] fE—sFHpIF - MRS EMFESE SR EEESSEQ ID
NO:9 ~ g B Wz 7 7|HYCDR HI1 ~ & SEQ ID NO:10 . fi# £ f% ¢ 71|y CDR
H2 + £SEQ ID NO: 11 B % fJCDR H3 ~ 4 SEQ ID NO: 12 i £
Bz Fe5IFJCDR L1 ~ &SEQ ID NO:13 2 B E# FYIMJCDR L2 ~ K &SEQ
ID NO:14 2 f F B Fp 71| CDR L3 -

[0249] fE—sFHIF - MRS EMFESE SR EAESSEQ ID
NO: 16 2 A B FF5IHYCDR HI1 ~ &SEQ ID NO:17 2 g &M Fr 5 #JCDR
H2 - & SEQ ID NO:18. &8 F4fJCDR H3 ~ & SEQ ID NO:19.” ikt
Bz Fe5IHJCDR L1 ~ &SEQ ID NO:20 2 B #. FHIMJCDR L2 ~ K &SEQ
ID NO:21 2 f B Fp 51[H#JCDR L3 -

[0250) fE—SEFHHF > &t ARG s/ REEESEQ ID

% 80 HEWHRIIE)
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NO: 22 7 Jig F B% 5l R S 9 0] 52 18 K 2 SEQ 1D NO: 23 7 i Bl 7 H1HY 88

[0251) fE—SEEHEHF > ZiilEEfEE#EHSEQ ID NO: 7255
20z Bz F: B (BA I BR) 22 SR 406 (i i B BR (B BR) < B EBR P S RV B K &
#i[E 5 SEQ ID NO: 8.7 F23{ir i BB (R & B B 22 55236 {17 fiar B B% (- Bt i
B%) < B BB P 5 B S g o

[0252) fE—SEEHEMI T » b E A SCAT A2 SiAs HIRE BB Fr 51
Bfi o RO S > TR T EEBALIUR Z & SR ) /B At A4 P 5 M
AR EME - SR EN - REE ~ SUEDIAE - BEA(L - FEEZE
TRV BOERENE - (NIE > BrASCRTIE A 2 SLRS DASL » &8558 > IR a] Bl HT
RRERE - BONE > NREERITEMARESEDNAT S AEEZH K
SAL R/ EGEM S AT R AR B IR B - FE PEIH I lo & e B A% - B

ER S LB PR B ERIEE - SEN SR A IR LB U E
S 5 5 XE (=L -

[0253) fE—SEHEMIF > ARt ZHiRe & LB - B
AURHE AR 2 oy EE R 2R E T B - SURITEY T EEE(LE
fEefiZfife - Bl mREL - JBR(k - mL 2R - sk - BRRa (b
e R E/ H BT A - EEHKEEREE - H 2 RS L
HAtEQ'EFET L2 B b - (L2 EHT 2T #EmEA
RAMTELT > BIE{EARD)RRIE SRR - b - Bt - REERZ
R TFE - B iR &H — NS (AR g B L -

[0254] & Eu] BB OHATRRZIK - 5ER BB P 512 (LHY
S B BRI PUAG BN IR 2 — BN (A 8 T Z U ~ ®ASR B A » B ERBE LA

W}

% 81 HEEHIEREIE)
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A By — {8 e B B B S A DL GG 18 R /BB B i M 2 5 — B B B B 1R Y &5
R B H GG ER > PIORTIERERER - 2VE ILERTE
ELRZ BRIl o] F R i 28 B 5 | ARl A SR it 2 o0 TRV BB 5
LR G40 [RE e B B HUfCHY EBE 28 B 55 3% e PCRYME 2 ZEB 3R 3% - 18 A B
O AT AR AR &Y 1 B S5 g 2B s B N - e F R AT - HE R 46
o3 B > s SR B A BLFE /D B 25 {18 i B B B ~ DB 2048 B 2 B FY
O DR US(E B BB BUAC ~ /DB 108 e BR B ERAC ~ /D% S {18 Pl B e FRAC
DI A g B B A~ 2D 3 (8 e s 1 FR A B/ 2 40 e B I LA A2 — {1
RrEEHOIT > AU RAE — 202 (1 TR & TR 00 75 i 2 B R Rk o HEE 1T HY PR 5F
R BLBRELA o URTRYSE R AR ML FP P T ARG (TR B B fl A ~ RS2
LA G P e B R SRV A DU AT 3R 2B M 2K TE -
[0255] BB MFPPlEABEREALA-(FREEZESAZEEE LS
IR S0 [ PN ) e R /BN A R i il > DR BRI B0 25 (I P B B R A 2 P A1
At A o AR A < B B A5 B N Ui BB e e AL R 2 A
[0256] FEmfR~rUERRERNAEEZREEAEAZEHS - £k
SRR AR AU - B B A E S I E R 2 [ 2 IR R AE

o W0 ESCATRE A - B T AL S T (R T B TR AR SR E AR PR TE
flirtP EFE - MF 5 Eh B A e M A (P a0 Bk e B - FEH e - dHRIRER)

Be ML AU (BN R 2 RE e ~ BERE ) ~ A B MR (D0 H Rl - RE
Male - BREREE: - RlEIL - BRIEEE - BRAEEE - -FRERCER) - FEASRME (U ({1
MW RERE ~ GfEB: - BRERE - RA R - FiEEE - SRR - WL
EREEL) ~ B- oy SIS (B &r B B2 ~ SRRE G ~ 22 5 B BR) e o5 I (I3 (494
Mg B ~ AN RCEE - CRElE - HIEBR) R A BE - B0 > RE A nRmEF

5 82 H(EHIEREIE)
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5l 2 e — oy IS | A > sEFE AR EE A5 A » AiRE4L
YVIE R TS R B R DA AR R R R B - EREFE R V1% R
BRI ECE > AEEQE 25N » BT RSFEWInE B AE
(VR M R /BRI g B BB B R 4H D B » DAGH 4 75 201 B3 S D B s 1

[0257] M B Bf =7 AR 4% H () 88 5 M 2 M B o3 4H (2 &6
Lehninger, Biochemistry 73-75 (Z24%, 1975)) : ()IEMELE  Ala (A)
Val (V) ~ Leu (L) ~ Ile (I) ~ Pro (P) ~ Phe (F) ~ Trp (W) ~ Met (M) ; (2)°F
BV ¢ Gly (G) ~ Ser (S) » Thr (T) ~ Cys (C) ~ Tyr (Y) ~ Asn (N) -
Gln (Q) 5 (3)E&ME * Asp (D) ~ Glu (E) 5 k(dHmgtt * Lys (K) ~ Arg (R) »
His (H) » 2% » RAGFEMLZBAETEN LERISERER T4 - (DHRK
M 1 IFE RS ~ Met ~ Ala ~ Val ~ Leu ~ Ile 5 (2)F 87K © Cys ~ Ser
Thr ~ Asn ~ Gln ; (3)f&M: © Asp ~ Glu : (@&t : His ~ Lys ~ Arg : (5)&
BESHTY (5 BY5EEL © Gly ~ Pro ; F(6)F5HE : Trp ~ Tyr ~ Phe o

[0258]) ZBHIME @ S PLEFHLRE 2 E BT A 1 b R e 73
BN u] BOn5S— R Al - sE AN B BCsA BRI - IS R Iy T2 &
e E MG 1L R A

[0259] #REuI{EALEN PO HEESE  HONERHERN
HER)ZEEEY - W RPCREZFEE - [ HTEAADNAKT
EBEZE IR & (5 R4 Carter, 1986, Biochem J. 237:1-7 ; FZoller¥ A,

0

1982, Nucl. Acids Res. 10:6487-500) ~ £ [H 22855 25 (£ HL 40 Wells =

A 1985, Gene 34:315-23)BELM B A1 » LAFE 4 Hi-HIMSLNF # 52
FDNA o

[0260] Pufe 2 HEREEEAANZEH Zw@EAN - LEBSHHEEME

% 83 HEWHRIE)
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HiRg 2 B iRk A R B A RO A (LB R E - ZA T AL a8 4 B
HUAS 2 FiT 75 {1 2 BGINOR by B0 C iy 58 Bk S = HL At (12 6 0L 955 6k s e i 2
A i e T R T 5 T O I P o M B 2k B T R e R A M B BRI A MR e B e
e B <~ FRERE SRR R R B B A T L < SRR BRI AL BERAEE - KB
Wi B Ko 4H B % R 8 > o- B AR 2 B ER{E (2 5L 9 W0 Creighton, Proteins:
Structure and Molecular Properties 79-86 (1983)) ; NK gk~ ZFEAE ;
KRR CoAR i # B B AL -

[0261] A% 0H# BN BT EIERY LS < HAth B AL 1L (F (2 6 f & o
TR I 2 R A A EE (2 Al Beck S A, 2008, Curr. Pharm.
Biotechnol. 9:482-501 ; Kk Walsh, 2010, Drug Discov. Today 15:773-
80) » DA PAGIALA T SRR F Al 2 Gl E R 2 2 EIFE O B
avz— > Pl L _FE(PEG) ~ BN B ESRE - ZEEHEF]E
4,640,835 5% ~ 25 4,496,689 5% ~ 25 4,301,144 5% ~ 5 4,670,417 5% -~ =

A

)

4,791,192578(54,179,3375% -

[0262] fE—ELEHEHF > ACHRRE ZIAREPIRGShH BREE
FAQISEQ ID NO: TH R Z EHi B HET70%[E M — 2Ry S -
SR T > ARt 2 PR P RGE & R B & 4SEQ ID
NO: 7THAR ZEHFEEFEBETS %[EFE M2 — 2 MY i o A —EEE
o ASCRTiR Mt Z R EITRG & R BRE S MSEQ ID NO: 7THA/RZ
HEBHBEAES0PER N — BV EHE - £ —EEHEH T - A ARt
ZPBEEIIRGEE R REEHEWSEQ ID NO: THAT/R 2 HiE B HEHE
85% [FIRMEB—BUMERY B o AL —SFHEBIT - ASCATIR I Z HUas B R
ok BREEHMSEQ ID NO: 7R 2 B # B #i8 90 % [FR 12—

5 84 HEEHIEREIE)
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PMEEHE - A —EEHEM T > ARt 2R ERG o R RS 8
Z0SEQ ID NO: 7R Z E# BT #EH 95 %[ M B — B Ry S -

[0263] fE—SELEHEMIF > AXFREE ZIRBENIREGER RS
Z1SEQ ID NO: 8 AR Z & # B #3870 % [ER M B — B MRy e g - A
—SE AT - AR R EIIRGS &R REEASEQ ID NO: 8
TR Z B BT TS P[RR VB — BV RS - AL —EFEHfI > A
YRR Z R RGE & R ERE 2 WSEQ ID NO: 8 R Z ¥ B
B8O % [F B — B MRV S o AE— WS - ASCATIR L Z HiAS B
MRS SR BRESWSEQ ID NO: 81 /R L #E 3 B 47 #8 18 85 % [ Ji P 24
—HERVES S o L —EE AT - AT REZREPIRSEREES
Z1SEQ ID NO: 87 FyR Z € # B #3890 % [E R 1 B — B ME Y e 8 - Ax
—SE AT - AR R EIIRGS &R REEASEQ ID NO: 8
R 2 B B FE IR 95 % [E 5 M B — B AU S o

[0264] fE—SEFHEHIT > AR ZPT191PADI2 G &5 3
FE DA S5 B i AU B e P PR el P L (ATCO) HF 7 4R 9T © PTA-11267 {Rjek 2 Bif =
iAWYy fyHa22-2(2,4)6.1 Z HiAe HY EH i K i¢ 3 CDRE > BlE & H
Ha22-2(2,4)6.1 2 S 3 ;2 ¥ CDR & & i B e 1 [BR BY e ZA B Fe 7l 2 B
o WS CDRIE - H o732 F PG R 7 48 i DL S< B S B B B ) i o
(ATCO)EFF 4w - PTA-11267 (R 2 & 95 & A Y a5 44 s Ha22-2(2,4)6.1
Z1191P4D 1 247 A BV FT 7 DU e 7 14

[0265) fE—SEHElIF » ASCATRME 2R HRE SR RE
e NBEEE R R AR bR a2 - H

(a) B4 W] 528 (& B0 15 & 88 rh DAL= B S BB | ) Ol 1L (AT CO) F 7 4R

% 85 HEWHRTE)
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9t © PTA-11267 (rig 2 @l & 8 & A2 2 DiAs o A e 10 HY B2 8 1] 52 8 CDR 2 %
B Fr5IHYCDR

(b )deg g8 A 528 (& A 7 2 48 T DA SR B S AU B | ) Ol 10 (AT CO) F F 4
5t 1 PTA-11267 frig 2 @l & 8 2 A2 2 JiAs o AT e 20 Y K8 8 1] 52 (5 CDR 2 %
B Fr5#YCDR -

[0266] fE—SEEHEHIT > AR ZPT191PADI2 G &5 48
FE DA S5 B i AU B e P PR el P L (ATCO) HF 7 4R 9T © PTA-11267 {Rjek 2 Bif =
TR A YA 44 Ry Ha22-2(2,4)6.1 2 47 fe HY S o K i g n] S22 [ (2 FLIEI3) > =X
B & FiHa22-2(2,4)6.1 2 B K WS 0] S8 (& 2 M A i e B (5] U0 Y e 2L 1
Pl 2 B g a2 & - HH T2 F R IR s A SCATIR (] Z51191P4D12
TASHYPT R IRE Rt - WEEEE & [ FEE R/ AEHIRE 2R E
& - fE—(EEHE AT - oA AN EIgG U E & (F A E 8 E & B A A
Mgkl & (F REE I EE -

[0267) fE—SEFHEHIT > AL ZHT191PADI2 5T AG &
FE DA S5 B i AU B e P PR el P L (ATCO) HF 7 4R 9T © PTA-11267 {Rjek 2 Bif =
FEE AT R Ha22-2(2,4)6. 1 Z iRVl S (2 ALE3) > B & H
Ha22-2(2,4)6.1 2 S o f WE o 7 fir B P 5 (5100 B e B 8 P %71) 2 B e g
i HHEPZFPRE R A TR M Z 5T 191PAD 12 H1 88 B BT 78 L RE 5
ME -

UJFFT

[0268]) fE—sEHEfI » ASCATRRME R HRE SR RE
o B ] & R g ] S o H

(a) 2278 A 52 (8 0 & SRS i DA 5% B 8 A B B ) f el o 00 (AT CC) 3 17 4
5t © PTA-11267 friek < R S8 £ 2 DiAGHY B o o] B & fr A 7 51 2 /D

% 86 HEWHRIIE)

C231640PA docx

109127017 FH YR A0202 1103036512-0
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80% [Fl B — B HY B A BR P51+ H.

(b g w528 [ B 5 B RS 1 DASS B L R B 2 ) P ik o 0 (AT CC) 3 17 4
5t © PTA-11267 friek < Bl &8 A 2 DUAG HY RS o o] 2 &l e P 71 2 /D
80 %[5 2 — EHY B AL B P 1

[0269] fE—SEHEdI S - Eafn] B& & mEh =R
PP T L (ATCO) T RS - PTA-11267 (R L Rl & & £ L TIRRRVE
s T 52 I e B R P H1 22 /0 85 % [A) TR B — B HY R AR R P 1) o A1 LA B e 31
g B U] 2 (& R S BERE DA SR B A B R ) OR e T L (AT CO) B 17 4R
5t © PTA-11267 friek < R S8 £ 2 DiAGHY B o o] B & fr A 7 51 2 /D
90 % [Fl R B — B ARG B B P 1) - A SO E RE B - BB B & B S PR
FE DA% B i R B e P DR el P L (ATCO) HF 7 4R 9T © PTA-11267 {Rjeh 2 B =
R DR HY B ] B B B e e P 22 /D95 % [B] R B — BT i B R
Bl o AL H A E HE G o > B n] S W] B RE i DL S5 B 8 R B R ) e 0
(ATCC)F Fém 5t © PTA-11267 frie < Bl & /8 2 42 Z PACHY B o 1] B & i
HEMERF5185% ~ 86% ~ 87% ~ 88% ~ 89% ~ 90% ~ 91% ~ 92% -~ 93% -
94% ~ 95% ~ 96% ~ 97% ~ 98%599%[E]JHEk—EFL -

[0270) fE—SEEHEfI o > ST 2 S B rh DASS B B AV B
PV TRgE T L (ATCO) T R - PTA-11267 (Rje < B & & 4 2 DAG HYEE
s T 52 I e B R P H1 22 /0 85 % [A) TR B — B HY R AR R P 1) o A1 LA B e 31
o RS ] 2 (& B S BERE DA SR B A B R ) OR e T L (AT CO) B 17 4R
5t © PTA-11267 friek < Bl &8 A 2 DUAG HY RS o o] 2 &l e P 71 2 /D
90 % [F] R B — B HIRE B L P 71 o AL SO B RE B o - S ) S 1 B S R
FE DA% B i R B e P DR el P L (ATCO) HF 7 4R 9T © PTA-11267 {Rjeh 2 B =

5 87 HEEHIEREIE)

C231640PA docx
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1873167

o8 E AE Z PUAG A B O] S I i AR B P 51 22 /D 95 % [ TR B — BV B AL
Bl o AL ELAME B B A o FE G ] SR & o] SR ph DA S< B SR AL R ) OR e P L
(ATCO)F 745t * PTA-11267 {rje 2 i /88 2 £ 2 i e By 8 o m] 528 (& g
HEFYI85% ~ 86% ~ 87% ~ 88% ~ 89% ~ 90% ~ 91% ~ 92% ~ 93% -

P

94% ~ 95% ~ 96% ~ 97% ~ 98%599%[E]JHEk—EFL -

[0271) AEHAMEHEGIF > ASCATRME 2GR RE
=R R o Ho

(a) B2 #8 B0 & BR 45 rfy DA S B 81 R B B ) OR ek 7 /00 (AT CO) 37 17 4 9T
PTA-11267 {xjek < fil &8 2 £ <~ Dl RS HY 3 s e AL BE 51 %270 80 % [ i 20—
IR ERE A H

(b) B 3 0 5 BLRE 1 DL S5 B B R B B ) O ik o 0 (ATCO) B (7 4 51
PTA-11267 {xjek < fil & 8 2 £ <~ Dl RS Y BE s e BL B e 51 %2/ 80 % [ i 2 —
BRI R R o

[0272] HE—SoEHERI S - Hal 6l B EE i DL S5 B 3 BT 8 B ) OR gk
T (ATCO)F F w5t © PTA-11267 (rig Z B & & £ Z DUAG HY B #E i B
Bz e 51 2 /085 % [l I B — BRI R Bl P 71 - AL HA EHEfl o > EiE S 5
HE F DASR B B AL B B Y PRk oL (ATCO) T 7 4R 9T © PTA-11267 {r jel 2 Fif
BRES DRI EEE AR 2/090% FE R — 2RV AR - 1
NHAMEHE BT - A S BRE i D5 B 8 R R ) PRl 0 (AT CC)
FéRt - PTA-11267 (R L RE SR E A& 2 TiRe HY B S BB P 5 27095 %
5] JR B — Y R B B 5] o A H A BB o o B g A BLRE i DA 5% (B B A B
BV R O (ATCO) FF 4R TT - PTA-11267 {ri 2 BE G E 4 Z DLAGHY
NG ERE FF5185% ~ 86% ~ 87% ~ 88% ~ 89% ~ 90% ~ 91% ~ 92% -~

% 88 H(EWHRIE)
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93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98% 599 % [a] JH Bk — 2 -

[0273]) FAE—SE MRS - Ko 6L & B AE i DL 352 B 3 BT B ) O gk
FL(ATCO)F F w5t © PTA-11267 (i < B &8 & A 2 UG Y 58 8 i
Bz e 51 /085 % [ I B — BRI R B B P 71 - AL HA EHE fl o - S 5
HE F DASR B B AL B B Y PRk oL (ATCO) T 7 4R 9T © PTA-11267 {r jel 2 Fif
B EE L DRGSRV ES S p A B P 5 2 /090 % [ R B — B B A B PR A - A
SCHAME B B o - S L S B RS T DA S5 [ 8 B B ) O el 0 (AT CC)
FaRT © PTA-11267(Rik L Bl &6 i A2 2 T Ae HYRE g i B i P 51 227095 %
(5] JR B — Y R BB H1) o A H A B o o S g A BLRE oy DA 5% (B B A B
BV R O (ATCO) FF 4R TT - PTA-11267 {ri 2 BE G E 4 Z DLAGHY
B G e EL RS R 51(85% ~ 86% ~ 87% ~ 88% ~ 89% ~ 90% ~ 91% ~ 92% -~
93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98% 599 % [a] JH Bk — 2 -

[0274] ASCArieftry TR EUS L Hife B 8 VHR/EVLIN 2
EREABEIT AR (FIOLI R Iie R RIS » % - EITIHER
fEef H AR AP RER M - BT - —HE A GRE -2 HERE
B TAMEEE ) HEATEARFY - EERS L > CUARRBIMEEE i
iz ] 2 A A RREEIDURE A E A FFYIRRARE A o IR A AT R MR it
ARV G RIHiAE L A A FYIHEEEER] o & 7 ERREFIIIK
BRI A TE 40 - ARl ZE B n R M P A B 22 2 55 4 s PCR /M L 2 2
B T EERE ) RAEE ARG B EEE " BEZEE ) Bl bk
Be) - MCER T [M{EZEE ) FBSNEAUREEAEHNA -

[0275] S—MERIAVRER B K ERRENIEZ—HZ{HCDR
BN~ (AR RS - URTARDURAES - MR TR

% 89 HEWHRITE)

C231640PA docx
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ERERE - AN E T EREE A SR Al Y Carr A
~ EBBE RN ZEE2003/015304355F -

[0276] FRIEZREECDRIE A #ELT 2 (E il LASMEG AT & - A5
ARSI TR S AL Fel N B IR B8 » 18 DI B i ~ — i 1E )
REFTM: - BB F R - fES4E G - FoZ B4 & R/ R K M 41T
BE o IO ASCFTIRAEZ HU191P4D 1241 88 ] &8 (L 22 E i (Fl 30 — B % E
{LE2 30 43 P EAELAG E BA S nT &S B A DA B LR AL B HiRg . —
SRR FAIE o LEEE DS B — P s oy o -

[0277]) FHE—EEHEHI G > CHI 2§ @ KIS aiMES R E S -
PR ER S A B E O > B NSO o B A #E— P i iy Bodmer
SN EEEFES,677,42555F - (B CHIRHE T 2 IR A R
B DABI0 e 2 i 6 R B f 2 4R AE B TN SRR (R AT 191 PADI2H A8 2 F8 E
o

[0278]) 155 —{E &l H > H1A8 2 Fo ik # & 45 28 2 DU 4R 1 Bo
191P4D 12 2 AW E T - FEBS Y - K— S AREREESIA
Fe i ## F B 2 CH2-CH3 3 7 1 & DL 15 g 575 A0 B 7 [ 48 Fo f; 3
SpASE &N M A B SR E B HE A (Staphylococeyl protein A 5 SpA)4E
& o MRS P Ward % A 2 EEHF556,165,74558 5 o

[0279]) fEE—EERHAIF - H1L191P4DI12%1 B8 &L & i LAY fn L 4
VIt R - B AGYRERN - BHIWME > W0 Ward 2 2 B 5 F] 5§
6,277,375 5k Attt » 5 AZE8 - S 3F » WPresta® A 7 E B HF|
5.869,0465F K 556,121,0225F i uft » & 7N Y=l o BEs HI A
CHI1Z(CLI& N8 DL &H fE H1gG Fcl& 2 CH2 5, 7 Wi B ER /Y 4 Bl <2 B 4

90 HEHHRTE)

C231640PA docx
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EPUFAEE -

[0280) fENHMEHI+ - Fe@#EHRALEREBRBEERE /D
—(F R R TR R KO > LIS B TUAE 2 AUETHAE - BBl S » BER TR
EREAE Y — NS ARER TEANERERBEER  LEIBI B RUE
VIECES A (BRI AR 2 HURS GRE ) - BRI 23
JEVITCEE O] B B0 Fe 2 B i #8 2 C14H 4y » Ih 5 R #E— B s 4R
WinterZ: \ 2 E B HF55,624,82155 % 555,648,26055 1 -

[0281] HU191PADI12H1 B 191PADI2FHRR & B H - [ M v #5
ZAEAF N E - EFEPN T RBE - R - ELISAKFACS AR »
MER > [ 191PADI2MERAZE O E ~ 191P4DI12R B A IR I -
191P4D 1247 AR B H 1 EE o] Fl ] (MR SC IR RL B T 454 - B
oA LY B IR (B R RP) ST R R - #8baY - £Y#Ets
V)~ LB ERLEY) - SBBEETIENS - I > A ER TR TR
> R EE A R B R (E DA 19 1P4AD 1237 [ s i BL B 4 Sk > e B
PEBUEE o IR ] 5 bR L TE I 4l oP B R 2 A Bkl (61 40 Wolff % A, Cancer
Res. 53: 2560-2565)F 4 [ B8 o

[0282] fEXS— AR EERHIF - ACATHR A 2 HT191P4DI1247
Bkt & dn & B Ha22-22,4)6. 1 Z i 2 B R EHEIPIAE o Ha22-
2(2,4)6.1 7 E i #i[E 5 SEQ ID NO:7.2 F20Ar EF8 £ &2 5466 {ir KFE ALY
W BB e H14H R o HHa22-2(2,4)6.1 2 &3 h#i B H SEQ ID NO:8 2 5523
iz DA 2 55 236 fir CHE B Hy e B I B S 4H G -

[0283) 7E20104E8 H18H » ¥ 4 v & B Ha22-2(2,4)6.1 2 i 48

By Bk & 98 &% 7% (4% ] Federal Express) 2 P.O. Box 1549, Manassas, VA

5 91 HEEHIEREIE)

C231640PA docx
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201081y < S AL B V) priel /0 (ATCC) - HIEEFFERITPTA-11267 -
3.2 BN (B ET)

[0284] #E—E&EHHFIF  ADCEZIUERERICERE RILHEL
VIR ACTEV BT & Z IR RSE G A B (RBIEF]555,635,483
5t > 555,780,5885%) - &R 0 BRBRKAmMIT HEMES IS
GTP/K fi K AH A% 57 ZLEL 4 A 43 24 (WoykeZE A (2001) Antimicrob. Agents
and Chemother. 45(12):3580-3584) H B A& (US 5,663,149) K i EL &%
M (Pettit® A (1998) Antimicrob. Agents Chemother. 42:2961-2965) ° &
R 2 B I T B2V BT AT LBV B UL 2N (B ) K 2C (R &)
A Ui BT B S B2 (WO 02/088172) o

[0285] Bl B 3 il T 5 JE 1] /6 78 N A it 228 3% 2 B B B3 10 T
Z2Y) B LDENDF » iZF8EY) B ILigm i~ 2004 53 528 H R Z Senter s
A > " Proceedings of the American Association for Cancer Research >

FASE o HEmHIT623F > HAERBIFH AF 2 552005/02386495% 74 fi

il o Z B 2N E IR L2 S TR 2 TG

[0286] f=—E&FHHIF » B fh T HMMAE (H 0 R&G 5B
RGBT 2 I EER) -

%LN%(%

MMAE
[0287] fE—EEE » B & MMAE K 8 5 14l o7 (A S0 o 2
i) < PR E EHE AR A LU N E R (P LR i Hpfe 1 £ 12 Z# [F

A

5 92 HEEHIEREIE)
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:C
Jok H 5' g CH3H OH
o " o o’ N LN
N N\/“\N I 0 | QCHLC OCH4C
NM\q_ 3
H & H
L o] o}
©
NH
o=

[0288]) & » B FAIK 2 85 BE o0 n] 48 rb A Wi {1 2 W9 (8 DL e 2
KB B 2 TE TR R TR s 2R B g - (G 2 UK o T 0 4 AR 428 R {1 22 < Bk o 24
MR HE & Rk 55 (22 RLE. Schroder K. Liibke, " The Peptides | , &1
&, $576-136H, 1965, Academic Press)Eiff - HIgih) T/ BRBEEEEYE
TEAARIELAT 2 )7 £ 80 © US 5635483 5 US 5780588 ; PettitZ A (1989)
J. Am. Chem. Soc. 111:5463-5465 ; Pettit® A (1998) Anti-Cancer Drug
Design 13:243-277 ; Pettit, G.R.% A, Synthesis, 1996, 719-725 ; Pettit
% A (1996) J. Chem. Soc. Perkin Trans. 1 5:859-863 ; J% Doronina
(2003) Nat Biotechnol 21(7):778-784 «

3.3 BT

[0289] A& - HiisZEY)&E & WAL EEY) ot (BIAIMMAE) B {1 85 B
JL(BIAIHTI91PAD 12 G s KR4S & R B < M & BB 73T « £ —
S o o R AR N R T R R ARRY - (B R TR N R
S5 R R A EE Y BT B USRI - A HAME O+ o BB EIu AR
H] LA H FLB 0 #E i bR R AR R L EEY)) -

[0290) FE—LL& )+ - BB o] 5 i Al A 3R o (1A A Bg A
BCRZ N S BRI 25 N ) 7 AE L R B S g o 3B 1 B B (51 40 v 4 P A R G
BCEEEE - EE{EA R BN RS BN 38 5 O B R i < PRE R T - AE—
g o IKEERE T REGE /D WS /D = [ Bl - 2
R o] B s E O EB R DLL R Bl R 0B EE - T A% TR K Ik

93 HEWHRE)

s

\\\

%

C231640PA docx
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SEYICTAEY) o 51 B EAHAE N BT OE 1 #E Y 2 R (2 Rl A0 Dubowchik K
Walker, 1999, Pharm. Therapeutics 83:67-123) o BRIk B E B 714
[ EEH191PAD 2R ILAHAE P E 2 B ARV IK A E BT - BHImE > W]
{50 P BT 5 B S A0CRE MR B ] BB 4H 4 2B 0 8- B YR KRR B B - (B W0 Phe-
Leu=(Gly-Phe-Leu-GlyZ # 7-(SEQ ID NO:15)) - i $H&k&E A I -BILFEH
Brp RERE o IEUER T 2 HAE BN G = B EF 56,214,345
i HDIe S 5IH2 B AGFAR T HRERA B - f£—(#% E B
BiHr o] FE F ARG N B O e YR K AR R T (5 Val-Cit 852 F- 5 Phe-Lys
BT (2 A ONERERNG,214,345 » I Val-Cit 22 # T & gl /N&L
&) - LHMEANEOKERRUEREE 2 — EE B A R &G EE
sHREAGEEY 2 ERBELBEERS

[0291]) A EAME fa @l F - =7 R B A pHEURE - JRED - {F
FECpHAE T H/KREBURL - 1BE - pHEURME 2 35+ 1] £L B ME R 4 T /K Ag -
B S > o R AA e RS KRR 2 B R MR (P - bR
B~ BRI - SRR - R - @8 - SEECE D) - (2R
EFEFES,122,368%E - 55,824,805%E « 55,622,929%E ; Dubowchik &
Walker, 1999, Pharm. Therapeutics 83:67-123 ; NevilleZ A, 1989, Biol.
Chem. 264:14653-14661 - ) LR 82 /¢ F MEpHE R T » 50K +
ZpHEMRMF THETRE - BAERpH 5.555.0 - BIFT LIRSS ZpHE T
RIEIE o AEFEE I F - B 7K BRI 1 1 (5 b Bt 72 12 (5 o0 458 T e e
P A RE 2 il ) (2 RO EE HEH555,622,9295%)

[0292]) f£ X EHAMEFEGIF - ¥ 102 FE R T 0] 2R (B bR
bV ERT) - S R Y ERE R ER T AR - SR E

5 94 HEETIEREIE)

C231640PA docx
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FAN-BE I BE oo B B -S- L BEE R B L B FR(SATA) ~ N-Bf I B o8 i £ -3-(2-
ML E A 0 B PN ER s (SPDP) ~ N-Bf BB or e B -3- (2-MbBE A 8 A T B2
Fi5 (SPDB) Jx N- 5 31 fiff 50 e & S8 AR A A - o B Bk -o- (2- MR I - A BR) FRE
(SMPT) - SPDB K SMPTJP bk & i+ - (2 H {21 ThorpeZ A, 1987,
Cancer Res. 47:5924-5931 ; Wawrzynczak % A, Immunoconjugates:
Antibody Conjugates in Radioimagery and Therapy of Cancer (C. W.
Vogel47#8, Oxford U. Press, 1987 - 712 25 F H ] 564,880,935%% )

[0293) fe X HitrRr e Eh ol » HE¥E TGN B E¥ET
(JohnsonZ A, 1995, Anticancer Res. 15:1387-93) ~ BT }& — Fg oo e L%
HH i LB B T (Lau A, 1995, Bioorg-Med-Chem. 3(10):1299-1304)E73'-
N-Fgf kg ) (Laus A, 1995, Bioorg-Med-Chem. 3(10):1305-12) o

[0294]) 7 X HAEHEFIF - BB B o o2 B el
FRACRE I EEY) - (2 R EBIAR 3 552005/02386495% » H DI 4 051 YT
HOFAAS H BERATABH) -

[0295]) @& - i FHMAMINRERE LRS- AR
A EEEFZBERET T HAEMRE RS EAEUR L HEE o (EhiRS R
YVI&E S VAR SRS MR B (B0 M A% B - FAS EEYISE YR L R

HBEI20% - BERNEBN5% > HEENEBN10% BEZFEE N EE

5% ~ NHEBIBEI3R A BRI %o 2 BT R - HPEF S HAH
R AR EASURT BN R - EYE sy bamamE—EEs
THERFEZ(BIA02 ~ 4 ~ 8 ~ 168024/NIF) H 1932 3 11 4% T 7 A0 2 e ZE IRy
BE B KHEE

[0296] fEHM-AAHEEHFZERAIT - HEiE e gt - &

95 HEWHRE)
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HEGHH T - UG ERIGE R ORED > FEA SR I 2 SRS - 22 Y65
SVt eY) BT -eREE T RVIRIES) > BT R EMEAN L - f£X
HAEH + - EREEM TGV RIT191PAD12fie i KRG &
Rl B oty > T e A AL -

[0297] mIELASFHHME GV R A —RER Z SR E % T
WO 2004-010957 ~ =B FHZEZE2006/0074008 5% ~ =B A HESE

Vi
|5
L

oy

200502386495 K E B /A B 52006/00243175k (& H A £ X5~
JTHGEAAR S F BARFTABRY) -

[0298]) "E¥EFE T, (LUYGRH AR REEY B S 2 E T
DA EH R B sE Y 2 B baY) - m— g - EEFETA
AT

AW ,-Y -
Hrp - AR T BT
af%08k1 >
- W- T8 17 3t B i e BT
wWiHRTEO0 2 1 28 [ N~ FEH -
Y- AR T8 0 B
yf%0 ~ 152 -

[0299] & —EF a4 » afR08i1 » wikO=1 » Hyf%0 ~ 152 -
E—SERHEHF - afk0201 » wik0E1 » Hy(k0s1 - fF—EFHHI+H - &
WIR1TZ 1205 - yRI1E2 « FE—HLFHEHIF > wikH2E12HyHR1E2 o ff—1k
BhHifIF > afsl HwRy%o0 -

3.3.1 EfpFEIT

96 HEWHRTE)
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[0300] Gtfif 5B C(A)E FAER RN IIRE T ERE 2 FL LK
HEBREIL(W-) > BREFLEIERTEICCY-)  BCERZESEYEIT(-
o Al R EEE B2 R AE M FAL R PL191PAD 1 2 BE B U R &G & F
FZ (B41Ha22-2(2,4)6.1) E 2 A B REEA B A (BRI A E - A -
RE - KbV BIeRREENEE - BoBREERM AR MigE -
H—EEF T > MEETHEAERF19IPADI2INBRERRE SR &2
TTNREES - LS —EEAIT - A A RIS 191P4D1247
A BT R SE G 7 B e B I 1 Y g 5 B 2 - i e B A R B T (2 7 Bt
Bl (Traut's reagent))B{H A bt S A GBI S EE L - AEFREEHF > 1
191PAD12Pi G sk LR &S & F R (R EHDIEE - HE TR VUSRI — 2L
Zd B B o AR HEEH A E R > EAHFT191P4D12471 35 48 T BUS ik
M BAYMR S A - PIAIERS - Bt R -
[0301) Af=— (@& KGN+ » AT B oo B HUAR By Z 0 R 1 T2 1k
i o BUR T A AROR R PRS2 E A o BEE RS 2 AUCR M i T BT i aa iR
T aia R IIb 2 5 iEsE N > HfL-~ -W-~ Y-~ -D ~ wky @l E3CATE
HRYHEEH-Ci-Croff i £~ » -Ci-Crofifi}i A~ ~ -Ci-Croff R & - ~ fi%
B~ -O-(Ci-Csffi i)~ ~ O-(Ci-Csff )~ ~ -O-(C1-CsfirfRE)- ~ 55
-~ -Cr-Crofffie - 55 - ~ -Co-Crofd ;F E - 77 EE ~ -Co-Cofft I -y
75k~ A5 A -Co-Croffi fe - ~ - 55 £-Co-Crofif fh - ~ -fii55 55-C2-Coo
R ER- ~ -Cr-Croff e B -(BER)- ~ -Co-CroffffhE-(IRFR)- ~ -Co-Croff R E:
-(BRER)- ~ -(BRIR)-C1-Croff fg k- ~ -(IRER)-Co-Crofifi i - ~ -(53R)-Co-
Croff % ~ -FEER- ~ -Ci-Croff e B -(FEIR)- ~ -Co-Crofif i B -(FEIR)- ~ -
Co-CroffREL-CGREZR)- ~ -CEER)-C1-Croff e - ~ -(FEIR)-Co-Crofii ki 5~

5 97 HEEHIREIE)
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-(FEFR)-Ci-Croff bR Z - » -(CH2CH20),-3(-(CH,CH20),-CHa- > Hrfs 4L 1-
108 BN 2 B8y > ez ik ~ WA - REE - (s ~ A ~ fRE
774~ BRI~ BRIREL ~ FRERE R ROTE o fGe 2 BUBHIIINEE B — B E
L8y BN EEAR - fE—EE AT o A A RE -
ik R (RO~ O AR - BRIR - DRIRE: - FEIRE RO A - GRS
BHBRIHIEE B m—EE 2 —8 77 > HREHT -

[0302] FE—ELFEHEIF > RUVGKEES-Ci-Croffifi k- ~ -BRER- ~ -O-
(Ci-CofffE )~ ~ {755~ -Cr-Crof e R 77 B~ ~ - 75 B-C1-Croff
-~ -Cr-Croff R -(hRER)- ~ -(BkER)-Ci-Croff FEEE- ~ -Cs5-CeFfER- ~ -Ci-Cio
e -CREER)- ~ -(RfEER)-Ci-Croff % - ~ -(CH2CH20),- F2-(CH2CH20):-
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H i L{%Ha22-2(2,4)6.1 > Hpfal %20 -

[0349] fE—4FHMBIF > pL12E20~ 1£10- 159~ 158 1%
7126~ 1585 1584~ 1583~ KIE27HEN - fE—SBEHEEIF > plr2
2102592588287 2562552584 - 52837 FEEN - £ H
L EHEH > pBH&1 - L HMEREF F > pBHiy2 - EHMERAF » pk
493 o AEHAMEHEFIF - plr&I4 - AL HMETEEIH » p(R&IS o £ HAE i
I - pf5&y6 - FEHAMEF G > p5B&y7 - FEHMERGIF > pHLI8 -
EHAME B > pRE9 - AL HAMMETE G F - pBHEI10 o 1 — L F i f
o pIR&Y3L - AE—ELFHEHI T 0 prEY3.2 - AT T - prEy
3.3 o fE—ELEHEBIF > plh&I3.4 o E—ELEFHHIF > pfh&y3.5 o £ HAM
BHGIH > pf5493.6 - fE—SEHHIF > pRiy3.7 - E—HEHHIF o p
%&93.8 « IE—ERPIF - pR&I3.9 - IE—WLEHHIF - ph&I4.0 - &
— TR o prEV41 o FE—EEH I > plhrEI4.2 o 11— EF i F
F o plR&Y43 - FE—ELFHEHI T - phdy4d o E—EFHHI T 0 prEy

o AL HAMEFEHIH > p5&I4.6 o L —LLEHHI T - phE4.7 - £k
BRI > pfBdy4.8 o fE—EHHIF > pBiys.9 - E—HEHHIF > p
%495.0 -

[0350) fE—SeFhpld - ARt 2 7 A A ADCH B

BH4ELT - BEEEIES T HE &M ED ] RS T e s
EI(MMAE)4E & 2 562 N &K E 0 Glx(IgG 1) HLAEHYADC(Challita-
Eid PM% A, Cancer Res. 2016;76(10):3003-13] - B3 B4 % T M4
G EMEERE R 2 191P4DI12EHE » 5[HEADC-191P4D12E &Y N1L -
BREEMEANBRELCZMETCREL KBENMEER T BN
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MMAEZE SR EN: - fE% > AN BRMMAERREME E0ES
[ HE - E 2 G2/M B A A 8 14 7 B 8 T MRl A 56 T (Francisco JAZE A,
Blood. 2003 Aug 15;102(4):1458-65) «

[0351] 40 b 30k 3= B & A 58 565 8,637,642 5t H7 Ay i 4t » AGS-
22MOE% 2K R A B E R SRR 4R 2 ADC - BE B4 T HTE A B
U S (CHO) 4R AR ZCTREYAGS-22M6E ADC 2 F 30 H AR NRIEHR 2
B E S o BEE BRI T B A B AGS-22M6EM [EHy fg A% P51 ~
P AR E M EEY) o BB HEII4E 2T BLAGS-22M6E & i Y T LB 14: 14
L HRA T RAEY)REITE - sEWE191PADI12 2 EEH AT - FER I
MR KOs N TR E M E -

4 BEESY

[0352]) fEASCATIRMt Z AN EEE AT - 2 FI7AFHEHZ
ADCHLL "B #HEY ) BPRIRME - WEBEHSYEFEAREE L
MRS EY) » R — NS EEEEE P2 s A M B 2 PR -
FEFELEF ] F - PR EY S &Y G I — S AN ERIH & 5 Bl <
iRt o IR —TEEEGY) - HE a7 — SN ER| k— i

GRER bR PR AR Bl PR - fERFEE AT - iR SEYEE
V) B BN EE R (R LB R O A2 < BIFAT o AR A SRt 2 7R R R 2K
(E e E2H &) - AL - fl0 - BS54 &) o] JERS B S A8 N T B ([ AS
DAMEF A SRR 26T ITTE R AR « ARt 2 B2 &) ] 4630
FC DAL TR E 12 82 7 A SR M S © BIR MR B R AR A A A

[0353] fE—E&EHI+  REFGFEENRER L IBEEYESY
B EE4H &) -

1'

N‘

lﬂ%m”:
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[0354] FeASCATIRME 2 AR EE A+ - BEADCLE g
GV — DB A AR SCFTIE R E AR il A B BRI HAM AR E MR E (R
ey ZEHMIEFE MR B b SPra] AR /e TR A SR i 2 &
FH P B E (BIA0FEE) © 20 ESCATRA - BRSNa B E MR s b &Y a7
R EILE FEHEYT -

[0355] BB FEESEFRAVNENE D —HAFEHEZ
MEEVESY R — RS EEEEE Folw 2 ZAICE - A FREFwA+
Y — P E — B TR A ST A BIY SRR -

[0356] fE—@EHEHF > BEEEH YIRS AAREZIREY

ey - E—EHHA T > BEE oY B8R A EN AR 2T
YIS EY) HREERA T > BEHcYE B8RS D2 ZRP

Bl o

H

[
b::

N‘

>R

[0357) fE—SEHEMIF > ARt 2B EEH V) P RITTRE 251
SEVREEE LT SB3E0 o T i il Z RS YIS o) -

[0358] fEREEHHIT > BEEGYHEERER0.1-100 mg/mL
ZMBEVECY L —EEEMT  BREAcVESRER1E20
mg/mL 2 FIAGEEVIE &) - L HAMME TP - HEECVEERERSE
15 mg/mLZ g EEV)sE &) - A HME AT - BEEEVEERE RS
£12 mg/mLZHREVIGEEY) - L HMERIT > BEHESVESRE
ROE1 mg/mLZ PIRREYIE Y - A —EEHHT > BRECGVESR
FERE9.5 mg/mLZ IRBEYIGE Y - L —EEHEH T > BREGVES
BT F%J9.6 mg/mL iR EEYIGEY) - AA—EHERMIT - BEH oYt
2RE RN mg/mLZ REVIE Y - L —EEHEH T > BHRESY
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BERERN.S mg/mLZBEYGE Y - H—EERAIT > BHEHEs
VIE 2 RE /K99 mg/mLZ IR EYIGE Y - £ 3LH
HEVEERERI0 mg/mL Z FIRBEVIEEY) - £ X
BEHoVEERE /0.1 mg/mLZ IBEDGE Y - £ —LEHEH
T BREGVESRERNI0.2 mg/mL 2 BEVGEEY - £ %8
BT > BEHSYIEERE /HE10.3 mg/mL 2 JIRREYIEEY) - {£—
EEEA T - BRESYEERERY10.3 mg/mL 2 FIREYEEY) -
E—EEHAT > BEESYESRE BI04 mg/mLZFIRREYIES

Yy E—BEHA T > BERHSYEIRERE10.5 mg/mL 2 G EEY)

5

[0359) fE—SEHMIF » AR BEEA SR EL-4HK
% -~ TWEEN-20 ~ DLR " KEREMSRERET 220 —fE - (f—5%F
o ARt BB S Y E — D B & B (HCH BRI -
[0360] fE—SLFjifI » AT AR AC iRt 2 BEH Y FL-40
il < REAESEAS0 mM 2 RV EE N - AL — S FHAIF - KAt 2
REMASYTL-HREE 2 REAL108140 mM 2 MR E N - £ — S H i
pir > ASCPTiR A BEEA Y L-4H R B 2 R EAE 1558135 mM 2 i HY
#E N o AL —EEH AT - ARt B R G P L- AR R TEAE
1530 mM 2 V& EN - fE—SFpIF - ARECBEASGY T2
L-2H B fie 2 R FEAE 158825 mM 2 RERVEEE A o f£— S EHH+ > ASCAT
PRt LR EEA S Y T LA EE 2R EAE 158135 mM 2 RV EIE N  fE—
B AT At 2 B AR &Y L-AE R B < R (54716 mM o {f
—EEHEEI R o AR IR 2 B G P L- SR 2RS4 1T mM -
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E—SERAF > KR BEEASY P L-HRER 2 RE G
M o JE—E G H - ASCATIRHE 2 B AR AP L- AR R 2 R (4
19 mM - {fE—SF R o A TR 2 BEE &Y T L-4H ik 2 B f
4920 mM o fE—SL R ASCATIR G 2 B EAH G L-dH B 2 R
%421 mM o fE—EREHEEIF - ARSCATIR A2 BB &b L-4H fE i 2 R
FEA4922 mM o fE— SR EHEEIH - AR At 2 B ERAH S R LA R
RIEHE23 mM o fE—SEFHEI - APt 2 B &Y L-4H R bR
ZRIE (524 mM o fE—ERF R - KSRt 2 BB &) R L-4H R
e 2 JEFE (54925 mM -

[0361] FE—SLghafld - v R ARt 2 BEH Y P Y
TWEEN-20 2 BREFE0.001£0.1% (v/v)Z#E N - £5—@EE/RH+
TWEEN-202 £ 1£0.0025%0.075% (v/v) Z &E N © {£— @5+ -
TWEEN-20 2 BfE1£0.00520.05% (v/v) Z#EWN - {£5 —EE R+ -
TWEEN-207 J E #£0.0075 % 0.025% (v/v) 2 &E N o 11 5 — (& i 5l
1 » TWEEN-202 ERE£0.0075%0.05% (v/v) 2 & BN - {5 — (@ F i
il » TWEEN-202 EEELE0.01%E0.03% (vIV)Z&EN - £ — @ E=F
@ o - TWEEN-20 2R E(5£90.01% (v/v) o {L— (&% & & fl & >
TWEEN-20.7 & FE (%490.015% (v/v) o £ —{FHEEHF = > TWEEN-20
ZREA%£0.016% (v/v) o fE—{EFF EEHifl+ » TWEEN-20 2 RE (%4
0.017% (v/v) o 1€ — %5 Z E i il &1 > TWEEN-20.2 J& [ (4£470.018%
(v/v) o fE— (A EE G > TWEEN-20 2 BFE(44£0.019% (v/v) ° {£—
{E ¥ E Ehii ¥l - TWEEN-20 2 B {4470.02% (v/v) - i — A EE
g » TWEEN-20 2 & & %470.021% (v/v) » £ — {8 Ff & & i §l -

o0

EF

&

=

A

pal
.

><1¢
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TWEEN-20 EE(4490.022% (v/v) - {TE— (B EEHI T - TWEEN-20
ZIRE#E0.023% (v/v) o AL—{fFF EEHEFIT - TWEEN-20 2R R &Y
0.024% (v/v) » 4£— {5 € & §E # 7 > TWEEN-20 Z & & {4 £70.025%
(v/v) o

[0362] fE—(@EHEHIF > AT AR 2B HESY T =
IKE RN ZREAL1%8120% (w/v) ZFEIHVEE W © 25— E AT -
OREEEMN ZREA2%E 5% (wiv) ZHEEN o £ (EERAIT > K
EEEMEZEEAE3RE10% (wiv)Z&@ENHN - A5 —FEERLIF - —/KE
RN REAEAR EO% (wiv) ZEEIW - fEs—EERM T - ZKaE
HENE L REAEA% £8% (WIV) ZEEAN » 5 —HERAIT - —KEEE
M ZIREAEARZE TR (Wiv) ZEEWN » £ —(EERAIF > —/Ke/gEE
ZIREALA% 6% (W/v) ZEEIN » fE5S—EE AT - /KSR

REALA SR E6T (Wiv) ZEEN - e —(HE AT - Z/KE RS
RIEHEI4.6% (wWiv) - LS —(HE I - —/KEEENE ZRE ($14.7%
(w/v) » fESS—HER AT - KEBEEZIRERL4.8% (W/v) » 15

—EEHEHI - KEEREEREHRL4.9% (wiv) o {F 5 — (8 & it 51
o TOKEREM ZIREHRLS.0% (Wiv) - FES—EEHAIF - KER
Rl REARES A% (wiv) » fES—EERAIF - KGEEEREH
&5.2% (wiv) » fESS— BRI T » “KEBEHEZBEHLS3%
(W/v) o FEHZ—EERFIT » I KEEEEZBERLS.4% (w/v) < 1£5
—(EE G T ZKETEENE ZIREBRES5.5% (wiv) o 4 55— (8 & i 6
o TOKEREM ZIREGRLS.6% (Wiv) - FES—HEHAIF - KER
R REARES. T% (Wiv) » fESS—EERHIF - KGEEEREH
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45.8% (wiv) « fEZ —@EREIF > ZKEFHEMEZBREHRLIS9%
(W/iv) « ITEF—EERHI T » —KEEHEE L BE4L6.0% (wiv) < 7£5
—(EE R T ZKEBEEZIRE5E6.1% (w/v) o 1 55— (8 & 5§
o TOKGIENE S BEALI6.2% (wiv) - ES—EERAIF 0 —KEE
ENE L RE(5476.3% (w/v) - (S —EEHGIT » —KEEEEBE G
46.4% (wiv) « fEHZ — @ EMREIF > “KEFEMEZBREHRLI6.5%
(W/v) e

[0363) fERMEHEGIF - —KEEEME 2 EHBEZHS0£300
mM o {EHANE G - K& RN 2 EEHBREAARTSE250 mM -« f£—
SRR HI 0 oK G 2 B HURE (51005200 mM < {F H i B
> KGR B HERE A 1304150 mM - T —SREREHE 0 K
G EHOBEARI1352 150 mM - {EREREERHEHF - KEEEE
2 BEHBRE 447135 mM - {FREEEG T KSR EHIEE 4
136 mM - fEH LT HI G - “OKERERME Z EHREMARLI137 mM -
TER A E SR F] - K SN B H R E (47138 mM - {1 B F
o oK L BEHIRE(REAT139 mM - R ERAIGH - KEE
S BEHORE (U140 mM o (FRRBEH I - CKEEENE  EHE
(54141 mM - R RS E G > ZoKEEEN 2 EHIEE 449142
mM o {EFEEF I - K EEEM  EHIRE 547143 mM o {fHi
BEHGIH - KGR EHIRE (547144 mM - {F EEERFIF o =
KGR BEHRE (47145 mM - [FRBERHHIH - “KEEEE
BEHBEAL146 mM - fERREEHEG - KGR EHIBE ALY
150 mM « fEFRREF A F - I KEEREME ZEHREALIST mM - {F
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HAFEE T o K G EN  EHIEEAGAT151 mM o {5 5 5 i
o TOKEIEEENE L BEHIRE(REAT152 mM - EREERAIF 0 KSR
S BEHOBE(RET153 mM o (FRBERHAIH - CKEEEE  EHE
(547154 mM - JE R E R FIH 0 oK SN 2 B H B E R ELT155
mM -

[0364]) fE—(EEHGIF > TTHRACEREE 2 BEEASY T IR
2 REAE1%8120% (wiv) 2 IRVEEN - £ 5 —EEHEIF - 2R
B2 E15% (wiv) 2 @EN - ff—EERA T > FHZREL3E
10% (w/v)Z BB « 5 —EEREGIF > il RE42ZE9% (Wiv)Z
HEWN - AR AT > EEREE4%E8% (wiv) Z&EEN © £
S—EEE T > R REALADETD (wiv) Z BN - 5 —(EEi
Fld > FEMEZREAADZE6D (W) ZF#EN - (L5 —EEHEG - ik
ZREAT45% %2 6% (wiv)Z EEN - 55— EEREIT > 2 RE G
494.6% (w/v) « ITEH—EEFHIH - M2 BEGL4.7% (wWiv) - fE5—
EERHI - B BEHRLI4.8% (wiv) - LS —(EEHHIF - Bk R
FEAEI4.9% (wiv) - ES—EEROIF - 2 BEZLYS.0% (w/v) « {F
S—{EE R H T - R EE(AE5.1% (wiv) « LR —EEHAE >
ZREARLS2% (wiv) - ES—HERAF - B2 REGRY53%
(W/V) » FES—(EHEHHI T > B BE445.4% (wiv) « {£5—{8 &
il > FERE 2 REAEI5.5% (wiv) o« (LS —(AEEIT - B2 RE %L
5.6% (w/v) e fESZ—HERHIF > FEREZIREHRLS.T% (wiv) o 1 55—
EHHIT o B R (4495.8% (W/V) o fEB—EEHHI T - w2 R
%495.9% (wiv) - fEF—EEHGIF - B2 BEHRL6.0% (w/v) - 15

U
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— BB FIF - B R 4E6.1% (w/v) - {5 —EE AT - i
RIEARL6.2% (WIv) - fES—EERHIF - B R %%96.3% (W/v) -
TS —EEHEHI T > R 446.4% (W/v) - L5 —EEAIF - B
ME 2 RIE5&96.5% (wiv) -

[0365) fEFELEHEEIH » i EHEEAS502300 mM - f£H
B HEH T > RERE L B HERE(ATSE250 mM o ff —EEEFHEHIT > BERE
RHIRE 1002200 mM - £ HAME A > FiEZ 2 HIRE #1302
150 mM o fE—EEHHEHIF > 2 EHBE (1352150 mM - {FHE
WG F - BERE 2 EHOBE (&35 mM - fLFEEF T - FEiE 2 EEHR
FE4E7136 mM o (RS EHAI S - B2 EEIREAL137 mM o f£5
LG T o B EEORRE(A4T138 mM o {E LB FI T 0 REME 2 5
HIBEA4139 mM o fERREEHIF - 2 EEHRE %4140 mM -

o BEME Z EHIRE(R&U145 mM - fEFEEHEH T o FiE Z EHIRE A
146 mM - (LR EEFEHI T - FHE L ZEHREHRL150 mM - R EH

FEB S > RERE Z S HIRE(HE1ST mM - fEREFHEGIT - i EHR
FEARLIIST mM o fEREEHEHIT > FEEZEHBEAL152 mM - f£5
LE G > R EEDEEAA153 mM o (L HEEE G o R 2 2
HREARL154 mM - R EFE AT - B2 EHRBEAL155 mM -

[0366] fE—LEHHIT » ACAriEft 2B HHESYEEHCI - {£
HArg oS AFrift 2 B EE eV E IR e -

IF"
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[0367) fE—SFHEHIT > ARt CRBEH S E RSS2
6.5 Z B E|NHIpHIE - fEEMEFES T > AR ZBEH VB AL
5.7£263 2 & ENHpHE - e —EEHHT - AT LB HECY 2
pHEHLYS.7 - fE—ELEHEHI T > ASCATiRM 2B HH G Y Z pHE AL
5.8 c fE—EEHEHIF > ASCATIRM 2B HEH Y ZpHERLS.9 - f£—15
ghaflt o ARt 2 B EH oY) L pHE %Y6.0 - fE—EFH AT -
AR 2 BEE S Y 2 pHEHL6.1 - fE—SEFHEHIo » A CFTiR it
LB EEEEY) ZpHEARE6.2 - fE—EEHEH T > AR ZBHEHE
Yy 2 pH{E{%476.3 -

[0368) fE—SEEHEAIT » pH{E (AL ZE R N ER - f£ H AL E Bl
o pHEEBALISTC £27C MER - A XHEMERHI T > pHEHRLEIT T
1T - AL XEMERES S+ - pHERLE2ST TER -

[0369) fE—ScE R+ > pHIE (RFE M HCIEH & - £ — L E i
T BEMESYEGHC] > HRFEESYHEZR FEAMES.S526.5 2 HE
WNHpH{E » fE—SEHM T > BRESYEGHC > HEFEESY{EER
THAESTE6 3 ZEENNpHE - £ —EFRENERI T > BHEHEs
VIEEHCl > HRE#EH Y L= 0 N ZpHEGRLS.T - £ —EFRENE
FEplT - EEEHEYIEEHC > HRE#EHE Y L= T ZpH{E%LI5.8 -
E—EEFRENERY T > BEESYESHC - HRSEHESYLER T
ZpHEMARLS.9 - e —EFFENVEHI T - BHEEEEYEEHC > HE
S GV T ZpH{EAE6.0 - fE—EFRENEHH T > BoEHT
VIR EHCl > HR#EH Y= 0 [ ZpHEHL6.1 - L —EFRENE
FEglt - BEEE YR EHC - HEBESEHE e an N ZpHE%H6.2 -
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E—EEFRENERY T > BREGYESHC - ABEEASYLER T
ZpH{E{%#%76.3 -

(0370] HE—L&HHHIF HEPEEHC] - HEBEE LY
I5CE£27TCEAMHESSE6S ZH EIAWYpHIE - £ —EEHEAIT > Bagdf
GYEEHC > HBEHSYTEISTCE27TC FEAILS.TE6.3 2 HE N
pHE - i~ EFENERAIT - BHECYEaHC - HEFEHSYE
15CE27C T ZpHEMRLS.T - £—BFRENEHAIT - BHREEYHE
ZHCl - HEZEHESY(EIST £27C N ZpHEHRLS.8 - F—EERER
gBHapld > BaEda?EaHCl - HESEHEaYH15C227C T ZpHE
%&5.9 - L—EFHENEEH T > BEEcYEEHC > HEFEHEY)
FE1S5C227C T ZpHERL6.0 - fE—ELHRERVEHHI T > BEHEEY
HEHCl » HEHEEYE15C £27C N 2 pHE/RL6.1 - {F—HLFEE
ERG T - BHEHEEYEEHC > HEHEHSYH15TC £27C FZpH
E%%6.2 - fE—EFRENEAIT > BHRECYEEHC - HREEEG
PIFE1SC £27C T~ ZpH{EALI6.3

[0371] fE—EEHHHI+ - pHEGE BIRBERE - £

><1

”cii#

lF"
o M
&
=

T BEHEYIESIREK - HBSEE SN N RALES. S Eg
EANHIpHE - £—EEHAIT > BEE YR EIENK - AEHEEEY

= FEAES TE26.3 ZmENIpHE - £~ EERFENVEIEHT > &
SEAGYREEIRINE 0 HRERESYLER [~ ZpHEHLS.T - f£—L5
TENERY S > Badeaaitnik  HEaH oW E=i F ZpH
EH&S.8 - L —EFRENERAIT > BHRHEVESIHEE - HE5%E
HEYE R T < pHEGRES.9 - i —EERENE G+ - BEEEH

o

[1
1

B
&

)
T

By

g

o
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BEIRAOE > BBHEHACYEER T ZpHE(L6.0 - T —SLHHENE
W BEHSEEIRAN > ABEESWIEERT ZpHEGY
6.1 - E—LLFREEHAF - BEHA B ERNONK > ABFEHESYE
= T ZpH{EHL6.2 - ff—EEHFEFMOIF - BEMESYE S IEI
iz > HEEEH SRR T 2 pHEKL6.3 -

[0372] fE—ieEHfl+ - BEACYEEIRONE > ABEEEY
EISCE2TICTEAMSSE6.S Z#HBENWpHE - £ —SLERH+ > &
SHGYE SN - ABFEHESYEISCTE2TCTREAESTE6.3 2%
EANRpHE - i —SLERENERYIS - BEEAGYEEIRNE - B8
GEAH G YIRS C E27T°C T ZpHEHES.T « fE— L F R EREHH+
BEASYR SR - HEHEHESYAE15STCR27TC T ZpHEHZRLS.8 < {F
—EEF R ENEROTF - BEASYEESIRINONE - BREESYEISTE
27C N ZpH{EHZES.9 - L FRENERLIF > BEESYE &R
B > HEEHGYEIST E27TC T ZpHEHRL6.0 - fE—EFR ENEH
pid - BEASYEEIRANE 0 BBHEHESYAEISTE27TC T ZpHER
46.1 - fE—LHEFFENERAIF - BEASYEESIRONE - ABEES
PIE15CE27C N ZpHEREY6.2 - fE— R ENE A+ - BEHE
YIE &N - HEEESYL15CE2TC T ZpHERE6.3 -

[0373] f—iLFpEEhpIF - A SCATiRHt 2 B84 S E 24920
mM L-4B S ~ £90.02% (w/v) TWEEN-20 ~ DL &J5.5% (w/v) /K&
A% (WIVEENER 2 2/0—F8 o (S EAIT o AR E
SR Y — P B EHCIEIRIAR - £ —SE P+ - pHELZR AL
6.0 « fE—EEEHHEHT - pHEAE25C T {4476.0

_f

+

_f
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[0374] fE—SEREEHAIT > AXmREZBHEESYE 2820
mM L-2HRZ[E ~ 490.02% (w/v) TWEEN-20 ~ 295.5% (w/v) /K& /g5 E
KHCl - f£—SF 4 - pHEAEZR T {%496.0 - f£—SF 64 - pH
EAE25C T {%496.0 -
[0375) fE—SERrEEHAIT  AXmREZBHEESYE 2820
L-2HfE S ~ 290.02% (w/v) TWEEN-20 ~ &95% (w/v)EiE & HCI » {F
—EEEHE AT - pHEALZIR FM3&Y6.0 - LE—EFHEHF > pHEAA25T T
%&J6.
[0376] foHfRs @ EHEAIF > AR 2BV E 2820
mM L-2HRZ[E ~ 490.02% (w/v) TWEEN-20 ~ 295.5% (w/v) /K& /g5 E
KRN - A — S EH AT - pHEAZ M T {%4£6.0 - fE—EFEHHIF
pH{EAE25C T 14476.0
[0377) fE—SEREEHAIT » AXREZBHEESYE 2820
mM L-ZHfEE; ~ €90.02% (w/v) TWEEN-20 ~ £95% (w/v)REft K3 0% -
fE—EEHEAI T - pHEALZE MR T 4496.0 - fL—SEEHEHIF > pHEAE25T
T {%%76.0
[0378] fE—(fFrEEHGIF - ACHREENREEsYES
(a) PREVESY > HESLITERE

,\N\FI( J\ Saas e I‘:?ofq‘*rr'\@

N‘

g

NH

=

NH,
HopL-#ritBsH i REa R BRHpAk1210 5 &
(b) BZEE FulgE JBIPE 0 HAE&420 mM L-HRERE - &
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0.02% (w/v) TWEEN-20 ~ £J5.5%(w/v) /K& /F%EKHC] » Hi s 8E
VisE e L RIE(HL10 mg/mL > HHFpHEAE25C T{4£6.0
[0379] fem— @R EEHHIT - ACArieft 2B Ed &8
k.

(a) FHRREEYISEEY)  HEGLIT&ER
e gare nﬁr’*r‘@

NH

o=

NH;

HpL- Ll i REE R R pRl1£10: &

(b) g2 P2 2P R - HE&5420 mM L-HE#E - &
0.02% (w/v) TWEEN-20 ~ £J5.5% (w/v) /K& B K IZIEE

H i 88Y)E =¥ L RE #4710 mg/mL > HHFpHEAE25C T4
£J6.0 o

[0380) 1% —(ffs EEH T > ASCATiefft 2 B &V &

=

(a) PEEVGESY) ELXTZiT%

NH

o=

NH,

HAPL-#riBE P RE e R ERHpRlE10 0 &
(b) g8 FulgEz 2R HEE420 mM L-4H R ~ &
0.02% (w/v) TWEEN-20 « £95.0% (w/v)EE#E RHCI »

H i 88Y)E =¥ L RE #4710 mg/mL > HHFpHEAE25C T4
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£J6.0 o
[0381] @EERMEEHF(KHLBFEHE) BEERE (LHEH
B 5 o IR A 5% B (BB B Z P 402% ~ 5% ~ 10% ~ 15% Y,
20% ANV EE - MRS ZEE SR R T X ERE o -
[0382] #HIth 2 EIREIAE Bl KoK IR K MERY © BEA > S

IR EH AR REREEEGY ZpHE - ERE2ERE ~ 3E -

B PR BRI MRy HA B B 5L E AT 7 HRIP R - AL RS o e EEE
EAT iRz 2 R KR R - AL EIE AT > HEIRE SR bk

e

[0383] ASCATIEHE 2 B EEaH &) ] & F S o0 s e s a0 A SR
WA 2 PLAS BV S5 B W) R /BB AN SR 2 R UR AR HY SO At B B2 52 F W hF
2 Z FAECE] o A R B RE AVE IR R B SR i B R E R R
VIZE - BARRBEHEE B R AR B2 ZERECH 2 - 2% 2R
#1Remington's Pharmaceutical Sciences, 2518k (1990, Mack Publishing
Co., Easton, Pa. 18042) %5 1435-1712 &, The Merck Index, = 12 ik
(1996, Merck Publishing Group, Whitehouse, NJ) ; K Pharmaceutical
Principles of Solid Dosage Forms (1993, Technonic Publishing Co., Inc.,
Lancaster, Pa.) - % B 2 BA/NE BEH W) (R L H I TP ERIHY - B ]
JERPR A SRR Bt 2 A R EY T -

[0384] H—SEHEH T - AR BEEEVEREBEA -
FEHAE T T > AR 2 B FEH e YRR -

[0385] Es&EsH & Wyn]sHfC Rl B L THE IR B IS M - (NI - B 4%

HEVHEBBEREDEEULT 2B 2P R - JE&ERE (B &L T
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(s.c.) ~ FFARN ~ WLIANECREREIA) ~ 2N ~ & OT(FIanHED ~ A~ B2
A~ BN R 48 7 (R B0 T8 BT o AR D fof] 00 LA (9 o M 5 BLR AR o

[0386]) BE&ZE4H &) 0] 25 o] JF 41 KM SCH 4802 R - i
R AT AR S s B E I TE R Ml & LA 2 38 & 0 BRI BB R R A
FEEIEREC - MR RS BRI AT Byt fit g R &L RS w257 & M RE B E0A A
IR A ER SR BRI - Pl 1,3- T EE R 2R o AT ER AT R R
2 MR RER ~ TER R oy EU N E AR K - MRS IR UE R (Ringer's solution)
FREZ(EHAE R ~ Cremophor EL™ (BASF -+ Parsippany » NJ) Bk I B 4%
ETEB/K(PBS) ~ 4B ~ ZolE (Pl - W REEE L ) RHEE
EHUREY) o LA o R SRR OB E At AR R E - NI
HEY » ok AMEFDR AV IR 2 MEH - B3 & p B B T M B sl BL T ol
Fig o HEAN - HE R B EEA0MEE AT S B v E R R - RrE Rl SRR ECY) < A
T R WS ] /B s 2 2 R UL < sk R (97 0] B et i B i B BB ) B 3R o

[0387]) fE—MEEMGIF » HNHI2FEH ARt 2B

HEYIFE RS ~ SR sE A K IR RGIE L « SRS - JR&ERS
LA FE AR ~ BHARIN ~ BEREAN ~ BN - =N~ FRIEN ~ B9F N~ A
A~ LA~ BRI e 2 T 18 -

[0388) fE—MEEHHIH - ACATHEM 2 Ba%2H &) v S8 EC B3 it
JEEE BB 2 R R A - BREAR - BER - R - BR - lBERE - X
B8~ FOR ARG OB AT E S 2 Atk 8 R B A Bl TR BB R Y B8 TP
T o FEEARI A AR R A B SE R 2 R g & E A1 2 E J T A SR (2 B
Remington, The Science and Practice of Pharmacy, Biit) -

[0389]) fE—MEEMAF » EAGEKEBIEH C BHEH S THE—

wi'
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AT EE F A2 JHIP A B BRI KM A~ KeE A
B~ FEKMEEE - HIMAEY &R ZHUMEY RIS EE - BER - &
Rt s m - FIRE - KEE -~ LR - BEREEE - BRI Ko EE
BERBEISRFALE - SEEE - sHEBE SR - EORRER - HRiZrrER] -
WA - pHAE FH SR R B MRS

[0390) fE—MEEMEIH > BEEAYKEEREEEREDK -
K~ A B ER K Blhk B BR 4% @1 RR K (PBS) ~ S b ESTIR ~ M ERIER R -
ERATERE AN - MEACEHIR - ATEH &AM RIEHIR - JEKME
EEENELFE (HARFOED) AR < JEHEE VEH - BEROH ~ BoRME - AR
T ~ TEARSH ~ SEm - ALAE0H ~ ZROE - RE0H - |SbiEYrH - |4k
R ~ Rl ool =B HOmls - Rl d - KPR AMEER ERE
(AR ZEE ~ 1,3-T 2 - REREZ _FEW@INEL _fFE300RFEL
BE400) ~ N BF ~ HOH - N-HE-2-MEIRBERE - N, N- ZH B Z R K —H
R

[0391) FAE—{EEHFIF - BEEIHLEY R SEE T B E(ERR
POZER ~ HB o~ SRE  RHE - 8T - BRI I H R R AR
HEz NBs - BIZK ~ %5 % % 3% (benzalkonium chloride) ({5 407 2 & #%
(benzethonium chloride)) ~ ¥ FEE 7 H B HH g K W FS AR H L INEE ~ DL
WL - BerEREIEFEGEARREALH - Tl REENRE - BErYE
T ELHE (B A TR B e B R MR B o 8 S Y L R AL 20 A S # L
ZHEACE] - EFE T S R i B | o S RY S B R AL EE
(BRI B BZ 25 & [N (procaine hydrochloride) %8 & HY 0% B K 73 R

Bl {5 A0 A S AT I 2 S TR e o R > L PR PR B R 2R 8~ SR AR
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GRAE R KR LRI IS IE R o B Sy FALR B IS A SO A 2 FAEE - BE
BRI KILFLNERR B A RRES - 2 S AL SRR /K L FLHE R B0 B2 s
80 K = LR B ls - Mo HYH oIS SR B S (EARE) EDTA <
CRIpHEFETE A (AR S A b - 8RR - SRRk KA - Boy
H o B ELIE (EAPREY)IRIANG - L fhe- IR0 - B-ERMING - FEPEL-B-IR)
Mg~ AT B -B-IRAEING Kot B T B 7-B- 3R RS (CAPTISOL®, CyDex,
Lenexa, KS) o

[0392) fE—(@EHEHIF > ASCATIR M 2 B8 P a & 3R A R
BRI BN KEE &8 - BRIEFHICY) GEEEALZEEH -~ INRECEST 25
e BB IR LRGSR Y T & A I H Al i S H B R E Z T AR -
AL TEF T o BT R R E B HY > AT IR R SR A B Y

[0393) FHE—{EEHM T - B 22sH &V (5 LLRD A A 08 TROP 2L
o LS —(HEHEOI o - B& 820 o) (5 LUL {5 A AT A SRR TR 2 S i 2 e
AR EE AR A BRI R K T8 H] o AL XX S —(HEH T - 58
Sl oY R DART A B e A R SR - AE X S —(EEEf T > 58454

V) DAAEE F AT A RS IR 2 S g2 e A TE PR i P SR i » A2 355 —

(& B i (] o - B BEAR &9 {5 DA RN A B LR =R At

[0394) fE—@EHEHIF > ASCATIEM 2 B8 o) n] EC & 37
PR B SO RO B - B AR ~ R RN - AR RE ~ EHIRE
B~ SE R R R R = -

[0395] ZH %8 AR I /K SR /KM R 0% TR < 3 MR R R R £ 1
B30 ORI SORURE ~ BIFE| K — S G IRBE & LBy - BEn sy
HAURR] SRR B R B A S E R ISR A

wi'

[T
L
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[0396] B&#EaH &R u] G HE BB DA I 4H & Y012 B A T 2 i R 50
r ZHAFE R - SEAIERIRRRGRECY) - BISEAY) - BRER - KEER - %
KA BRI 230 - BROIIM S > AP A B B & 2 By P S AR
ot A0 B A A B2 H R BE SRR AR BE H M ES - WERN R EEE oY) IR ETRE
P /B 75 A 28 R S S (5] o B EE s B e B BH BB ) 2K 2 ol » A (E 2 FH
Vel ST E B R T E E B Z R > PIOEEE SR - /T8
APy~ PUEME - AR SR o

[0397] ACFriEft 2 B aBE Y {L-80C ~ 4C ~ 25CE37C T
AT -

[0398]) HEZ&H GV A6 M2 MEZ IR A SCAT IR (I R AR R B0 &)
KB - £ —(EFFEE RO T - AR M 2B H eV R % H e
Yy o AE— SR HIT - BEERICY) BRI K > HAT AR R DUER - FL
R R HAt R & Vi 2% Bt o H R n] & A5 R HL S0 & B AG sisERE 2 =

[0399) fE—SEEHElI T » ASCATIR M 2 REZFACY) < B b K i
s ic < ARG 78 R (bulk solution) 73 #EJREZ - MEEBIE - HARHR/NRT - £
2 REZ SR A B PR IR R > BERREZ ~ TIZERINE -

[0400] ZR&zzs o] AR BAREZFECY) - BB - 9] $K A VirTis
Genesis ELB g BT - sZ B L OF A BA = (A TIE R CGER€90.4°F )5 &
R AR ERR) « SN2 BEas KA ZE iR 28t ZRE = - SRRV
L& TR R 2 B 2 -70C B E R > H AFTIMNL 2 s < Al £-90C =
AR - MO E K HEEBE T o7 B B Bt RS +/- 0.5C K+/- 260Kk (2
fB) - i HILECR A EEEF B JIET ~ Pirani HZE5T ~ BRJJ#E s (BN &
O UK SRIER) R AR #R FE RIS -
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[0401]) ez A BIRE M LAT 52U © i AR it 2 BTas 2]
SOV RE Fal 7 ZTAEVIEBER B BB o S E
o REZI AR RIEE Y - MR IR RIS R - B RVE AR T & E A
ZERREWRIE T REZ > BRI FR FHICY) - AL —EE P T - BrEERR 7 I
E/MRT TR - SR ERERENSHEZREYGE Y - R
Rz AR AR E R T > sEAESY4°C BEDR M#EFE

[0402] REH A /KERLIL R K - F2IH R IEERE &8 2 ic
Yo BRI > REREZ KR I 2 E/KEHAN S SRV B+ - HE ]
B A Bt B AR IR BAE B ORE TR R -

[0403] PIRMEEFEREFSEEOT © (DS mLE3 mLF &5
— &l 1852057 1 il F/EH F/K(WFDSRUKIE ez £ S 45 + () A S %]
FEENEE ZWFL > iEREHN S 2 RE 0 QRS EATEIGREE  4)
REEHR 8 Z BENEYVIOMEER T o ECE R T - BAES 88 ket HiA
HMEsFas T (DFEEIE/NRLUNOHE R FE/NMNIN BV E 25 218
R B IR (B 504920-40FD) - 32 5 o] EEGEE M RV 8B B B I8 IR 218 2 1 5
FlF /b e
5 HHESRATERBRESY A

[0404] (A ASCATR (2 B8 284l &) BB 2 A BN BT BURT & 2
HE A HIE B A E & 2 AR S LR LR ABSE A ZAT ~
B2 1& DU HAE A4 & (IR B - fE A 40 (BB IR A e/ B8 A 2 iy R 3]
M~ ZHI R Z1& - BIR R Z1& > B2 mr ~ B R Z18) » 1 BN S I B 4%
HEY) - BUARNGEARKEREEENR > DEBRANEE HR&ILERE
BEEMmZHABTZ L -
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[0405] (EEBHE & a] LI VEH - BT IRERE &
MG R 2 BB - £ —[EFEROIT - L2EFEE G ER - (EEE
BEI 2T A EE P EEIES - Z-FEM (dacarbazine) (DTIC) -
BEEER - HE L (RLBBEGETY ~ #lkE R - Buiahy - £ETT
(carmustine) (BCNU) - &5 5] T (lomustine) (CCNU) ~ /NAL & (P2 71
% (adriamycin)) ~ E35 @ FE - N R EM (procarbazine) ~ 45K E ~ [THE
REF - REEA T - B BZURES (methotrexate) ~ 5-FIRIEIE - REW - BF
g - AR (bleomycin) ~ KVEELECELE) - ZHME)(EILE
B (taxotere)) ~ [ #fl /- B Z (aldesleukin) ~ KR L R M ~ H 8 &
(busulfan) - -k $H (carboplatin) ~ 52 $i/ if /& (cladribine) -~ Z F BE it
(dacarbazine) ~ ® R F - & ZEHL /& (fludarabine) ~ FEEAR - BRI -
+ 8 £ o ~ 5 N 1L & (leuprolide) ~ H i 22 ffi (megestrol) ~ 3£ 7k @
(melphalan) ~ 7 EL[Z 4 (mercaptopurine) ~ K& 2 (plicamycin) ~ >K#E
iH (mitotane) ~ #5F7%#f (pegaspargase) ~ B =il T (pentostatin) ~ IKJHR
f% (pipobroman) ~ ¥ i & (plicamycin) ~ # K & X ~ fl = & 7>
(tamoxifen) ~ % J& JH H (teniposide) ~ A 5 ~ il B IE K - B Jk
(thiotepa) ~ FREEBEE T ~ KRB /H - & U /&H (gemcitabine) ~ 7 T B &

It BB RHEES

[0406] BUASCATIRft 2 B8l &W)aH & (5 F 2 i IR o] Ry P i ¢
L BEINRNERHY o & 5% ARIRAE BB INERIE - BRIA M B o B U
7A(EBRT) © & U IRAE & W BRI - SRR R A BEEE U BEA(BT) -

[0407] bXCATHEA L EHE 5 38 n] i — B BIERSMEE /G R A e/ 2 )5
FUHE - PINBAIMEERERE ~ B - ERE SIS - T HRNEE R
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AR AR B S E 2 BE ~ S (141W0/2005/092380 (Pfizer)th FT it 7t
Z BiCTLA-4F B850 38 45 & S IGF- IR HI fE R 4 £ > HAMECEE > R 4H
B & -

[0408] EmFA.BYKREEAIMEEREER - AIEH FSCATH i 2 (kb
EEWH] o 54 IR R AERRTFHIGIR - £V EFEH - TURE R
A~ EEVE MM R 2 RS S (SERM) ~ (8 A B AR A K a3k - &
Bl = » I APUSE - B0 E - A0 LS - (Nolvadex) (5
B25) 5 B E BB 115 (Casodex) (4'- U EL-3-(4- & A Bt il 5 ) -
2-FREL-2-FHAE-3--(ZHH )W RE) -

[0409] FE—LLEHafld - ARSCATIR M 2 B BLEE A BEmI4H &
o B0 LA IE -

[0410] HE—ELEFHHIF - F_0GFE e s BNHEE o oA
SCFRER - TR T e ERIHIE ) B T AR EBEAIAIE ) (hfE B AR D
IR~ I - HIREGEET R ERERESE 20T A EM
smlR ] - e bp R E O TR E (LS - DA ERERELE -
S A1CTLA-4 ] E il # CD80 & CD86 ; J% PD-181 H it # PD-L1 % PD-L2
(Pardoll, Nature Reviews Cancer, 2012, 12, 252-264) - 5 EHEEK
5L THHAD 1 =~ L RDH AR M B F ) - Rt B s 0 E B K
Ko 4 F5 E Bt 52 1 DR A2 B R % R ME 7 1 R T R - o i A 73 B 9111 1)
BB IE TS EITE H PR -

[0411]) FE—EEHHIF > fHEBHH B (HRCTLA-4HHIAH - £—
FERGIH - CTLA-4HIGI B HICTLA-441A8 - HICTLA-44i88 2 E &

BRI EBEEF]ES5,811,0975% ~ 55,811,0975% ~ 55,855,8875%
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%6,051,22759% ~ 56,207,157 5% ~ 556,682,736 5% - 5£6,984,7205% & 56
7,605,238 5 P AT AL Z Pk > ZFEF N2 LI 2 GHZ AR
e AE— W EHEBI T > HiCTLA-451 58 (% #h 35 B 7 (tremelimumab) (3
fi By & P4 B 71 (ticilimumab) 2 CP-675,206) - {£ 5 — [ & K64+ - 5T
CTLA-4¥1 8 (A UL E i (ipilimumab)( X i HMDX-0108MDX-101) - {F
ICE P& & £CTLA-4 2582 NEBERIgGHiAR - PP IEE i IR o4
Yervoy™H & o

[0412) FE—EEHFIF - & BHIH B (%PD-1/PD-L I A&l -
PD-1/PD-L1 I ) Bl 2 & #6115 ((H A R 5Y) 3= Bl F 557,488,802 5% ~ 55
7,943,743 5% -~ 258,008,4495% - 568,168,757 5% ~ 5£8,217,1495% » DL &
PCT & FI| HH 25 2\ 7 25 28 W02003042402 58 ~ 5 W0O2008156712 5% ~ 25
W02010089411 5% ~ 25 W02010036959 5% - 25 WO02011066342 58 -~ %5
WO020111598775% ~ EEW020110824005% &z Z5WO02011161699 Rt
PD-1/PD-LIIFHIE] » A SCRAA & 305 [ Z 7 2 HF AR SCH -

[0413]) FE—EEHHF - o EEBHISEHPD- HIHIE] - £ —(#F
Hi g > PD-1HIHIE (R i PD-1 514G - £ —(EE A F - HiPD-15ifk %
BGB-A317 ~ 49 EH1 (X 1 B ONO-4538 ~ BMS-936558EMDX1106) &
IR B (8 FsMK-3475 ~ SCH 9004758 TZERBEHL) - 1F— (& ht 5
T FIPD-15ifG (R B - B (R A 1gG44iPD-1EERFAS - H
LA Opdivo™ & - £ 5 —(EEHHIF - JIPD-15i8E (RIREE DT -
T PR N B L Bk IgGAT RS O DA & Keytruda™ I & © 15 X —{#
Bhif$ - HiPD-14i88 % A EHAECT-011 » fE{E &6 > BHIBKLHCT-

011K A2 BN G S B 88 B W (AML) Z g - 12 X 55 —{H & 1
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o JIPD-1HAG (R Rl & EH AMP-224 » f£ 55— {HE R 5 > PD-1§i%8 (%
BGB-A317 - BGB-A317 {4 —fHEFiIAE » HP&aFe yZiR1LZ g &R
BEMETRENE LR > HHEERISERNT M E R B R 2L HEPD- 1%
e LR

[0414]) FHE—{EEHBIT > bg & B HIH S PD-LIHIH]A] o A£—(F
BHefIo > PD-LUAIHI R (% FiPD-L1§iAE o £ — @ EHEB|F - HiPD-L147
iz AMEDI4736 (fH L& HE L) - £ — B & - HfiPD-L1§i i (%
BMS-936559 (X &MDX-1105-01) - fE X B —{#EEHI+ > PD-L1{IF]
Fill {2 o] 5 2R B 71 (A BsMPDL3280A K, Tecentrig®) ©

[0415]) FE—{EEHEEIS > fg & B HIH A PD-L2HI &I  A£ — (3
BEHefIo > PD-L2AHI B (% FiPD-L24iA8 © A2 — @ EHEB|F - HiPD-L247
e {#rHIgM12B7A -

[0416] A£—{F & Ha G+ - fm 7 B &) E] (%00 B BRE(E & -3
(LAG-3) I Al o £ —(EE WP - LAG-3HIHIE & ] F g & & H
IMP321 (BrignoneZ A, J. Immunol., 2007, 179, 4202-4211) - {£5—1{&
HhHafl® - LAG-3flH#|E|fABMS-986016 -

[0417) FHE—(EEHAIT - to & BAIHIE RBTAIHIE o £ — 0 Eh
piep > BTN SV {5 B7-H3 N & =B 7-HAHIHI K] - A2 —HEHEpl$ - B7-
H3{IHI B AL B7-H3 588 MGA271 (LooZE A, Clin. Cancer Res., 2012,
3834) -

[0418]) FE—(EE I - i & BEHIH B A TIM3(THHAE R ZEKE
H 3k Kz 2525 5 38 3) I # Bl (Fourcade 2 A, J. Exp. Med., 2010, 207, 2175-

86 ; SakuishiZE A, J. Exp. Med., 2010, 207, 2187-94) -
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[0419]) A& — (B &5 5 - i & B H] B 5 0X40 (CDI134) g &1
Bl o AE—(EEHEFIF - xR A A I0X405188 < fE—(EFE M4
H1 OX40 i #6 15 $1 OX-40 - f£ 55 — {fl & i ¥ & - #HiL OX40 1 58 %
MEDI6469 ©

[0420]) fE—{EEHEFIF -t E& B G {HR GITRE K - AL — ([
BEHBI S - 1T BHHI B A PIGITRIAEE - £ —(HEFHAIF - FiGITRIAE
{#TRX518 -

[0421] FE—{EEHEHIF - tod B HI R HCD137 2] - AF— (@
M+ o eEREIEI B PICDI37H 88 - £ —([EE A+ > HiCD137H
A5 (% 5 B B B (urelumab) « {£ 55 —{E & e 7 > H1CD13741 #% % PF-
05082566

[0422]) fE—{EE MG » fe A B & E] £ CDA0E X K] - AF— 1
BEHH T o & EHIE (7T CD40 38 - £ —(HEFHI+ > FiCD40HifE
{%CF-870,893

[0423]) FE—EEHAIF > mEBHIFEGEHABENTBEE-LS
(rhIL -15) ¢

[0424] fE—{EERHIF - o EBHIH A IDOHIFIE] - £ — [ &
fa B - IDOHIFHIEIHRINCB024360 - {F 55— & it 5l 1 > IDOHIHI A %
K% B2 (indoximod)

[0425] AEFLLGF ) H]F - ARSCHTHR ML 2 40 & 504 B 15 Wi 8 2 Y il
DA AL B R 10 2 i 7 3R 00 1) 751 (0, 356 A ] 20 [B1 28 A1 < A 7 AT AR D) -
BEAN - EERY - ASCFTH AL 2 4B SR BT B — B R A S AT i A 2 55
EMERIEEER - DUBBA ATt B PETE R fin iR A 2 =N -

26 139 HEEHRIAS)

C231640PA docx

109127017 FH YR A0202 1103036512-0



1873167

MF

[0426] FE—SEHERI T - o ARSI H] (54 1L FLA S BH B B2
Yo B o AL HAME G o AT BRI ST R EL A AT iRt 2 B 824l
V1] ey (9 402 A 5] &5 B8 ] B P ) F B o AR )AL E B B > A BRI
Bl A S B A PR ft 2 B ERdH o) L 1R 1 bl -

[0427] FHE—SCEHEH T - fm EBIHIE 2 & 0] FE AR R ER PR AT
HETE

[0428] o & BAHIHIE] 2 B & £ £ 4901 pg/mlE 4450 pg/ml 2
BAE o HAE—SERA T > o] R AR LT EACTHYS /B0 F

fiE ¢ 2£/00.1 pg/ml ~ £/00.2 pg/ml ~ £/00.4 pg/ml ~ £/00.5 pg/ml ~ £

PAN
=
PAN
=

/0.6 pg/ml ~ £/00.8 pg/ml ~ £/01 pg/ml ~ £/01.5 pg/ml » @z /02
pg/ml ~ £/05 pg/ml ~ £/010 pg/ml ~ £/015 pg/ml ~ £/020 pg/ml ~ £
/25 pg/ml ~ £/030 pg/ml ~ 2£/035 pg/ml ~ £/040 pg/ml ~ 27050
pg/ml ~ £ /075 pg/ml ~ £ /0100 pg/ml ~ £ /0125 pg/ml ~ £ /0150
pg/ml ~ £ /0200 pg/ml ~ £ /0250 pg/ml ~ £ /0300 pg/ml ~ 2 /1350
pg/ml ~ £/0400 pg/ml=(E /450 pg/ml - EHEE - AER A 2 e & B
B E 5 b A 2 R EUR i 1 LR A R (I B8 2 F iE < g AR T » L IEARIER1E
EH L Hl fe & BE ZIF I ARIE

[0429] fE—SEF RGN F - (o) & E % B HY A 75 B H# & (B 20 PD- 1
M E S PD-LIHIHIED < M ERERE LT HE ZAREOL mgZE 100
mg o fE—EFHAHF  HEEBEEZEHEGREATHEZBEY] mgEyy
75 mg o fE—EFAIF > HEERE KBTS A TER ZAREE] mghi20
mg 2 8] > M HEATHE ZBE] mgELS mg - A —SHEHHFH T - &%
HEE FEHGEATEE ZBELY mg - £ —SBEFHEH+ > LHEE
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ZHIBEBHREATEEZRELLS mg - £~ EFHEHF > KHEEEIHE
HEATERE ZBEN2 mg - £—EFHRH T - REEZF ZHEGETL
FriEfe < REE&Y2.5 mg - fE—EELHFEHIT - LHEEE ZHEGE LT FHE
ZEEEN3 mg - E—EFHA T > REEF IHEREBATERZEE
3.5 mg - fE—EEHEHF - EEEHE IR EGE LT (HR IR ELYS
mg - fE— S T > KEEFH IHEHRBLTHEEZRELNLS mg -
E—EEA T > KEEEIHEGELT R ZABELYS mg o f£—L&
HhHplT > EEE R EGEBL T (AR ZABELNS.S mg - f£—EH
T BB IR EREBEATER ZBEL6 mg - £ —EHHEH T - &
HEEEIEGEATEE 2 8EL6.5 mg - £ LB+ - LHEHE
ZHEIEHEATEHEZRENT mg - £ BHEHF > RHABEFEIHE
HELT(ERR ZARELT.S mg - L —EHEH T > KEEE ZHEHREL
Friffe 2 AR ELI8 mg » AE—EHHEH T - HEEE ZWEGEL TR
ZAGEL8.S mg o fE—EHIEH T > REBEHE IR EGBLA T (AR ZIEE
€9.0 mg » fE—SEHEHI P - REEE ZHEHEL TS ZI8EL10.0
mg o fE—EEHHEH T > REBE IHEGELAT (R ZAREL15.0 mg -
fE—E g AT - REEE ZHE GE AT (ERE A8 EL20.0 mg
[0430) fE—SEEHEHI T > ASCATIRRME B 8EH oWk A2 b it E
REC I AR BRI 2R N R B =UEas o > Hal AOIa/K e
KEREEERE AR - AREFRAIT - fREYE ey R
B K E DL B i R 2R AP AR I SR B A ESs T 0 £/00.1

mg ~ £/00.5 mg » £/01 mg » £/02 mgs £33 mg > FEMEDS mg ~ E

-

P&

/10 mg ~ £/015 mg ~ £/025 mg ~ £/030 mg ~ £/035 mg -~ £/045
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mg ~ £/050 mg ~ £/060 mg ~ £/D75 mg ~ £/080 mg ~ £/V85 mg ~ £
/90 mg ~ £/095 mgai £ /D100 mg - M2 Z PR EEYIE SV T 12518 °C
< EEFENHYAE ST BB EYESY T EEFREI2/NSA - 50
6/NIFIN ~ S/NBFIN ~ 3/NBF NEC L/ NEF N FE B o A — (B RMEE A+

BaR iRt 2B EYE SN B RSB LLUREE RN R

HEABGT > ZABRETMBEDSE Y ZBERRE - EHEEFM
T KRB B EME S GUO TR ERENREEEHATET ¢
%£/00.1 mg/ml ~ £/00.5 mg/mlzX £ /01 mg/ml » HEEWE /DS mg/ml ~ £

/10 mg/ml ~ £/ 15 mg/ml ~ £/025 mg/ml ~ £/030 mg/ml ~ £/1:40

o

E2)
£/038

mg/ml ~ % /150 mg/ml + % /060 mg/ml + % /70 mg/ml -
mg/ml + %/190 mg/ml= % /1100 mg/m] -
6 AHRZFEITEANADCZER

[0431]) fE—EFHHId - KA UTEY K/ EBCAEREERTEVIBIE0E
BRI (P A ST IR 2 B HEY S YA iR B EH &Y E
o] FE IR R IR R i EE -

[0432)] Wt BEFHEEYFNEEVE Y 2 HEEE£40.1
png/mlE&y450 pg/ml 2 MEXE » BE—SFHAF - of = NEGBDIT

Bl & 2K THES fe /B HEEIE © £/00.1 pg/ml ~ £/00.2 pg/ml ~ £/10.4

I

pg/ml ~ £/000.5 pg/ml ~ £/000.6 pg/ml ~ £/0:0.8 pg/ml ~ £/01 pg/ml -
/D15 pg/ml > FEWZE /D2 pg/ml ~ /05 pg/ml ~ /010 pg/ml ~ £/015
pg/ml ~ £/020 pg/ml ~ £/025 pg/ml ~ £/030 pg/ml ~ £/0:35 pg/ml -
2040 pg/ml ~ £/050 pg/ml ~ £/075 pg/ml ~ £/0100 pg/ml ~ /00125

pg/ml ~ £/0150 pg/ml ~ £/0200 pg/ml ~ £ /0250 pg/ml ~ 2 /1300
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pg/ml ~ £/0350 pg/ml ~ £/0400 pg/mlzk£/0450 peg/ml - JEFfE - A
P ER B o 2 R TR & IR BUR P 1 BLUR IS R RS < e < SR A RE - B
TEARIB TSR & 2 Fll R & B ZIF AR IE -

[0433] HXEIE IRBHER/IEEYER N ARG EE 2B E
[ HE 4R SN -

[0434] HPNEEAHREE I MBEVSEGY CBHEESY &
BEEHE B EYESYNREATEHRELATME ZHEEO.1 mg£ 100
mg o fE—HLEFE G > HEEE CHEGEATHEEZBENL mgEyy
75 mg o fE—ELEHEMIF AR E HEGEELATEEZREE]L mghl
20 mg 2 EMBEBATEEZRBE] mg®s mg o f—HEHEFHF - &
Bl 2 BB (BN T H S Y B EL0.5 mg - fE—SEF gt - LEEE
CHEIEGE N T{EE > BEEL0.75 mg o ff—EEHEEI o $EEE B R
BEHEBATHEBELN] mg - fE—ELFHHAIT > HHEBZH CHEGE
AT EEE B ELL1.25 mg - fE—ELFMIF - WEBZ FHEGELT
{EfS < BEEEY1.5 mg - fE—ELFHEfF - B EZ ZHEGEL T HEE 2
FEEELY2 mg o [E—EFHHIT > EBZ R EGELATERECBEEY
25 mg o fE—EEFHHF - WEEBECHEGELOTHEE ZRBELS3
mg o fE—EFHF > HEEECEEGELT{ERZBEL3.S mg -
E—EFHA T > HEEFCHEGEATHEE ZARENS mg - f£—15%
Tl - BB KB GE A TR AR EL4.S mg o £ —EF
Fo GEREFE R ERELATERZBELS mg - £—HFHEAIF - #&
Bl W B (G TH S Y B ELS.5 mg - fE—SEFEHd - L EE
ZHEEHBFATERE ZARELN6 mg - £ —SEFHH T - REEF ZHE

I

i
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HEOTERR ZASEL6.5 mg - L —EHEH T > KHEEE ZHEHREL
Friffe 2R ELT mg - L —EHHEH T - KEEEIHEGELTFERE
ZBGELNT.S mg o E—EHIEH T > REBEHE IR EGBL T (AR ZEE
&8 mg - AE—ELEHHH T > KLEAEE ZHERE ST (ES 2B ELS.S
mg o

[0435) fE—SEHEMIF > SHECHASCHTIR ft 2 B R S VRIPIR
VG EVGENEGREZ ZEREERBEANE/R A TEL > FRIEE
B ZBREMEERA— A AGEB(E>10%  Bome B8 RELE - f£—
EERAT > HEMAEREE > RIEEEREEBI00 kg f£HLHEFENR
T FIEREF 100 kegfeEHEtH - AE—EFHEHF > HHHEZ1.00 mg/kg
FIE/KEZEE  AEEHRI00 mg : HEOH£521.25 me/kg i & /K4
LB RAEEH125 mg -

[0436] fe—{EEHEHIF - #&J100 mg/kgs FE K ~ €975 mg/kgsk
FAK ~ &950 mg/kga AR ~ €925 mg/kgBlE K ~ £Y10 mg/kgBFEAK ~ &5
mg/kgEFK ~ 1.5 mg/kgEFE(K ~ £91.25 mg/kgB AR ~ €91 mg/kgsk
FAK ~ £90.75 mg/kgs(E AR ~ £J0.5 mg/kge(E K ~ 3(&0.1 mg/kgBE (K
Bl E RV AC A R BEH SV PR BYE S WS~ 470~ 33
2WENRLGERIRIE - AL —EEHHF - R e ARt Z e 2895
eV S oY REY1-1270 > HPZEFREAHEE > flaEgE—
KMWBE—R-BA—RK - WH—R > ZH—-REFRHA > LAHEDEER
E o AE—HEHAF o BRBIE (FIL00.1-15 mg/kg) WA F B (F40

3-6) c ALHAMEFEFI T - BRI E (FI4025-100 mg/kg) 1] DLA KSHE

g

5
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[0437]) F—SEHHIF » £ ERFMEWGIO—F)N > FEWHE
ZBER(FIANEY14K) - |n) B T B B OB B YRR G A SC R R it 2 BSR4
LY BB S~ 2345678910~ 11~12~13
141516~ 17~ 18+~19~20 21222324~ 2580267 » LLFEIH &
IBOaFEIE KPR EHEL R NTHK 28 - £90.1 mg/kg ~ 0.5
mg/kg + J0.75 mg/kg * %1 mg/kg * £J1.25 mg/kg ~ £91.5 mg/kg + 42

+z:t

mg/kg ~ 22.5 mg/kg ~ 493 mg/kg ~ £&94 mg/kg ~ 495 mg/kg ~ 410
mg/kg ~ 4915 mg/kg ~ 4920 mg/kg ~ 2925 mg/kg ~ 4930 mg/kg ~ 4J35
mg/kg ~ 4940 mg/kg ~ 4945 mg/kg ~ 2950 mg/kg ~ 4955 mg/kg ~ 4760
mg/kg ~ 4965 mg/kg ~ 4970 mg/kg ~ 2975 mg/kg ~ 4980 mg/kg -~ 4J85
mg/kg ~ €990 mg/kg ~ &J95 mg/kg ~ £9100 mg/kgeiHAH & (JRR - EFHEHY
FH — KB & o] E = e A AFE])

[0438]) FE—ELFHHF - /£ —ERE RGO —F)AN - =&
Z BEER(HIE21K) » (7] B 5% B B RB 2 BV SR B B A SCRT IR it 2 B 854
e inEEYEEY1~2-3-4-5-6~7~8~9~10~11~12~13~

lll

14~15~16~ 17 ~ 18 ~ 19 ~ 20 ~ 21 ~ 22 ~ 23 ~ 24 ~ 25826 K LAFE [ K/
BOREREE  HPHRIEHGEG ML TR ZFF @ £90.1 mg/kg ~ £90.5
mg/kg ~ £90.75 mg/kg ~ 291 mg/kg ~ £91.25 mg/kg ~ 4J1.5 mg/kg ~ €2
mg/kg ~ 22.5 mg/kg ~ 493 mg/kg ~ £&94 mg/kg ~ 495 mg/kg ~ 410
mg/kg ~ 4915 mg/kg ~ 4920 mg/kg ~ 2925 mg/kg ~ 4930 mg/kg ~ 4J35
mg/kg ~ 4940 mg/kg ~ 4945 mg/kg ~ 2950 mg/kg ~ 4955 mg/kg ~ 4760
mg/kg ~ 4965 mg/kg ~ 4970 mg/kg ~ 2975 mg/kg ~ 4980 mg/kg -~ 4J85

mg/kg ~ €990 mg/kg ~ €995 mg/kg ~ £9100 mg/kgB HH & (REN - EHIHY
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FH — KB & o] E = e A AFE])

[0439]) FE—EFHHF - £ —EREERGIO—F)AN - 2EUHE
< FAHI(PIAN4Y28K) - [m B3 1% B B 2K & 0y SR B Rl A SO PR it 2 B 45 4H
e hifesEyEEm ~2-3-4-5-6~7~8-9~10~11~12~13~
14~ 1516~ 17 ~ 18 ~ 19 ~ 20 ~ 21 ~ 22 ~ 23 ~ 24 ~ 25526 R DA FE I K/
BOREREE  HPHRIEHGEG ML TR ZFF @ £90.1 mg/kg ~ £90.5
mg/kg ~ £90.75 mg/kg ~ 291 mg/kg ~ £91.25 mg/kg ~ 4J1.5 mg/kg ~ €2
mg/kg ~ 22.5 mg/kg ~ 493 mg/kg ~ £&94 mg/kg ~ 495 mg/kg ~ 410
mg/kg ~ 4915 mg/kg ~ 4920 mg/kg ~ 2925 mg/kg ~ 4930 mg/kg ~ 4J35
mg/kg ~ 4940 mg/kg ~ 4945 mg/kg ~ 2950 mg/kg ~ 4955 mg/kg ~ 4760
mg/kg ~ 4965 mg/kg ~ 4970 mg/kg ~ 2975 mg/kg ~ 4980 mg/kg -~ 4J85
mg/kg ~ €990 mg/kg ~ &J95 mg/kg ~ £9100 mg/kgeiHAH & (JRR - EFHEHY
FH — KB & o] E = e A AFE])

[0440) FEXS—(HERGIF - £ —EREERGIO—F)AN » LaE
H (BIa04y30K) Z Wil fEl b - 1w 55 1 B B 2O B Y S G oA ST (2
BEHEYI ZIREYSEE1 223456 -7~8-9-10~ 11512
RUFAV R/ECEREE > KT HEHES ML FTHEMKZEE @ §90.1
mg/kg ~ £J0.5 mg/kg ~ £90.75 mg/kg ~ &1 mg/kg ~ 4J1.25 mg/kg ~ £J1.5
mg/kg ~ 472 mg/kg ~ £92.5 mg/kg ~ 493 mg/kg ~ 494 mg/kg ~ 45
mg/kg ~ 4910 mg/kg ~ 4915 mg/kg ~ 2920 mg/kg ~ €925 mg/kg ~ 4J30
mg/kg ~ 4935 mg/kg ~ 4940 mg/kg ~ 2945 mg/kg ~ 4950 mg/kg ~ 4J55
mg/kg ~ 4960 mg/kg ~ 4965 mg/kg ~ 2970 mg/kg ~ €975 mg/kg ~ 4J80

mg/kg ~ 2985 mg/kg ~ 4990 mg/kg ~ 495 mg/kg ~ 49100 mg/kgai H4H &
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(JRBN > FHIEYEH — K& o HH E = e A AF[E]) o

[0441]) FES—EEROIF - £ —EREERGIO—F)AN » L&E
WA (BIA0E60K) 2 B fal b - m) 8 5 15 BB 2 & 1Y 38 e oA SC PR £t
CEHEHEGY ZUEEYSEEY - 2~ 3~ 4~ SECORLATEY K /B0 HE
iE - HP R EGES ML NHRZEE © 490.1 mg/kg ~ £90.5 mg/kg ~ &9
0.75 mg/kg ~ £J1 mg/kg ~ £91.25 mg/kg ~ £91.5 mg/kg ~ 22 mg/kg ~ &
2.5 mg/kg ~ 493 mg/kg ~ 494 mg/kg ~ 45 mg/kg ~ 4910 mg/kg ~ 15
mg/kg ~ 4920 mg/kg ~ 4925 mg/kg ~ 2930 mg/kg ~ €935 mg/kg ~ 4740
mg/kg ~ 4945 mg/kg ~ 4950 mg/kg ~ 2955 mg/kg ~ 4960 mg/kg ~ 4J65
mg/kg ~ 4970 mg/kg ~ 4975 mg/kg ~ 2980 mg/kg ~ 4985 mg/kg ~ 490
mg/kg ~ €J95 mg/kg ~ §9100 mg/kgelHAH SRR - FEHYEH —XH £
A AR [E Al A AHE) -

[0442]) FE XS —(EERGIF - £ —ERF GO —5F)A - LLEY
F={EH (FIm4y120K) 2 W fa fE b - (5] E 5 15 B 2R & Y 38 Bo 14 5
Pt 2 BEl eV < R EDEE Y1 ~ 2~ 384RDATEY] K/ 2087
iE - HP R EGES ML NHRZEE © 490.1 mg/kg ~ £90.5 mg/kg ~ &9
0.75 mg/kg ~ £J1 mg/kg ~ £91.25 mg/kg ~ £91.5 mg/kg ~ 22 mg/kg ~ &
2.5 mg/kg ~ 493 mg/kg ~ 494 mg/kg ~ 45 mg/kg ~ 4910 mg/kg ~ 15
mg/kg ~ 4920 mg/kg ~ 4925 mg/kg ~ 2930 mg/kg ~ €935 mg/kg ~ 4740
mg/kg ~ 4945 mg/kg ~ 4950 mg/kg ~ 2955 mg/kg ~ 4960 mg/kg ~ 4J65
mg/kg ~ 4970 mg/kg ~ 4975 mg/kg ~ 2980 mg/kg ~ 4985 mg/kg ~ 490
mg/kg ~ £95 mg/kg ~ €100 mg/kgeC H4H & (JRRI - EHEVEH —XEE

A EECAT A AR E]) -
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[0443]) {EFEEHEHI T - R EEREFHICA AT M 2 B g
EYNREYGE SV IR ERNREHEN - LA ~ FIRNEGEE
(B SRt i 2 HoAt R AR IR (5 il 152 Y o S & A] 45 i = m] A #8 i A [E] 12
BURTERE L o AL —EEFHE W]+ > sHECEA SCATER it 2 B 8830 VI Ry DU AG 2
VisE ) AT AL AL & & — B BRI NG BRI 2 [ HF BE.2 1% 46 i 25 1 1 B
g -

[0444] {fE—SFRENEHI T > SHECKRAFE Mt 2B E
VIR YIS e B U E A T ERR Z BB ELY0.5 mg ~ £90.75 mg ~ &Y
mg ~ &J1.25 mgBi&Y1.5 mghil &8 HAFIRA (V)£ 5 BT 2 8L -

[0445) fE—SEFRENER T > HECKRACFEM 2B E
VIR YIS eV g =B R 8 - DA T M 2B ELN0.5
mg ~ £J0.75 mg ~ &J1 mg ~ £Y1.25 mga&y1.5 meHIE#HHFIRNAV)E
BB L3077 s B o AL —EEE RS - FHECHCASCRTIR (]t 2 B 454
BV RE RS HREE =B ZHINE IR K B8R - BRIk
(V) ER BB ELE Q307 s I B - fE— S HHPIT - Z A E— P aELE
B = B TR RFFARA (IV )3 5 206 03 21 152 B o0 2z A 5 TR 4111 A1) ) —
HER - AE—EEHHIT > AP e g = E ZEAMRIELIR
& IO AR Y (DV) 2 B el 2 2R P B o0 e A A B H U » A2 — S5 F R
R ERG R GRIRGED > HEFIREEFHLIZ200 mg 2 KLY
307y i L o AL HMMEHEHI T - e in & B GIE RIRr Er B4 > HE
BT FE 2R BE 5 LAY 1200 mg 2 E4E4Y60 57 $E 03057 S I o {F— LB & HiE ]
o AR Y &V B A e i A RS R e R IR B R BUR R
RERNEREARE LB RS - E—BEHO T > KRR sEYE

[a—
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V)L BT F 0 7 e 2 B 4111 A1) R s F 1 ) B2 A& BRI P 2 J B (R 36 Y R
HERMRE E R EE -

[0446] {-H M ERENEFA T > HECKRACFIE 2 B a8 G
VIR S e kN E = 28 - AT EEZREL0.S
mg ~ £70.75 mg ~ &1 mg > £J1.25 mgay1.5 meRl & HAFARIA V) E
BB K LY30 7 s B - A — L E Mo - FHAC R EEH oY) 2 DiAe 4
VE VR EE28 R(UE) B ZF 1R ~ FIRKBISKLH - ff—L
BHaGIS > sRACREE S eV LR EYIE SV B S (E28 R (U ) 5 1
ZHEIR -~ F8RKFBISK > FEMFFARA V) L5 B &L L3057 i -
E—EEHA > & AE DS EEIE 2B R R RN AV)E
B R ok L i ARSI AR — 2 K - AE—EFHEH T > RERE
2 H0 A6 2R TR B B BT o AL ELA BB B o > o 7 e A TR A1 A R (R BeT iy Bk BR
Pl AE—SEEHAIT - IR RYE SV e e BRI HIEDE
I RBUN R R E SR B A RE B 2 EE - (£ —EE P
o RPLRS SRS S Y I AR H R i AR SR R B R BN R
R R EAEEMIRE LB EE -

[0447) AP EAFEMESHEZFEERM - K LfErAsE
o A SEIRYRRy 8 B 15 58 2 BEl o HEBR R E 2R ZE R - 58P E B
PRt~ A B R~ HE B - ik (assay) By it (analysis) -
AL > BE AP R B A RHA R ZANFREE ERIAZEH > (HASC
T3 N R DA b L FR AL A S I YRR AR -

[0448]) ASEHH 2 %5 E G HE P 2R A S H - BIEAZIH A SR A
RE A 20 2 i R o fEBIEE AL A0 1% - AHIEE S A & A 81 5

Jcii#
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e EHE A BAE 2 - HEHZ 5 208 I IR ilo & m 4L 38 & 2R
HHRE(EE R - WL - THHTAZ I A DIBR A S B el « 7 X ohay 5 =0 E
B 0 HOARSEUHELRE W A A R AT EETRYAE BRI F a5 A s B P Ak 2 £
RHIFT A BB FRY) © AL > BRIEASL S IMEREC S IR T SCHECT
& AR #IEME R BERAAEHTA T2 bt ZEMAEE -
[0449) ARHAFFAISIHZATA LRE - EFHFEE - FEERET
K HAM S R L2 5 HZ AR FAA T - A5 AR AE R E
HAR R E R — (8 5 A B R BCE R HEE ARG [ Z 2 FA— i - A
w2 AP ER A HACAH R R R H ZATRVIE RN E - A3
A e RERE Ry R EE A SR I MR AR R A e 3 B I e R LS B 2R - BBS1 - FTig
2 ARy H BRI [F 5L Bl RE 7 B AR L AERE < B IR AR AV H A -
[0450] EuiA#H 2L EERD] - @E WL - EHEEEA
HEANSE I G i R s B RV IR O T S AR o NI > BERER Sy i L il
T A Es B T B PR ) FF 3 S5 0 o [ o P 8 A0 Y AN S I L B E
¢

—

[0451) DA RARHFE S 2 &5 775 R et aviEm - B §4F = —
Fse A I T ity 2 4R A 0 el B R (50 AN IR 2 Se B o N A R i - B
ANEARRFIAZHAANR HEEH L ASNEHE - HHITABEREZRUTE
O T HRAIST 2P A e o [ERAE - DIRAEISRERE B 2 H 7= M i i
RNEFNT - 1 T % S I DU AR BUA SR B 2 BURMERA <~ B R
DY - B NERFTARFWAUE - JREH) BN - BIEZRE L%
BhuiRs i o
1 B - Ha22-2(2,4)6.1veMMAE/ESEBAIGIEE L B
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[0452] 191P4DI12{rfEfE4H &% ~ dHf = m Ry K 8RB DR HAL
TEH ST 2 REIERBEFE191PADI2 5k B b g A R &
ADCH#AT Z AN B4 HIZ < Ik - ¥ Ha22-2(2,4)6.1veMMAELE A FH 5
B ~ iR - L R e RAERS I /N B R th AR RO -

[0453]) {r/Ned e i ZEAE S M 15 AU (B 40 B T R SR fir ZAEAS A ) i
RHBEYE S HERE R RER R 2 IR -

[0454]) FEHLHEMESCID/NGE 2 AR FOER AL EE B EE
[ (Collaborative Research);E&r> 5x 104 108E B 4MHT » B4 K F(s.c.)fE
# o B T HIERADCHE BRI RL 2 Sh3 > (LR SRR AR 2[5 — X > BAtA
ADCEHT - fE R » S/ NEUFES 4L 2 AFAIgGEPBS © =G 7 A FH4H
B AR R HHBRFUR VAL 2 MAD - LU0 R5E o R ERIG
HPBSTEREREAE R HHFL AR - AU HERREERBE AN - ILUE
xR ELGTEEERE  HPEEGR/NRTAREGR AN - Bt
MR EREELS cm 2 /e o

[0455) SRFER M 88 (AU 09 — (BB 25 (5 8 % BT 55 390 1 8 48 plk K ifn
EER - EBERTSHACANHNE 25 - BEEHAELGEREE
IR A& (518 AR » B AR ME 24 e 2878 57 =TS0 e g s 2
(Davidoff% A, Clin Cancer Res. (2001) 7:2870 ; Solesvik% A, Eur J
Cancer Clin Oncol. (1984) 20:1295) o }i A% & /Ny T B 57 5 4 ik > B 2
GIR B IR M P E A 2 A2 P > S8 W0FE HTHC 53 #7 BE TR 4H 48 & L FE B AR
BT ST -

[0456] Ha22-2(2,4)6.1 ADCHII I fififE K #L 8 RS E Y 2 PR -
B AE RS R Ha22-2(2,4)6. LADC{L AR BT - BEFOME K ALE 2B
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B0 oz B e (L S M A M S M B B R Y S

191P4D12 ADC :

[0457] DL LfEZLEF$1191PAD12 2 BE MR RS K HLBIMMAE » 45 &
Y) - Ha22-2(2,4)6.1vcMMAE (% #5 (H FACS J [ 75 % fig =2 2 %1 FH 7t i 2 H
&6 191P4D12 7 s TRV HAth )7 /AR L -

Ak R REBEY)

[0458]) “NptIEFLfiTRFTED - #BT-483 R HPACHRE4EFF Rl Al
L-ZBg % F2 10% FBSZ DMEMH © AG-L4EFEM Y55 T SCID/NE
Hh G BT K 4T
Ha22-2(2,4)6.1-veMMAE$ R SCID/NE P FTEIT 2 AERHEREESHE
YIAG-LABI T

[0459]) B —EERYT  BERIEMEZESHEYAG-LAFE BT
SCID/)N B, B S8 AR A 7 DASR R 07 U B R R B R I DD R Al 1 mm)?
INBR e 1N (6) B/ NBRAE A Z(FSCID/NE 2 RIFE T » AERTEBBN T » £
AR BERHER200 mm® 2T UBETE - &5 7) KRR A #EE
JEH4EB110 mg/kgHyHa22-2(2,4)6.1veMMAE J $f B ADC » $5 B i 2 |
B o B ADCHEGENBRGEATESNSHY Z@EREE - 8354
KAEFHE R E AR ENEREER - LEE xRE2: EERERE > L+
BEH/ NS BREHGR AR -

[0460] 4 R & n - M & 7 ¥ B ADC - FJ Ha22-2(2,4)6.1-
VeMMAE J& 9 BF S8 4111 i) #82/N B P B2 T A A 2 AG-LART & 221 A% 18 1Y 4=
& o (E2) - Z5b » RHFEFIFAHEAM191P4D12 MAD « &5 R KRR -
Ha22-2(2,4)6.1-veMMAE$ A SCID/NE R T &I AFAEREERH
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YIBT-48309TH3

[0461]) FEAERET - EH ASFAREBT-483 MM & £ (i REBHE
V) 2 FREBEY I GFERESCID/NE FAEEHEARER  DAURE 77X
W 5 G (A R R L DU R R mmP /B © % 7N (6) (/N BRAE A Z{ESCID/NER 2
fIRE S - FEABFEBELT > HEEER B2 HEF100 mm’ 27T L5
' - U (4) X % b A% Ak N OHEJE X B 4 B S mg/kg HY Ha22-
2(2,4)6.1vcMMAE K H IRADC » f&BVU(4) KK E - 1812 ADCHY & (£
IRERAS BE AR IS HY S BN Z(E R A 5 © B3 24K I AR 2 12 B i e
BAR - LEE <xRER2IEEERERE  HPEEAR/NCTHREGRR
RRAT -

[0462] & R Hion > M &5 ¥ & ADC > A Ha22-2(2,4)6.1-
veMMAE &I EHIIHISCID /N B 1 f¢ T E A Z BT-483 %, J5 i AL 1H
VIR o (E3) - 5 > AW FE T IR HHA 191P4D12 MADb © §EF R
TN

S

I

[0463] @EEIME ~ E2K3B /R > EHEKNIEADCHEEEE - &5
Ha22-2(2,4)6.1vcMMAE 2 191P4D12 ADCHEER{IIFIZZIR191P4DI12 ~ fiE
FAIAERY A & © NIE > Ha22-2(2,4)6.1veMMAE® R Y65 H By UG K
‘B S MEEERE o BLRE O LR A
2 B2 - FHIHCEAEERENE T Z191P4D12EHE

[0464] FErhREESLEEMNEAKBEOAFE ~ GO~ GiDBEK
(vVBHSEEE L EEEEAETI9IPADI2EHE ZRW - 5 2 > &
R EMEE « o A 2 AR VT E R Y () WOeR U & Al ] 1 35 P

25 153 HEEHRIAE)
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Rk EZzEYRBRE - EKIWAEISTT » & EZ-Retriever fif
(Biogenex, San Ramon, CA) 1 Ff§ EDTA i J& & {8 /& (Biogenex, San
Ramon, CA)RH307 88 - #% - F3%BRLEEREI SV R LAEN IR
Ml EALIEE M A0E o (8 I 0% & 5 8 £ 51K (Dako, Carpenteria, CA)
MHIIERr &S - BB KA ER/NETT191P4DI1 251 Ae B [ B ¥ I8 —
T E - BE1& > FSuper Sensitive™ S ¥)-BRAR S S (LB (HRP)(H M %47
REZFUR > B A Super Enhancer™FHE|T I E - lEAESY)
-HRP _K}ifE4E &%) (BioGenex, San Ramon, CA)— LI 540 - B3 >
{£ FIDABE#H (BioGenex,San Ramon, CA){EsZFUIH BT - ERHEARE
Wiz e  FAEMEAETEMEREET N - EH191P4D1264 %
RIEMERBENEZEAEFT ZREELE  UHELERER - (2RE
4A ~ 4C ~ 4ERA4G) - BT HIEIUEAHE-BERELE - (2R
4B - 4D - 4F KL 4H) -

[0465] &ERBUREBEREM - A5 - Bilg - At - ONEL - & KRB
SURAS  EEANE T FAE191PADI12:E3R - IEFEERIER > 191P4D124E
NER S E 3 BT 5 < Hife foan %4 s Ha22-2(2,4)6. IveMMAE 2
eSS YT AR ZE KOoaREHY » (E4A-H)

3 EH3 - JREHZKFTEERZOREREE

[0466] FBEEml 5T ASCATIR it~ 7R B REY R L Hor M e iE
FERNAKREHEEHE FREREREFTEEEO4RBELLE N - G5
Z o FERKEREANBE(TCCA B E Z BEEHRLER > fERNA
JEH FEEEAGED-4RRZERME - 55 HAMEEITZITHC ) A E
KEFRIERR CHBEL FEEEO-4E0EIVRE - WHR6FIR » 65

5 154 HEEYIEHE)
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EH-4 RNARH 2 BERESUNCESEEA LEcEG4RR TR

e o

AFEATE SR RIRGE S EH-4 RNARGSEH4EHEWNE

2 (B T MMAE Y SR » S0{E SR G MMAE Z BRI T -
AURF AL B BB MBI - BEICEHIMMAENF 2 85 - 2 H
B AR T N S TR AR B <
%6 G5OE -4 RNARI 2 B M M THC P i R 2 45 &

H -4 & M-
HC TCGA HC
AL RNA R2
AdE 78% (512/654) 93% (1036/1114) | 90% (199/220)
fEIENSCLC 62% (145/235) 90% (451/501)
NSCLC-§5& 64% (136/212) 88% (466/530)
NS 59% (79/135) 96% (501/522) 77% (98/128)
= (GEI)JE 26% (108/416) 66% (94/143)

109127017

[0467)] Fo6f 2z F&RER - #HIKNSCLC ~ 5 (GEDE -
HNSCC ~ NSCLC- R & ~ ik B8 S5 % K 7L % (& #& HR+/HER2- 7L &
TNBO/ERNAREHE EGH FEHBINERHEGEELS -4 - LFERBENYH
MMAE ~ £F1t ~ EAMMAE R REIE Z A EMBUE - MMAER RFTE
P MEETE TG R e R H S AT =t - NIE - 8ANSCLC ~ &
(GEJ)JZ ~ HNSCC ~ NSCLC-JgfZ ~ 8k 538 S5 K 7L % (Bl FEHR+/HER2-
FLFE K TNBC) Al 8 A SRRt 2 R B B HAELL N E O f Arf a2 A
bt Fe oG
4 TH4 - ERELKERZ BERHREBEEEETRER ZER
hEFEHI191P4D12-ADCHYRAARED « .0 - SEF 28R
4.1. 555 BE 2l

26 155 H(EEHRIEE)
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FHGTE A0202

1103036512-0



1873167

4.1.1. 8%
{L&EY4TE - FRPEE -
51191P4D12-ADC A

(Ha22-2(2.4)6.1vcMMAE ; ASG-

22CE ; FREBEHES])

HHoeREERE ¢

ERBAH ALK EEZ HEln i@ i e g R iE R 2 (ERR o E R B4 THY

FRRUEEC ~ 2l ~ ZAHEUPRA

W EEREE

B e

FEEE

o WEE N HER 2 BB E R | o {IHREMEIIF (. FFE(blinded independent central
(ORR)EH » TEERFEEDI4E | review » BICR)FTHEE @ MREFLIREBERIEGE

%71 7 FilER EE [ TEZF{E 24 (Response Evaluation Criteria in Solid
Tumors > RECIST)#EsE 2 ORR(5E & 2 JE[CR]+ED
57 K FE[PR])
REBR
o Tt BB | 2 R IEF | o #2HG1IKRRECIST - {REIF9T A\ BFH(EHEZ 2 ORR
4EIEE(DOR) o 1751 . 1/FRECIST » #{#EBICRZE(LE 2 DOR
o Rl BB P4 T 2 B2 | @ #2H01IKRRECIST - fR#EWF9E A B5F(5 2 DOR
il (DCR) o % M9 1.1 ik RECIST - fR # BICR ¥ 1§ =
o P FAEHE P4 L) T 2 fM#EE | DCR(CR+PR+{EEERK([SD])
7 5HA(PES) o fZHA 1 IRRRECIST » 425 N 5575 2 DCR
o L& HHACOS) o fR#EBICREY(E 2 PFS
o SRERREEEI IS T 4t | o tRIZIHSE A BEF{5 2 PES
S =2 ® OS
o 2l
o N RE{F(AE)
o F = AR
o e R EMNIE

o 12757, EE &l

o 3= [ B = & UE BE IR B 9¢ & 1F 4H 4 (Eastern
Cooperative Oncology Group * ECOG)#E f: ik fE
(performance status)

HINEE
o SHE T REBL ARSI HHRARYVE | o TIREELAMRAE A RIAV A R AS /B A £ VG
£ EE N EE o /B H At A V)1 G Y1 EFE191PADI23ER
Y1 EFE191PADI23ER o HENREENI4E )] KMMAE 8818 12 2
o TR T REHE | BOURED > CualBE45 RIS 2B e Cal48 8577 2
BInft ) TE (MMAE) Z 258 JRED
J1E o PR AEBEILE L) T 2 PUAEEDIRR(ATA) Y 38 £
o SHERRREE A T 2Ryl | &
o SHERREEDIL XL ST ETE | o fRIZEuroQOL 54 &% (EQ-5D-5L) K & i A &
B (QOL) 7 i EEEH ¥ 545 B (Patient reported outcome » PRO)
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BN IEBFRT R A B4R

163 K HARRIKISO(ERF 75 FT

TRICEER -

BELRSER Bt s e E M E R (ERE - T

o Z T RIS NEF A RE 288202 (HR+/HER2-) AL5E

o —[&M:# JE(TNBC)

o [ IRIE/ NHHEATFE(SQNSCLC)

o JEMEIRIE/ NAHHEHTIEE(NSCLC)

o UHSHTE

o S EERE

AW/ FE 4 ERHRE -

64042404, B A T ERIERE ~ [Ef  FAEL40[ERE

roeEE T

RISERE% e TR A A SIS BB EE DT 42 TR R BE —EE575(1(E BB B af R sisag 14 ik
B RS AR 7 AR (ERS T > BUAER G M R VR — TEB LD ~ 20 ~ SAHSE28A
7% o {40 (EREHAU A LI T 64H R 2 B4 -

%140 : HR+/HER2-H.J% ; =
024F : TNBC ; =

%347 : SQNSCLC ; =
440 : NSCLC ; &

SE54H  UHSERE 5 =R

64 EF&?LF

FAE VT BB EHE S Z LR STy TR oA - A£20 R (ERRELIBR 21 - H4E
TERHINTT It B AT SFE MRS R IE - (i B AT i £ 55 2 B15% 5T (Bayesian optimal
design for phase 2 > BOP2)(ZhouZr A, 2017)5 8 FATRGARA - IR —4H > B2
FtZBOP25gET - & B TERD 2 SRE(CR MPRAIERS Z B H /N S PR R Z FHE i/ D L
fEEEHET > ZHZ B E L &R EEHEIE EEF R ZFTHIRRE -

FE—EY > EEsESE8RBIIZ FEIR ~ BIREISRKBZHEHFIRAAV)EFE
11.25 mg/kgi & 7 REEEHES)T -

AT EUT 3P FLAHRL ¢ B/ AR H ~ Ja A K FEshE] -

B s/ AR IE S — B 5B Z AT 2 228 Rag 4 - AE)aRH - HEE LEEIARG - (B4
FERFE28 KRBT B UK ~ FEIRKFISKIEZREEIEST » HEwe —THIBET
1A o fEETE/ ARG HIT RS AA R BT - B A STaHRiE - &84
(SORETR)ERHITIRIA L - EE(ERS HIR P ERT 2 SR ikRE ~ FEAaHriIR N
BEFOL SR~ BEIRES ~ ReEHaER - DI AR R -

HRHR L IRRRECIST » HHY BRI ST bR T B kR S M R N o (W e R 2 (ERe UG
FRIRIEEH ] H 8156 R+T RO EHE Z i imt - H 2 (BRe L B SBAERT 2 R
& ~ FUBRHIDUERDE ~ SEL ~ BEIFEER - RETEIISTEE R » UL LRI R -

FERFEERIFE 2 1% - R ZRRHEEF12BR4RLTR) K

FE ST ERAERE < TR R SR R E DU R A (LU RV ) 2 1% - £ RHIEELET
128 I8 (A DU E (0 IRAE - HEET ~ BEIEES - KEHEFasR - UGS
YRR -

5 157 HEEYIEHE)
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HESY 2 ORR{A L EHIE - fEEE 2 ORRIEZ Ry & B S B (AR IR 1. LIiRRECISTHERE Z CREL,

PRAVIEAZ Z LLHT » FZFE(CREGPRYESS — R IEZ 1R4 4 (28 R+7 K EDFI H B RUR IR

THARERT -

A FETE E 2 Tl - USRI b AT T EE VB D 22 R UG BRI DAz (ATA) 73 AT - (H A

& Bpng < oy A ERNIR S A R RE B HTAE %) T KMMAEZ JRE G EFAEATA » f£ 5%

fa g Z RfEles > R METTEYITECYI T - W ERERE - FMEHEYPEECYIST

i °

PN A ERIERS Z 7 a R 1R

o (HAS %A slik Z I R R

o (ERSRHIEHT DR FA

o (Efz s mA A2 2 =t

o LM ERS A

o gt NBAE T ILIBFFAE e R m

o (R K IF LA

o AW A A SREF 2B AIET L - (BTN EE% TR T ILIaRE A [T 2 5
Woe H/R R g 7 =y ARSI - EAe AT R BUT IR o Z AL — (o (A

A=

g
® K5h
o JEC
o (EASHEIEE =

Ya 1L &k B R B & (Independent Data Monitoring Committee * IDMC) & H HI & A A0
e EMER o IDMCH R IFAEBIT 2R 22 EREE - SEiftsefEsd - &
B E R -

N BREREEAE

SN -

ELAT2EEN > AHERR &R -
HRBIEEBAH T 2 A EE -

L. EEREAERIEFGE 1T - S IR EEY) 2/ - 2B (EREEEER
7 Z& B & (Institutional Review Board > IRB)/J& 37 fit ¥ Z&& & & (Independent Ethics
Committee » TEC)$% W[50 22 /A (B A1 = B R S S5 PT 2 (B IR AL R EHEE
(Health Insurance Portability and Accountability AcOfZFE) LA EmAIEREE S
MeES -

2. MREBEHMES  SUREREHFZANBEREESZICHE DA -

R IRRECIST - {E#gEHA 1T 207 B -

4. (EREEA H R B siE S BSR4 - AR R ES M EME
SRR AR EIERY - B MEERARS - R{ER I aE 2 mia R U A g DA
GRS - S ERNZ2MEM NS R L > ARG aBERIE W
BHEUARTTHE -

5. {E#s 2 ECOGHSREARRE F50EL1 -

6. [EREEAMUTESGER=ER

o 4EEE M BRETEI(ANC) > 1.0 x 10%E/ AT

o [f/MEGETEL > 100 x 10°(@/AF

o [4T 3 > 9 g/dL

o N ABA E AU (Gilbert's disease) Z {HAg > MIIEHEMELL Z<1.5xIET {H LFR(ULN)

25 158 H(EEHRIAE)
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5¢<3xULN
o WIAR B MM 1528 (i 5 SR T FE Hh 24/ NI PROB U SR FT 2001 AILEF A BR 2 (CrCD>30
mL/min(JR A {5 FH & /NKOE % [GFR] & CrCl) o
o NI TLTEIEBS(ALT) fo KA B BB (AST)<3xULN
7. ZHHERRARE A H UL MG 2 /D 1EER
a. IEFE L ME(WOCBP)
b.[EEHHEZFRNEREES 2 2 BER % B EE 2 &2 /)6 B By 15

#H 7 WOCBP
8. 2 ME{EAS/H [F B H &N Fan B AR ER IR DL AR Bl 1% — HIHF0 6 2146
{E A A7 o

0. YriHIEREE S RIS ER G LA TR LR AE R e ML
%618 B RIERIN T -

10, A T A P 0 O LB B ) > B M (A A B A e (B R LA s
e PRIRFISE 6 1 6118 o F MR -

1. B R AT DU R R MIFTSE B 14 618 R HBENE 7 -

12, 1R 2 5B MR B B (B R D R AR B e TR 0 2 6
(5 A AR et A LR A o s «

13, (BAEE B AE S ARG T 2 S0 6 R 20 TE TFEH% -

PRSI A R -

F14H - HR+/HER2-Z5E

14, (88 5 £ A S S AT TR HRA/HER2-TLIE  Hi R e s /s
FRAS 5 {7 8 (ASCO/CAPYS SR B - BEF BT 447 2 18k 2 B ZE 2 BB (BRI,
M/ S B PR M: + T HER2JS 4 -

15. (B8 5B = B R 5

16. (BB 5 A WS V5 B0 SRBEE P B> 1480 PR 4B R A 22 (AL
(CDK)4/6${IH{E] -

17, (BB A E AL (R o B2 S s R R B T 2 SR A 0 - LR
[RI(BRCA) 1 8,2 EA 7578 A L 296~ (BAS/EIE AP ADPIZHIE & (PARP) I
e -

24 SAMIH

(8. (6138 5 A 440 B U AT N BEST 2~ TNBC © f5SGASCO/CAPIS SR » SR 7
2 4% » 2 2 5 BIETNBC(ER [ /PRIZH/HER2J2 1) -

19. 8188 585 5 B A 5

20, [ERAELE =282 2 5005 » IS EIL B BT 2 RHBOGHE « FEBRCAL
Sh2rh B A 22 (BRI FIPARPHIIB S -

340 ¢ BIRIE/ R

21, B A AR A S TR BT RN CLC

22, (B A B AR P <

23 [BRRER N S A 2 o R 8 © EAESE At 1 28 H P9t Bl 3 -
BB PRBEF H L IR R (B -

24, LI > HERIPD- 1 3UPD-LI F3 T 2% H 4 e R B s R A I AT - BB /A
B2 S HIMEATIIE C B -1 (PD- DGz HBIHEARIEIE B (A | (PD-L e
T2 A -

44 ¢ JEBERTE/ NG

5. [ B A A A A T JE NS CLOCHES 25 B B o e By Y

26 159 HEEHRIAE)
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RN T ZAZ[EGFR B AR K RIS MM E MR (ALK B £ A7) -

26. {E#e A 5 B s R M R

27 (R AL BV e H BRI FIER S B P 2 A 2 R R A R BB 38 TS SEIRIR
12 B A 3% - Al EBRBER S e B S A R B — (B 5 % -

28. =& B (A Z R PD-15kPD-L1 330 f & H s e SR Al B RF SRRy - AlERRZA
EFEZHPD-181PD-L1 -

SB54H : TSR

29. (A B S AH AR ER BRATHE ER bR ST < TS -

30. {E#e A 5 B s R M B

31 ERAUE RS E IR T 2 S TR BRI EREE S - (e
IR R B — B I T A R R CA T % BRIEZ B e ik
oflEl 5 N RIRE 32 S -

32 5 &P B Z R PD-13kPD-L1 30 f & # s e SR Al B AT SRRy - AlERRZA
EFEZHPD-181PD-L1 -

SHodl - FEAEE

33 (Efe A SLAH AR EA SRATAE R bR B s R A -

34. E3e A B B s R M B

35. (B ASZAAE A PRI Mo s SR e B B AL i e R 30 2 A LB R A T ZE 2 R R
JEBEE - BB S B T E AR BICATT R > FRIEZ (B AL 52 Az 6fE H NRA
B8R - BAHER2GVEEF 2 MR EfEZ B HER2Z FEE -

HRERELRE
SLUME—THER - RIFR{ERRZ 28
HRBUEZF A T ZAraER -

. [EfREHEZ3G A LEEEE - AR ES M RRZ HEENGIER LR RE S
ZEARIRAED

2. (EREEA FH 28R HITR LA Z B B SR B AT -

3. ([EREAGENE TS AGCNS)ER - ELUTEHAE > AISTFERAEEERZ
CNSHEREHYERZEI T |
o {EEEE Y F > CNSHEMEALIR LIS E>614
o 5 T HHE 6 MONSHEA > BIERRHRBER E<F K20 mgZ HEM

(prednisone) SR FEW) - FFaE>214
o ELAN I GT BT SRR RS BB A MR RS B 52
o {EIfG A BEHER A

4. ERIEAESREECANEF(ERAESRE - BETRASTF M HERAVEER BB E 2 =
PEQEEE S ZE) > FTRBUERRSD)

5. A2 IR FUEARE IR RE R T ek 2 AR L RE VR Z [HAS AR E B Z R
B UFACETE™) TSR 4ERH/ TR 7T AE © JEbR IR RE=33 eye A HRE
HARBRIIRE (R T S EEAGLhREBUR Z (BAS - FEFR ISR R AHRBEGSIE X ~ &
EIHE R~ LML BT 3 2 RS ~ SR B S B A ] B2 (> RER 20 mgiB BB
B B e fRAAERAEZ (EAS -

6. {EAAES BT Z 3 A N BA R ZIH 2 BRI S - RZ23%H 2 BEFR P 2
F RIMETFEAlc(HbAIC)>8%EXHbA I cAETHE<8% 7 [l » HAEREAR S SIMNERIA 2 M FRIFTIE
AR(ZFREIE ) ©

7. {ERRSCAIE AR REE 420 T SR A AR BB HE B IR ) TE (MMAE) Z fifg- 454745
EVIADC)EHE -
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8. (ERR{ES B4y Z 3N BB RS MR - S ol Z B R
W2 RRAE RS - BAEIERRBERE - & aEIaR L miERpig -
I ERRTF ISR ~ AERRmR S B AR R A T B R A (R e S A B e (R A
EEFADEE AR - SUL(TER Y RGBT 2 TR Z(ERS (R LaTHY -

9. EReAESS —HINTFTaRET » ERlEEZI RS - AEEEBEZ 25 TREY
VBT o TR DU EYI T R THY -

10. EXNMEER BTSN PEBAIAT R (BIATBAUAT % KA R (HBsAg] S B SO L EECHIAT
KRB0 UARICRIFT 3 2 (HCVIRNAEMED) -

11. EANERE BA NE &G Z PisHIV) FRLHIV 1502) 5 -

12 [AS £ 55RO 7 459 2 Fi6fE 5 A BA sCskaIR s 2B 00 (h B B0 B 5 Bh R 2%
7E) ~ FREERLLETR ~ DR ZESRT &4y LRI & B IV Z O BE IR (B RS 7
RN a=3 ) LS

13. {BIAGAES5 — RIS 459 2 M4 N ET T B R T4l -

14 BRGFEZ IETRE ~ (LEEEE ~ EVBUH] - WISTHIZER] « R/SF H e A Dl
e HALS RIS a8 Z A2 R 58 R

15. EXNEASE RRE B HidE 27 T s RAE R DidE 27 T Z 8- ECY o F & (TP B (B
FREHEEL ~ K EESENE AR (LELERER20) A B EBRE A ME RS o Bl BN 4T
W A 2 AR AR RS E -

16. EXIE AR E AL AR R SABUEE - BARRMEVRAE R Z s A5 A
HZERE > HWESERoHIaR - AlRETHY -

17. {E3E A Bt N B Z BB (2 (BAe 1 38 & 2 B9 Z AL AR -

BRI -

R

BB YES)T

Big - S LIRS

RREBEPHE LT TIMER 28 RIEIIZ 1R ~ S8R B ISKLAL2S my/kgHIEFEHIVER

R EL o BREEEE IS T RAN e SR E RS NRERR 2R EERE100 kefvi

FEERSL - AEMFRIER T > BIB(AEIN100 kg Z e RAGERTH - BEEEEIMES T{AHAE4I30

7y IR -

HUATY B 2 R R g B AR - BIBFHE 2 ~ 0.75800.5 mg/kefh v ifry - EHEMERTH

Hop FTFeEEY) H BRI E R E<18k > RIFT EREREE 2 (Eis 7] RN ESR E/KECR

B> FE(RZE0.75 me/kgZ (ERE AEFIENE 221 me/kg) - HatElEss » AR BT RG]

B o 28 7 MRAERER T AT HIEN AR - B RREE AT T 2

EREEREHENTRT -

WP Z e AN B AT RIS A T IR E R RE R Sk %) TR S T Brds 4 - hErds sk

AR 2 X8 QEER) - EEEE 2 HIERFESIK AM 1454 - AIHIGFIERGER

IRai e Z (RS Ay B 4a 25 M) AE R B AE 8 4 - £ P Br&e 4EIIR » R JE STl Z s A S TR

# .

1. T REE DS T MRS RS B R SRR

18R 28 R 4%
EEMEM | BEHELE - {BIaEEH <13 | 1F LG8 H 2 V<1305

M - B 280/ NMOR ) | SREEEIEG - &L | ERFIEG - #ERA
i Fia®HEE | HEREXREeFENE | BREREREERFELE
PE<1 g s E B B & | AT E R LER 8K | B EKEDKE GRS

5 161 HEEHIEHE)
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CR/PR/SD Z FEJE R (50 8% HaZ sl 8/ LB — Bl < H <& £ /049K %4 - Al
BORE# 5SD -

[0652] AR EAW FXATERNKES ZCR ~ HEFZPRESD »
(B & — RAE AT At 5 PDHY(E #8 » FLBOR{APD -

[0653] BRIELLASL » S A0 A (] A4 il g 5 A~ BRIV (E RS - BOR
TE 72 £y 1 Al RHE (NE) B &k (ND)

[0654] ER&R

[0655] tR#B1.IRRRECIST - {E G RAERTAEET - #HPTA B IR
2 HKGEM(SOD)ENER AT - st HESHAERAYSOD 5 B4R/ &
R E 73 B Il #E R AT [ DAY T 25 -

[0656]) [ FERFRH

25 189 H(EEHRAE)

C231640PA docx
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[0657] SZJERFE(TRRALLE 5 —HITFTEEY) 25 — KAC s 2 8
2 HE (P8 % WERY 2 CRECPR)RYES ] - 2515 2 i 57 < CREGPR Z ([ fS HY
TTR - TTR{%#E M1 Z0PE e 5T AL
4.8.2. A3
4.8.2.1. &Y 53

[0658] HI#fE 7 ATREE &R (W Ae R bt 72 B HHE T VB AL & N Re Ko/
SCH A AR VIR AL Y (B 5 191PAD 12 230 BRER PR&G R (D5 ~ 2 & PR EER
) ZEW R T LUR BRI AR E 2B B ELER - EEER
A LAE 5 2B CA s A 5 A A= ViR e ¥ - (R B RR PRIBHEAHRR - =]
FIRAA st PR o AETESN SR T - SEMBE MR A - Afa
WAl 2 BT A ST RN 'R L e
4.822. £ BMERBEREZERSBZ AT

[0659] #hITHEHLMEQOL K PROSIAT » MEZL & 5H & R 2 58 iR -
4.8.3. 1.1[JRRECIST

k1 - RERE © B BRI/ JEERRRZBE.

BEfRE FEE NS wr e
W K&
CR CR I CR
CR JECR/FEPD 4E PR
CR AaHE I PR
PR FEPDE A 2 EREHE I PR
SD FEPDE A 2 EREHE I SD
K EhEHE FEPD I NE
PD Any B PD
Any PD B PD
Any Any <1 PD

CR = EENJE * PR =77 fE > SD = f@ @i ° PD = #ITERMA © KNE = Fa[5HE -

2 - IRERISE - ERAIFERRZEE.
EIEL ) FRE BENIE

CR it CR

26 190 H(EEHRIAE)

C231640PA docx
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JECR/JEPD i JECR/JEPD?
A EREHE i NE
HAREPD H e PD
Any = PD

CR = SE=NJE - PD = #ITMRIF > KNE = A AJEHE -
a¥ IR H BRI > TIECR/FEPD 4 (B TIRERN o [N BSDAE — Lot e rh ok 2 1t i 78
DRGEHEZ A6 - Fr AR A A SN E 2 15 T e e It -

3L T HAESY M PRI 2 i (AR SUE.

HERIE HERIE BEST{ERE
B —{ERF EImb 35 LS

CR CR CR

CR PR SD - PDE(PR?

CR SD i e SDFF AR ] Z A (BRI KSD > & AIRPD
CR PD i e SDFF AR ] Z A (BRI KSD > & AIRPD
CR NE i e SDFEFARI ] Z A (BRI RSD > & AIRNE
PR CR PR

PR PR PR

PR SD SD

PR PD i e SDFF AR ] Z A (BRI KSD > & AIRPD
PR NE i e SDFEFARI ] Z A (BRI RSD > & AIRNE
NE NE NE

CR =EENJE - PR=ER77 & > SD =18 HRR > PD = #ITMERK - KNE = FA[5HE -

a EES —HEEE e CR - RIER GRS R B L ARRE - E2EHEINER - W
JEPRIFEZ B - S AEZ I R R R APD(A B ECRZ IR IRAAE H ) - ERIER
AT e SDZ B R @ - 28I > ER@mmie s e iFEa/ M HER R
FES IFRHEBREAPR - FEACREF - AlF A fEH "CRy - FEIEEHRT - WIIACREE R
PR H i fESZ FEAPR -

ENE] H : Eisenhauer EA, Therasse P, Bogaerts J, Schwartz LH,
Sargent D, Ford RZ A, New response evaluation criteria in solid

tumors: ] ZRECISTHEZEJHEAJ(1.1k%) « Eur J Cancer. 2009;45:228-

47 o
4.8.4. 2B R F R ER R X S E SR AR RE
A ECOGHZAERTE
0 JHENRE ISR IET » REEMRIRGIHEEPT A BT A
| BIREREE LIRS - AAETED) > HAEME SRS AR TAF - (IANEAR
EX AN (S

55 191 HEEHIEHE)
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, |FEEBHAEMTEEEE  ARACSEA TS 23 HEBHE50% 2 F RN
REACIAEED

3 {EREATR B 5 #Bi50% 2 75 BErs R RS dnta

4 TEERRAE  FREEITEMEEILE) ) E2EARE LTS

5 SELC

ECOG : =¥ FEERRIFIE S E4H 4
ENEIH : Oken MM, Creech RH, Tormey DC, Horton J, Davis TE,
McFadden ET % A, Toxicity and response criteria of the Eastern

Cooperative Oncology Group. Am J Clin Oncol. 1982;5:649-55 -

4.8.5. EQ-5D-5L
FERERERE T - SHTR R A S R (R A —(EHE -
TEENRET]

AT SRR

AT EF LN E
AT E ELR N £

TTEIRH N

BIETE

EEE- )

HBE BT E AR

HE TR ER G AR B
BTG AR LR R 2
BT HAEE AR R
BAEE BT RBEH K
BB LIF ~ 7~ K% KIEZ L))
HAETE S O HGE

HHEE O H LB R A
HAESE O F LB i A
He s H T EEF R
HARERESE L HIEE)
IR
HAELE PR A 4

HP R

HEE R

Hot: BB FE IR BT 18
R/

FA TR

o o000 UJO0oO0oUJo OU0O0o0U0D Odoodo

5 192 H(EHIEHE)
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P E B R B
HPE BRGNS
@ZEPF“MFTZ}ED@
Pt e FE FE e i

USA (English) © 2009 EuroQol Group EQ-5D™ZEuroQol E /&~ ErZ

oooou

M:MML 4 (u:[”
iz BRI

IR AN B AR TR —" 0
-1t
o AN LET1042100 E-
0.0 F’{ﬂii m‘ i f"illja;z%@)%%ﬁk,&ﬂ ¢ E
o i dE DRI I R RS o B S
T
o PGB I DL 22 R ERE
—3— 10
+ 65
—— 60
+ 55
NI T I w
= 4
—4— 40
+ 3
—— 0
+ 2
—F— 20
+ 5
+
—— 10
¥
o 5
T
_Tr 0

g Ry

( "1'.1‘£ -‘j: 7[ }C‘l'l].

USA (Englishy) € 2009 EuroQol Group EQ-3D™{& EuroQol 1] g

55 193 H(EHIEHE)
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4.8.6 F AL

FAZEID # | {EA2ID #
PR MG AR

FAE A AE I B IR K24/ NI N iR B BB OB Y B =R > DA fEA st

HRES g i eI

4.8. 7. AN NEEBRARZER K ERFE

WREE

ADC bus- YIS &Y

AE T REH

ALK EE MR R
ALP i BRI

ALT RlE i

AST KAWL N

AT i

ATA puEERIDE

BICR BRI e
BOP2 BN R 20T
BOR SRS S e

CHO B RN S

CNS HRflE AT 5

CR TERJE

CRF R SR

CT EXREE A
DCR LG ES

DOR 2 e A ]

ECD ArS M

ECG NEE]

ECOG IR EEERA R SRS
EGFR REERRTZEE
EOT ERREE R

EQ-5D-5L EuroQOL 54 &7
ER [N

FAS BITE

FDA EEEALEEY)EH F(Food and Drug Administration)
GFR B/ INKIE A

GI =i

HCG NIRGRE e R
HIV NSNS

55 194 H(EYIEHE)
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HPV NEA GRS

ICF HIEEES

IDMC W B NEES
IEC BimEZEES

IRB WEEAZaYE

IRT T A ER
MMAE R H AL BT TE
NGS T REF
NSCLC FE/ NIRRT

ORR FE T EA

0S A EH

PARP FADPIZIEE A
PBMC A E K BEAZ AR (PBMC)
PD HEITVEER

PFS B e

PK HEYEN 152

PR 5y 2 e

PRO BEHREZER
QOL e Nsey=]

RECIST B e E L
RES T HE R ESE

SD TREERN

SOD FEREEEYN

TEAE EEGE NRESE
TNBC =M

TTR 2 FERF

uC PR8I R

ULN EHELR

WOCBP IS i EeNin

4.8.8. A\FAW S H AT A Z B Y E &

=g s Z At

By FEEAS HE AT S 2 e Z AR T Z 571 -

et B ¢ 2 e e M HE A RIS -
AR WIRFTEEIEA B Rt il o R T Re A B Ae s H
SR HTEE o JRAN > FEEEATRE BB TR E 2 EE G R) -

AUX B 2 1R RHE RS B sC B AR

T8 W FE B (E SR PR 2 SR B B NIFRe Z 45Y) ~ K E
BRSO EGIANERAERAQOL ~ ThR ~ L2k B RO ER) -

il Tt == e B AL (B AR H AT ST T AVRE S -

Eliipz SN0 S EICFEA e 2 B2 T e AT 30K 2 1 ks 48 1T R 24 H R YU
TEAE(EAS -

g2 FEHE AR A AR DB - % B B (BRe % W B S E 2 R (E
ARAE BUAIGE AaER LR EEY) (R s R B > 4H) Z RUAIBF R B © FFZEi (R
BT E R 7% B R LU A (B Ae 40 BUAIGE L s L 4y (s

C231640PA docx
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fiTeE fiTes 2 fEat
TEEI 7 40) B 748 B 2 R oL B L Y 1 B SE il 2 18 e 1% — KEF
{HAIHFREIES -
WA B — B ICERTRLIE H 2k — (B 5 PT 5 A S B R EY
527

[0660] AR FHHFFIFR Z BRG] E P 2W(CRE)EA —HEHEA -
CRF# 514369-248-228_SEQ_LISTING.txt » 3202047 H30H A& » K

/INF539,675(E iz TesH H A& SCS TR RY T = pF AR S -

26 196 H(EEHRIAE)

C231640PA docx

109127017 FH YR A0202 1103036512-0



1873167 {EIFBER: 1135108168

GRllESy|

<110> SERH3CEEPULN F] (AGENSYS, INC.)
S [EHEZ F] (SEAGEN INC. )

<120> LUFEE191P4D1 288 /B 2 TS SEMIAS &) (ADC ) Wa RN

<150> US 62/886,270
<151> 2019-08-13

<160> 23
<170> FastSEQ for Windows Version 4.0

<210> 1

<211> 3464
<212> DNA
213> B

<220>
<221> (DS
<222> (264)...(1796)

<220>

<221> misc_feature
<222> (1)...(3464)
<223> 191P4D12

<400> 1
ggccgtegtt gttggecaca gegtgggaag cagetetggy ggagetegga getecegate 60
acggettcett gggggtaget acggetgegt gtgtagaacy gggccggeec tggegctggy 120
tceectagty gagacccaag tgcgagagec aagaactctg cagettectyg ccettetgget 180
cagttcctta ttcaagtcty cagecggete ccagggagat ctcggtggaa cttcagaaac 240
gctggegcagt ctgectttca acc atg ccc ¢ty tec ctg gga gee gag atg tgg 293
Met Pro Leu Ser Leu Gly Ala Glu Met Trp
1 5 10

ggg cct gag gee tgg oty ctg ctg ctg cta ctg ctg gea tca ttt aca 341
Gly Pro Glu Ala Trp Leu Leu Leu Leu Leu Leu Leu Ala Ser Phe Thr
15 20 25

ggc cgg tgc ccc goy ggt gag ctg gag acc tca gac gty gta act gtg 389
Gly Arg Cys Pro Ala Gly Glu Leu Glu Thr Ser Asp Val Val Thr Val
30 35 40

gty ctg ggc cag gac gca aaa ctg cce tge tte tac cga ggg gac tee 437
Val Leu Gly Gln Asp Ala Lys Leu Pro Cys Phe Tyr Arg Gly Asp Ser
45 50 55

109127017 FEHESE A0202 $B18 - H20H(FIIZE) 1133264106-0
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gece
Gly

gece
Gly
75

age
Ser

cce
Pro

gece
Gly

gCg
Ala

cct
Pro
155

tge

Cys

gic
Val

gce
Ala

cag
Gln

agy
Arg
235

agg

109127017

gag
Glu
60

gce
Ala

ccg
Pro

ctg
Leu

gag
Glu

(97-424
Arg
140

ggt
Gly

aca
Thr

aaa
Lys

gic
Val

cca
Pro
220

atc
Ile

ge8ce

caa
Gln

cag
Gln

gct
Ala

gac
Asp

tac
Tyr
125

ctg

Leu

cca
Pro

gct
Ala

ggce
Gly

acc
Thr
205

ctg
Leu

acc
Thr

ctt

gly ggg caa
Val Gly Gln

gaa cta gcg
Glu Leu Ala

tac
Tyr

gece
Gly
110

gag

Glu

(97-424
Arg

gca
Ala

gag
Glu

aca
Thr
190

tca
Ser

act
Thr

cac
His

gaa

gag
Glu
95

tca

Ser

tge
Cys

cte
Leu

cta
Leu

gece
Gly
175

acg
Thr

gag
Glu

tgt
Cys

atc
Ile

gac

80

ggce
Gly

gty
Val

Cgg
Arg

cga
Arg

gaa
Glu
160

age

Ser

tece
Ser

tte
Phe

gty
Val

cte
Leu
240

caa

gl
Val
65

cta
Leu

cge
Arg

cte
Leu

gic
Val

gl
Val
145

gag
Glu

cca
Pro

age
Ser

cac
His

gl
Val
225

cac
His

aat

gca
Ala

ctg
Leu

gl
Val

ctg
Leu

age
Ser
130

ctg

Leu

gece
Gly

gce
Ala

cgt
Arg

ttg
Leu
210

tce
Ser

gl
Val

ctg

tgy
Trp

cac
His

gag
Glu

cgc
Arg
115

acc

Thr

gty
Val

cag
Gln

cee
Pro

tece
Ser
195

gty
Val

cat
His

tece
Ser

tgy

FEHESE A0202

gct
Ala

tce
Ser

cag
Gln
100

aac

Asn

tte
Phe

cct
Pro

gece
Gly

age
Ser
180

tte
Phe

cct
Pro

cct
Pro

tte
Phe

cac

(97-424
Arg

aaa
Lys
85

ccg
Pro

gca
Ala

cce
Pro

cce
Pro

ctg
Leu
165

gty

Val

aag
Lys

age
Ser

gece
Gly

ctt
Leu
245

att

gty
Val
70

tac
Tyr

ccg
Pro

gty
Val

gce
Ala

ctg
Leu
150

acc

Thr

acc
Thr

cac
His

cgc
Arg

ctg
Leu
230

gct
Ala

g2gc¢

gac
Asp

228
Gly

cce
Pro

cag
Gln

gece
Gly
135

CcCC

Pro

ctg
Leu

tgg
Trp

tce
Ser

age
Ser
215

cte
Leu

gag
Glu

aga

gCg
Ala

ctt
Leu

cca
Pro

gCg
Ala
120

age

Ser

tca
Ser

gca
Ala

gac
Asp

cge
Arg
200

atg
Met

cag
Gln

gce
Ala

gaa

ggce
Gly

cat
His

cgc
Arg
105

gat

Asp

tte
Phe

ctg
Leu

gce
Ala

acy
Thr
185

tct
Ser

aat
Asn

gac
Asp

tct
Ser

gga

gaa
Glu

gl
Val
90

aac
Asn

gag
Glu

cag
Gln

aat
Asn

tce
Ser
170

gag
Glu

gct
Ala

228
Gly

caa
Gln

gl
Val
250

gct

$828 - H20H(FIIE)

485

533

581

629

677

725

773

821

869

917

965

1013

1061

ZIEHHA:113F10K16H
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Arg Gly Leu Glu Asp Gln

atg
Met

aca
Thr

act
Thr

tge
Cys
315

gat
Asp

tca
Ser

ctt
Leu

gce
Ala

gag
Glu
395

cag
Gln

cte
Leu

cge
Arg

109127017

cte
Leu

(97-424
Arg

ttg
Leu
300

cat
His

gt
Val

gce
Ala

ctg
Leu

cag
Gln
380

aac
Asn

ccg
Pro

aag
Lys

agt
Ser

aag
Lys

ctg
Leu
285

ggce
Gly

gtce
Val

ctt
Leu

tcg
Ser

gty
Val
365

cag
Gln

tece
Ser

gag
Glu

gac
Asp

tac
Tyr
445

tge
Cys
270

gat
Asp

Tttt
Phe

age
Ser

gac
Asp

gl
Val
350

gl
Val

atg
Met

atc
Ile

gag
Glu

aac
Asn
430

tce
Ser

255

ctg
Leu

228
Gly

cce
Pro

aat
Asn

cce
Pro
335

gl
Val

gl
Val

acc
Thr

(97-424
Arg

agt
Ser
415

agt
Ser

acg
Thr

agt
Ser

cct
Pro

cca
Pro

gag
Glu
320

cag
Gln

gty
Val

gty
Val

cag
Gln

age
Arg
400

gta
Val

age
Ser

ctg
Leu

Asn Leu Trp His

gad ggg
Glu Gly

ctg ccc
Leu Pro
290

ctg acc
Leu Thr
305

ttc tce
Phe Ser

gaa gac
Glu Asp

gly ggt
Val Gly

gty ctc
Val Leu
370

aaa tat
Lys Tyr
385

ctyg cat
Leu His

ggy clg
Gly Leu

tge tet
Cys Ser

acc acg
Thr Thr
450

cag
Gln
275

agt
Ser

act
Thr

tca
Ser

tct
Ser

gty
Val
355

atg
Met

gag
Glu

tece
Ser

aga
Arg

gty
Val
435

gty
Val

FEHESE A0202

260

cce
Pro

228
Gly

gag
Glu

agy
Arg

228
Gly
340

atc
Ile

tce
Ser

gag
Glu

cat
His

gce
Ala
420

atg

Met

agy
Arg

Ile

cct
Pro

gta
Val

cac
His

gat
Asp
325

aag
Lys

gce
Ala

cga
Arg

gag
Glu

cac
His
405

gag
Glu

agt
Ser

gag
Glu

Gly

cee
Pro

cga
Arg

age
Ser
310

tct
Ser

cag
Gln

gca
Ala

tac
Tyr

ctg
Leu
390

acy

Thr

ggce
Gly

gaa
Glu

ata
Ile

Arg Glu Gly

tca
Ser

gl
Val
295

gece
Gly

cag
Gln

gl
Val

cte
Leu

cat
His
375

acc
Thr

gac
Asp

cac
His

gag
Glu

gaa

tac
Tyr
280

gat
Asp

atc
Ile

gic
Val

gac
Asp

ttg
Leu
360

(97-424
Arg

ctg
Leu

cce
Pro

cct
Pro

cce
Pro
44()

acd

265

aac
Asn

g28¢
Gly

tac
Tyr

act
Thr

cta
Leu
345

tte

Phe

cgc
Arg

acc
Thr

age
Arg

gat
Asp
425

gag
Glu

cag

Ala

tgg
Trp

gac
Asp

gic
Val

gl
Val
330

gl
Val

tge
Cys

aag
Lys

agy
Arg

age
Ser
410

agt
Ser

gece
Gly

act

Glu Thr Gln Thr

455

8§38 - H20H(FIIE)

1109

1157

1205

1253

1301

1349

1397

1445

1493

1541

1589

1637

ZIEHHA:113F10K16H
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gaa ctg ctg
Glu Leu Leu
460

gat gaa ggc
Asp Glu Gly
475

acc cta cgg
Thr Leu Arg

gga cac ctg
Gly His Leu

tfgacatggga
agatgctcecce
ggectccace
geetgtgtea
actgtgtcecg
gcecacggegat
ggctgtgtgt
atgatgcaga
tagctggage
atgggggcaa
agcectetge
catgcgcecgg
ftttttctty
agagatggag
tcetgectea
atcctttacg
actgggattyg
aagggegctac
ggtagagtct
caccattgtt
atagtggtet
gaggtgaagy
attcaaggct
tagctggcece
tagtctgaaa
ccagectagg
gtaaatatgt
ttgaaaaa

<210> 2
<211> 510
<212> PRT
213> B

109127017

tct cca gge tet ggg
Ser Pro Gly Ser Gly

465

atc aaa cag gcc atg
Ile Lys Gln Ala Met
480

gCC aag ccc acyg ggc
Ala Lys Pro Thr Gly

495

Cgg gCC gag

aac cat ttt
Asn His Phe
485

aat ggc atc
Asn Gly Ile
500

gag gag gaa gat cag
Arg Ala Glu Glu Glu Glu Asp Gln

470

gttt cag gag aat ggg
Val Gln Glu Asn Gly

490

tac atc aat ggg cgg
Tyr Ile Asn Gly Arg

505

gic tga cccaggectg ccteccttee ctaggectgg ctecttetgt

Val
510

gattttagcet
catcccactg
aattgagtct
gltgttgactg
fggtgtgtat
ftgagtggtt
gacctctgcce
ggttggagea
tggaatctge
gtgtgaagca
cctetggtegg
gagcticttg
ceetttecat
tctcactatg
gceteectag
aagagaaaaa
Ccttaaagtga
ttccaaggca
gaaattaggg
tgtgatacct
tggggagaga
aggtgetygy
cttctggatg
acccagatac
tctgctggat
acttcgaatg
gcatatttgt

catcttgggg
actgcttgac
ctcecaccat
actgtgtety
tatgctgtca
gcgtygygycaa
tgaaaaagca
gagaggtgga
cteeggtety
gccagtecect
cctetgggcee
caggaatact
tagttgtatt
ttgctcaggce
tagctgggac
aaaaattaaa
ggccecteca
fcttcatgea
atgtgagcect
tagggaattg
gagagcagtg
ggtgagaaty
tttctetgge
actcagccag
ttctggecta
tggagectga
acataaaatg

gcetecttaa
ctttacctcce
gcatgcaggt
tgtggaggey
tatcagagtc
cactgtcagg
ggtattttct
gactgtgegct
agggaacctg
ggutcageca
tgctgeatgt
gcteegaate
tftttatttat
tfggccttgaa
fttaagtgta
gaaagecettt
acaccaggey
ggcageecect
cgtggttact
cttggacctg
attatagacc
tcgeetttece
ttggggctyy
aatacctaga
agggagagec
agatctaaga
atattctgtt

FEHESE A0202

acacccccat
aacccttcetyg
cactgtgtgt
tgactgteceg
aagtgaactg
gtttggegty
cagaccccag
cagacccagg
fctectacca
gaggcttgaa
acatattttc
acttttaatt
ftttattttt
ctcetgggcet
caccactgtyg
agatttatcc
gttaattcct
tgggaggeca
gagtaaggta
glgacaaggy
gagagagtag
ccctggettt
agttcaatga
fttagtaccc
tceccateett
tcctaacatg
fttaaataaa

ttcttgegega
ttcatcggega
glgcatgtgt
tggagggety
tggtgtatgt
tgtgtcatgt
agcagtatta
tgtgcggeca
cttcggagcee
ctgttacaga
tgtaaatata
tttttetttt
attrettett
caagcaatcc
cctgetttga
aatgtttact
glgattgtga
cctgagagcet
aaattgcatc
cteetgttca
gagttgaget
tggatcacta
gotttatttt
aaactcttcet
cgttececag
tacattttat
cagacaaaac

$B48 - H20H(FIIZER)

1685

1733

1781

1836

1896
1956
2016
2076
2136
2196
2256
2316
2376
2436
2496
2556
2616
2676
2736
2796
2856
2916
2976
3036
3096
3156
3216
3276
3336
3396
3456
3464

ZIEHHA:113F10K16H
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1873167

<220>

<221> misc_feature

<222> (1)...

(510)

<223> 191P4D12

<400> 2

Met Pro Leu Ser Leu Gly Ala Glu Met

1

5

Leu Leu Leu Leu Leu Leu Ala Ser

20

Glu Leu Glu Thr Ser Asp Val Val

35
Lys Leu Pro
50
Val Ala Trp
65
Leu Leu His

Arg Val Glu

Leu Leu Arg
115
Val Ser Thr
130
Val Leu Val
145
Glu Gly Gln

Pro Ala Pro

Ser Arg Ser
195
His Leu Val
210
Val Ser His
225
His Val Ser

Asn Leu Trp

Glu Gly Gln
275
Leu Pro Ser
290
Leu Thr Thr
305
Phe Ser Ser

Glu Asp Ser

109127017

Cys Phe

Ala Arg

Ser Lys
85

Gln Pro

100

Asn Ala

Phe Pro

Pro Pro

Gly Leu
165

Ser Val

180

Phe Lys

Pro Ser
Pro Gly
Phe Leu
245
His Ile
260
Pro Pro
Gly Val
Glu His
Arg Asp

325
Gly Lys

40
Tyr Arg Gly
55
Val Asp Ala
70
Tyr Gly Leu

Pro Pro Pro

Val Gln Ala
120
Ala Gly Ser
135
Leu Pro Ser
150
Thr Leu Ala

Thr Trp Asp

His Ser Arg
200
Arg Ser Met
215
Leu Leu Gln
230
Ala Glu Ala

Gly Arg Glu

Pro Ser Tyr
280
Arg Val Asp
295
Ser Gly Ile
310
Ser Gln Val

Gln Val Asp

Phe
25

Thr
Asp
Gly
His
Arg
105
Asp
Phe
Leu
Ala
Thr
185
Ser
Asn
Asp
Ser
Gly
265
Asn
Gly
Tyr

Thr

Leu

FEHESE A0202

Trp Gly
10
Thr Gly

Val Val

Ser Gly

Glu Gly
75

Val Ser

90

Asn Pro

Glu Gly

Gln Ala

Asn Pro
155
Ser Cys
170
Glu Val

Ala Ala

Gly Gln

Gln Arg
235
Val Arg
250
Ala Met

Trp Thr

Asp Thr

Val Cys
315

Val Asp

330

Val Ser

Pro Glu Ala Trp Leu

Arg Cys Pro
30
Leu Gly Gln
45
Glu Gln Val
60
Ala Gln Glu

Pro Ala Tyr

Leu Asp Gly
110
Glu Tyr Glu
125
Arg Leu Arg
140
Gly Pro Ala

Thr Ala Glu

Lys Gly Thr
190
Val Thr Ser
205
Pro Leu Thr
220
Ile Thr His

Gly Leu Glu

Leu Lys Cys
270
Arg Leu Asp
285
Leu Gly Phe
300
His Val Ser

Val Leu Asp

Ala Ser Val

15
Ala

Asp
Gly
Leu
Glu
05

Ser
Cys
Leu
Leu
Gly
175
Thr
Glu
Cys
Ile
Asp
255
Leu
Gly
Pro
Asn
Pro

335
Val

Gly
Ala
Gln
Ala
80

Gly
Val
Arg
Arg
Glu
160
Ser
Ser
Phe
Val
Leu
240
Gln
Ser
Pro
Pro
Glu
320

Gln

Val

8§58 - H20H(FII%E)

ZIEHHA:113F10K16H
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1873167

Val Gly Val
355
Val Leu Met
370
Lys Tyr Glu
385
Leu His Ser

Gly Leu Arg

Cys Ser Val
435
Thr Thr Val
450
Ser Gly Arg
465
Ala Met Asn

Thr Gly Asn

<210> 3

<211> 1432
<212> DNA
213> B

<220>
<221> (DS

<222> (32)..

<220>

340 345 350
Ile Ala Ala Leu Leu Phe Cys Leu Leu Val Val
360 365
Ser Arg Tyr His Arg Arg Lys Ala Gln Gln Met
375 380
Glu Glu Leu Thr Leu Thr Arg Glu Asn Ser Ile
390 395
His His Thr Asp Pro Arg Ser Gln Pro Glu Glu
405 410
Ala Glu Gly His Pro Asp Ser Leu Lys Asp Asn
420 425 430
Met Ser Glu Glu Pro Glu Gly Arg Ser Tyr Ser
440 445
Arg Glu Ile Glu Thr Gln Thr Glu Leu Leu Ser
455 460
Ala Glu Glu Glu Glu Asp Gln Asp Glu Gly Ile
470 475
His Phe Val Gln Glu Asn Gly Thr Leu Arg Ala
485 490
Gly Ile Tyr Ile Asn Gly Arg Gly His Leu Val
500 505 510

.(1432)

<221> misc_feature

<222> (1)...

(1432)

<223> Ha22-2(2,4)6. | HigH

<400> 3

Val

Thr

Arg

Ser

415

Ser

Thr

Pro

Lys

Lys
495

Val
Gln
Arg
400
Val
Ser
Leu
Gly
Gln

480
Pro

ggtgatcage actgaacaca gaggactcac ¢ atg gag ttg ggg ctg tge tgg
Met Glu Leu Gly Leu Cys Trp

1 5

git ttc ctt gtt get att tta gaa ggt gtc cag tgt gag gtg cag ctg
Val Phe Leu Val Ala Ile Leu Glu Gly Val Gln Cys Glu Val Gln Leu

10

15 20

gly gag tct ggg gga ggc ttg gta cag cct ggg ggg tcee ctg aga cte
Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu Arg Leu

25

109127017

30 35

FEHESE A0202

$6H - H20H(FIIZE)

52

100

148

ZIEHHA:113F10K16H
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tce tgt gca
Ser Cys Ala

40

gic
Val

agt
Ser

acc
Thr

age
Ser

tac
Tyr
120

tca
Ser

aag
Lys

tac
Tyr

age
Ser

tce
Ser
200

acc
Thr

aag
Lys

109127017

cge
Arg

agt
Ser

atc
Ile

ctg
Leu
105

tac
Tyr

gce
Ala

age
Ser

tte
Phe

gece
Gly
185

cte
Leu

tac
Tyr

aga
Arg

cag
Gln

agt
Ser

tece
Ser
90

aga
Arg

get
Gly

tece
Ser

acc
Thr

cee
Pro
170

gty
Val

age
Ser

atc
Ile

gtt
Val

gce
Ala

gct
Ala

agt
Ser
75

aga
Arg

gac
Asp

atg
Met

acc
Thr

tet

Ser
155

gaa
Glu

cac
His

age
Ser

tge
Cys

gag
Glu

tct
Ser

cca
Pro
60

acc
Thr

gac
Asp

gag
Glu

gac
Asp

aag
Lys
140

228
Gly

ccg
Pro

acc
Thr

gl
Val

aac
Asn
220

cce
Pro

gga
Gly
45

g28¢
Gly

ata
Ile

aat
Asn

gac
Asp

gtce
Val
125

ggce
Gly

ggce
Gly

gty
Val

tte
Phe

gty
Val
205

gty
Val

ada

tte
Phe

aag
Lys

tac
Tyr

gce
Ala

acg
Thr
110

tgg
Trp

cca
Pro

aca
Thr

acg
Thr

ccg
Pro
190

acc
Thr

aat
Asn

tet

acc
Thr

228
Gly

tac
Tyr

aag
Lys
05

gct

Ala

gece
Gly

tcg
Ser

gCg
Ala

gl
Val
175

gct
Ala

gl
Val

cac
His

tgt

Lys Ser Cys

tte
Phe

ctg
Leu

gca
Ala
30

aac

Asn

gty
Val

caa
Gln

gtce
Val

gce
Ala
160

tcg
Ser

gtce
Val

cee
Pro

aag
Lys

gac

agt
Ser

gag
Glu
65

gac
Asp

tca
Ser

tat
Tyr

228
Gly

tte
Phe
145

ctg

Leu

tgg
Trp

cta
Leu

tce
Ser

cce
Pro
225

aad

age
Ser
50

tgg
Trp

tct
Ser

ctg
Leu

tac
Tyr

acc
Thr
130

CcCC

Pro

gece
Gly

aac
Asn

cag
Gln

age
Ser
210

age
Ser

act

Asp Lys Thr

FEHESE A0202

tat
Tyr

gtt
Val

gty
Val

tct
Ser

tgt
Cys
115

acy
Thr

ctg
Leu

tgc
Cys

tca
Ser

tece
Ser
195

age
Ser

aac
Asn

cac
His

aac atg
Asn Met

tca tac
Ser Tyr

aag gec
Lys Gly
85

ctg caa
Leu Gln
100

g£Cg aga
Ala Arg

gtc acc
Val Thr

gca cce
Ala Pro

ctg gtc
Leu Val
165

ggC gece
Gly Ala
180

tca gga
Ser Gly

ttg ggc
Leu Gly

acc aag
Thr Lys

aca tgc
Thr Cys

aac
Asn

att
Ile
70

cga
Arg

atg
Met

gca
Ala

gtce
Val

tece
Ser
150

aag
Lys

ctg
Leu

cte
Leu

acc
Thr

gty
Val
230

cca
Pro

tgg
Trp
55

agt
Ser

tte
Phe

aac
Asn

tac
Tyr

tce
Ser
135

tce
Ser

gac
Asp

acc
Thr

tac
Tyr

cag
Gln
215

gac
Asp

ccg
Pro

$B78 - H20H(FIIE)

196

244

292

340

388

436

484

532

580

628

676

724

772

ZIEHHA:113F10K16H
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tge
Cys

cca
Pro

tge
Cys
230

tgg
Trp

gag
Glu

ctg
Leu

aac
Asn

228
Gly
360

gag
Glu

tat
Tyr

aac
Asn

tte
Phe

109127017

cca
Pro

aaa
Lys
265

gl
Val

tac
Tyr

gag
Glu

cac
His

aaa
Lys
345

cag
Gln

atg
Met

cce
Pro

aac
Asn

cte
Leu
425

gca
Ala
250

cee
Pro

gty
Val

gty
Val

cag
Gln

cag
Gln
330

gce
Ala

cee
Pro

acc
Thr

age
Ser

tac
Tyr
410

tat
Tyr

235

cet

gaa

cte

Pro Glu Leu

aag

gac

acc

Lys Asp Thr

gl
Val

gac
Asp

tac
Tyr
315

gac
Asp

cte
Leu

cga
Arg

aag
Lys

gac
Asp
395

aag
Lys

age
Ser

gac
Asp

gece
Gly
300

aac
Asn

tgg
Trp

cca
Pro

gaa
Glu

aac
Asn
380

atc
Ile

acc
Thr

aag
Lys

gty
Val
285

gty
Val

age
Ser

ctg
Leu

gce
Ala

cca
Pro
365

cag
Gln

gce
Ala

acy
Thr

cte
Leu

ctg
Leu

cte
Leu
270

age
Ser

gag
Glu

acg
Thr

aat
Asn

cce
Pro
350

cag
Gln

gic
Val

gl
Val

cct
Pro

acc
Thr
430

228
Gly
255

atg
Met

cac
His

gl
Val

tac
Tyr

gece
Gly
335

atc
Ile

gl
Val

age
Ser

gag
Glu

cce
Pro
415

gl
Val

240

gga
Gly

atc
Ile

gaa
Glu

cat
His

cgt
Arg
320

aay

Lys

gag
Glu

tac
Tyr

ctg
Leu

tgy
Trp
400

gty
Val

gac

ccg
Pro

tce
Ser

gac
Asp

aat
Asn
305

gl
Val

gag
Glu

aaa
Lys

acc
Thr

acc
Thr
385

gag
Glu

ctg
Leu

aag

tca
Ser

(97-424
Arg

cct
Pro
290

gce

Ala

gic
Val

tac
Tyr

acc
Thr

ctg
Leu
370

tge
Cys

age
Ser

gac
Asp

age

Asp Lys Ser

FEHESE A0202

gtce
Val

acc
Thr
275

gag
Glu

aag
Lys

age
Ser

aag
Lys

atc
Ile
355

cee
Pro

ctg
Leu

aat
Asn

tece
Ser

age
Arg
435

tte
Phe
260

cct
Pro

gic
Val

aca
Thr

gic
Val

tge
Cys
340

tce
Ser

cca
Pro

gic
Val

228
Gly

gac
Asp
420

tgg

245

cte
Leu

gag
Glu

aag
Lys

aag
Lys

cte
Leu
325

aag

Lys

aaa
Lys

tce
Ser

aaa
Lys

cag
Gln
405

gece
Gly

cag

tte
Phe

gtce
Val

tte
Phe

ccg
Pro
310

acc

Thr

gtce
Val

gce
Ala

Cgg
Arg

ggce
Gly
390

ccg
Pro

tece
Ser

cag

cce
Pro

aca
Thr

aac
Asn
295

(97-424
Arg

gic
Val

tce
Ser

aaa
Lys

gag
Glu
375

tte
Phe

gag
Glu

tte
Phe

288

Trp Gln Gln Gly

$#8H - H20H(FIIZE)

820

868

916

964

1012

1060

1108

1156

1204

1252

1300

1348

ZIEHHA:113F10K16H
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aac gtc ttc tca tgc tcc gtg atg
Asn Val Phe Ser Cys Ser Val Met

440

acg cag aag age cte tee ¢ty tee

445

Thr Gln Lys Ser Leu Ser Leu Ser Pro

<210> 4
211> 46

6

<212> PRT

Q13> &

<220>

A

460

<221> misc_feature
<222> (1)...(466)
<223> Ha22-2(2,4)6. 155

<400> 4

Met Glu Leu Gly Leu Cys Trp Val Phe

1
Val Gln

Pro Gly

Ser Ser
50

Glu Trp

65

Asp Ser

Ser Leu

Tyr Tyr

Gly Thr
130

Phe Pro

145

Leu Gly

Trp Asn
Leu Gln
Ser Ser

210

Pro Ser
225

109127017

Cys
Gly
35

Tyr
Val
Val
Ser
Cys
115
Thr
Leu
Cys
Ser
Ser
195

Ser

Asn

5
Glu Val
20
Ser Leu

Asn Met

Ser Tyr

Lys Gly
85

Leu Gln

100

Ala Arg

Val Thr

Ala Pro

Leu Val
165

Gly Ala

180

Ser Gly

Leu Gly

Thr Lys

Gln Leu Val Glu
25
Arg Leu Ser Cys
40
Asn Trp Val Arg
55

Ile Ser Ser Ser
70

Arg Phe Thr Ile

Met Asn Ser Leu
105

Ala Tyr Tyr Tyr

120
Val Ser Ser Ala
135

Ser Ser Lys Ser

150

Lys Asp Tyr Phe

Leu Thr Ser Gly
185

Leu Tyr Ser Leu

200
Thr Gln Thr Tyr
215
Val Asp Lys Arg
230

FEHESE A0202

450

Gly Lys
465

Leu Val
10
Ser Gly

Ala Ala

Gln Ala

Ser Ser
75

Ser Arg

90

Arg Asp

Gly Met
Ser Thr
Thr Ser
155
Pro Glu
170
Val His
Ser Ser

Ile Cys

Val Glu
235

cCg ggt aaa tga

Ala Ile Leu Glu
15
Gly Gly Leu Val
30
Ser Gly Phe Thr
45

Pro Gly Lys Gly
60

Thr Ile Tyr Tyr

Asp Asn Ala Lys
95
Glu Asp Thr Ala
110
Asp Val Trp Gly
125

Lys Gly Pro Ser
140

Gly Gly Thr Ala

Pro Val Thr Val
175

Thr Phe Pro Ala

190
Val Val Thr Val
205

Asn Val Asn His

220

Pro Lys Ser Cys

cat gag gct ctg cac aac cac tac
His Glu Ala Leu His Asn His Tyr

455

Gly
Gln
Phe
Leu
Ala
80

Asn
Val
Gln
Val
Ala
160
Ser
Val
Pro

Lys

Asp
240

$98E - H20H(FIIZE)

13%0

1432

ZIEHHA:113F10K16H

1133264106-0
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Lys Thr His

Pro Ser Val
Thr
275
Glu

Ser Arg

Asp Pro
290

Asn Ala

305

Val Val

Lys

Ser

Glu Tyr Lys

Lys Thr Ile
355
Thr Leu Pro

370
Thr Cys
385

Glu Ser

Leu
Asn
Leu Asp Ser
Arg

435
Leu

Lys Ser

Glu Ala

450
Gly Lys
465

210> 5
<211> 735
<212> DNA
213> B

<220>
<221> (DS

<222> (25)..

<220>

Thr Cys Pro Pro Cys Pro
245

Phe Leu Phe Pro Pro Lys

260 265

Pro Glu Val Thr Cys Val

280

Phe Asn Trp Tyr
295

Pro Arg Glu Glu

310

Val Leu Thr Val Leu His
325

Cys Lys

340

Ser Lys

Val Lys

Thr Lys

Val Ser Asn Lys
345

Ala Lys Gly Gln

360
Arg Glu Glu Met
375

Gly Phe Tyr Pro

390

Pro Glu Asn Asn

Pro Ser

Val Lys

Gly Gln
405
Asp Gly
420
Trp Gln

Ser Phe Phe Leu
425
Gln Gly Asn Val
440
His Tyr Thr Gln
455

His Asn

.(735)

<221> misc_feature

<222> (1)...

(735)

<223> Ha22-2(2,4)6. 1%EsH

<400> 5

Ala Pro
250
Pro Lys

Val Val

Val Asp

Gln Tyr
315

Gln Asp

330

Ala Leu

Pro Arg

Thr Lys

Ser Asp
395
Tyr Lys
410
Tyr Ser

Phe Ser

Lys Ser

Glu Leu Leu Gly Gly

255

Asp Thr Leu Met

270

Asp Val Ser
285

Val Glu Val

Ile

His Glu
Gly
300
Asn

His

Ser Thr Arg
320

Lys

Tyr

Gly
335
Ile

Trp Leu Asn

Pro Ala Pro
350

Pro Gln

365

Gln Val

Glu

Glu Val Tyr

Asn Ser Leu

380

Ile Ala Val Glu Trp

400

Thr Thr Pro Pro Val
415

Leu Thr Val

430

Ser Val
445

Ser Leu

Lys Asp

Cys Met His

Leu Ser Pro

460

agtcagaccc agtcaggaca cagce atg gac atg agg gtc ccc get cag cte
Met Asp Met Arg Val Pro Ala Gln Leu

109127017

1

FEHESE A0202

5

HF10E - H20H(FIIF)

51

ZIEHHA:113F10K16H
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ctg
Leu
10

atg
Met

acc
Thr

tat
Tyr

tce
Ser

228
Gly
90

gca

Ala

gga
Gly

tte
Phe

gtt
Val

tgg
Trp
170

aca
Thr

acg

109127017

228
Gly

acc
Thr

atc
Ile

cag
Gln

act
Thr
75

acd

Thr

act
Thr

228
Gly

atc
Ile

gl
Val
155

aag
Lys

gag
Glu

ctg

cte
Leu

cag
Gln

act
Thr

cag
Gln
60

ttg

Leu

gat
Asp

tac
Tyr

acc
Thr

tte
Phe
140

tgc
Cys

gty
Val

cag
Gln

age

ctg
Leu

tct
Ser

tgt
Cys
45

aad

Lys

caa
Gln

tte
Phe

tat
Tyr

aag
Lys
125

ccg
Pro

ctg
Leu

gat
Asp

gac
Asp

aad

ctg
Leu

cca
Pro
30

(97-424
Arg

cca
Pro

agt
Ser

act
Thr

tgt
Cys
110

gl
Val

cca
Pro

ctg
Leu

aac
Asn

age
Ser
190

gca

cte
Leu
15

tct
Ser

gCg
Ala

g28¢
Gly

g28¢
Gly

cte
Leu
95

caa

Gln

gag
Glu

tct
Ser

aat
Asn

gce
Ala
175

aag
Lys

gac

tgg
Trp

tce
Ser

agt
Ser

aaa
Lys

gic
Val
80

acce

Thr

cag
Gln

atc
Ile

gat
Asp

aac
Asn
160

cte
Leu

gac
Asp

tac

tte
Phe

gl
Val

cag
Gln

gce
Ala
65

cca

Pro

atc
Ile

gct
Ala

aaa
Lys

gag
Glu
145

tte
Phe

caa
Gln

age
Ser

gag

cca
Pro

tct
Ser

get
Gly
50

cct

Pro

tca
Ser

age
Ser

aac
Asn

cga
Arg
130

cag
Gln

tat
Tyr

tcg
Ser

acc
Thr

ada

FEHESE A0202

ggt
Gly

gca
Ala
35

att
Ile

aag
Lys

agy
Arg

age
Ser

agt
Ser
115

act

Thr

ttg
Leu

cce
Pro

ggt
Gly

tac
Tyr
195

cac

tce
Ser
20

tct
Ser

age
Ser

tte
Phe

tte
Phe

ctg
Leu
100

tte

Phe

gl
Val

aaa
Lys

aga
Arg

aac
Asn
180

age
Ser

aad

aga
Arg

gtt
Val

ggce
Gly

ctg
Leu

age
Ser
85

cag

Gln

cct
Pro

gct
Ala

tct
Ser

gag
Glu
165

tece
Ser

cte
Leu

gtce

tge
Cys

gga
Gly

tgg
Trp

atc
Ile
70

gece
Gly

cct
Pro

cce
Pro

gca
Ala

gga
Gly
150

gce
Ala

cag
Gln

age
Ser

tac

gac
Asp

gac
Asp

tta
Leu
55

tat

Tyr

agt
Ser

gaa
Glu

act
Thr

cca
Pro
135

act
Thr

aaa
Lys

gag
Glu

age
Ser

gce

atc
Ile

aga
Arg
40

gce
Ala

gct
Ala

gga
Gly

gat
Asp

tte
Phe
120

tet

Ser

gce
Ala

gta
Val

agt
Ser

acc
Thr
200

tgc

cag
Gln
25

gic
Val

tgg
Trp

gca
Ala

tct
Ser

Tttt
Phe
105

gece
Gly

gic
Val

tct
Ser

cag
Gln

gic
Val
185

ctg
Leu

gaa

F118 - H20H(FIIF)

99

147

195

243

291

339

387

435

483

531

579

627

675

ZIEHHA:113F10K16H
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ZIEHHA:113F10K16H

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

205

gic acc cat cag gge ctg age tcg ccc gtce aca aag age ttc aac agg

210

215

723

Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg

220

gga gag gt tag
Gly Glu Cys
235

<210> 6
<211> 236
<212> PRT
213> B

<220>
<221> misc_feature
<222> (1)...(236)

225

<223> Ha22-2(2,4)6. 1%EsH

<400> 6

Met Asp Met Arg Val
1 5

Phe Pro Gly Ser

20

Ser

Arg
Val Ser Ala
35
Ile

Val

Gln Gly
50

Ala Pro

65

Pro Ser

Ser Gly

Lys Phe Leu

Phe Ser
85
Gln

Arg
Ile Ser Leu
100
Phe

Ser

Ala Asn Ser Pro

115

Lys Arg Thr Val Ala

130

Glu Gln
145

Phe Tyr

Leu Lys Ser

Pro Glu
165

Ser

Arg

Gln Ser Gly Asn

180

Ser Thr Tyr Ser Leu

195
His

Glu Lys Lys

109127017

Pro Ala Gln

Cys Asp Ile

Gly Asp Arg
40
Trp Leu Ala
55
Ile Tyr Ala
70
Gly Ser Gly

Pro Glu Asp

Pro Thr Phe
120
Ala Pro Ser
135
Gly Thr Ala
150
Ala Lys Val

Gln Glu Ser

Ser Ser Thr
200

Val Tyr Ala Cys Glu

Leu Leu Gly
10

Gln Met Thr

25

Val Thr Ile

Trp Tyr Gln
Ala Ser Thr

75
Gly Thr

90
Ala Thr

Ser

Phe
105
Gly Gly Gly

Val Phe Ile

Val Val
155

Trp Lys

170

Thr Glu

Ser

Gln

Val

185

Leu Thr Leu

Val Thr

FEHESE A0202

230

735

Leu Leu Leu Leu Trp
15

Gln Ser Pro Ser Ser

30

Cys Arg
45

Lys Pro

Thr Ala Ser
Gln
60

Leu

Gly Lys

Gln Ser Gly Val

80
Phe Thr Leu Thr
05

Gln

Asp

Tyr Cys Gln
110

Lys Val

125

Pro Pro

Tyr

Thr Glu Ile
Phe
140

Cys

Ser Asp

Asn
160
Leu

Leu Leu Asn

Val Ala
175

Lys

Asp Asn

Gln Asp Ser Asp

190
Lys Ala
205

Gln Gly

Ser Asp Tyr

Leu Ser

F128 - H20H(FIIF) 1133264106-0
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210

215

220

Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

225

<210> 7
211> 46

6

<212> PRT

Q13> &

<220>

A

<221> misc_feature
<222> (1)...(466)
<223> Ha22-2(2,4)6. 155

<400> 7

230

Met Glu Leu Gly Leu Cys Trp Val

1

5

Val Gln Cys Glu Val Gln

Pro Gly

Ser Ser
50

Glu Trp

65

Asp Ser

Ser Leu

Tyr Tyr

Gly Thr
130

Phe Pro

145

Leu Gly

Trp Asn

Leu Gln

Ser Ser
210

Pro Ser

225

Lys Thr

Pro Ser

109127017

Gly
35

Tyr
Val
Val
Ser
Cys
115
Thr
Leu
Cys
Ser
Ser
195
Ser
Asn
His

Val

20
Ser Leu

Asn Met

Ser Tyr

Lys Gly
85

Leu Gln

100

Ala Arg

Val Thr

Ala Pro

Leu Val
165

Gly Ala

180

Ser Gly

Leu Gly
Thr Lys
Thr Cys

245

Phe Leu
260

Arg
Asn
Ile
70

Arg
Met
Ala
Val
Ser
150
Lys
Leu
Leu
Thr
Val
230

Pro

Phe

Leu Val

Leu Ser
40

Trp Val

55

Ser Ser

Phe Thr

Asn Ser

Tyr Tyr
120

Ser Ser

135

Ser Lys

Asp Tyr

Thr Ser

Tyr Ser
200
Gln Thr
215
Asp Lys

Pro Cys

Pro Pro

Phe
Glu
25

Cys
Arg
Ser
Ile
Leu
105
Tyr
Ala
Ser
Phe
Gly
185
Leu
Tyr
Arg

Pro

Lys
265

FEHESE A0202

235

Leu Val
10
Ser Gly

Ala Ala

Gln Ala

Ser Ser
75

Ser Arg

90

Arg Asp

Gly Met

Ser Thr

Thr Ser
155

Pro Glu

170

Val His

Ser Ser

Ile Cys

Val Glu
235

Ala Pro

250

Pro Lys

Ala
Gly
Ser
Pro
60

Thr
Asp
Glu
Asp
Lys
140
Gly
Pro
Thr
Val
Asn

220
Pro

Ile Leu Glu Gly

Gly Leu
30

Gly Phe

45

Gly Lys

Ile Tyr

Asn Ala

Asp Thr
110

Val Trp

125

Gly Pro

Gly Thr
Val Thr
Phe Pro

190
Val Thr
205

Val Asn

Lys Ser

15
Val

Thr
Gly
Tyr
Lys
05

Ala
Gly
Ser
Ala
Val
175
Ala
Val
His

Cys

Gln
Phe
Leu
Ala
80

Asn
Val
Gln
Val
Ala
160
Ser
Val
Pro

Lys

Asp
240

Glu Leu Leu Gly Gly

255

Asp Thr Leu Met

270

Ile

$F13E - H20H(FIIF)

ZIEHHA:113F10K16H
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Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
275 280 285
Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
290 295 300
Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg
305 310 315 320
Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys
325 330 335
Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu
340 345 350
Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
355 360 365
Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
370 375 380
Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
385 390 395 400
Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val
405 410 415
Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
420 425 430
Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
435 440 445
Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
450 455 460
Gly Lys
465

ZIEHHA:113F10K16H

<210> 8

<211> 236
<212> PRT
213> B

<220>

<221> misc_feature
<222> (1)...(236)

<223> Ha22-2(2,4)6. 1§54

<400> 8
Met Asp Met Arg Val Pro Ala Gln Leu Leu Gly Leu Leu Leu Leu Trp
1 5 10 15
Phe Pro Gly Ser Arg Cys Asp Ile Gln Met Thr Gln Ser Pro Ser Ser
20 25 30
Val Ser Ala Ser Val Gly Asp Arg Val Thr Ile Thr Cys Arg Ala Ser
35 40 45
Gln Gly Ile Ser Gly Trp Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys
50 55 60

Ala Pro Lys Phe Leu Ile Tyr Ala Ala Ser Thr Leu Gln Ser Gly Val
65 70 75 80

Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr

109127017 FEH5E A0202 $£148 - H20B(FEIER) 1133264106-0
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85 90 95
Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln
100 105 110
Ala Asn Ser Phe Pro Pro Thr Phe Gly Gly Gly Thr Lys Val Glu Ile
115 120 125
Lys Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp
130 135 140
Glu Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn
145 150 155 160
Phe Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu
165 170 175
Gln Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp
180 185 190
Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr
195 200 205
Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser
210 215 220
Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
225 230 235

<210> 9
Q211> 5
<212> PRT
213> B

<220>
<223> EE§f,7 (DRI

<400> 9
Ser Tyr Asn Met Asn

1 5

<210> 10
211> 17
<212> PRT
213> B

<220>
<223> EHf,7 CDR2

<400> 10
Tyr Ile Ser Ser Ser Ser Ser Thr Ile Tyr Tyr Ala Asp Ser Val Lys

1 5 10 15
Gly

109127017 FEH5E A0202 $£158  H20B(RIR) 1133264106-0
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<210> 11
211> 8
<212> PRT
213> B

<220>
<223> EE§H#,” CDR3

<400> 11

Ala Tyr Tyr Tyr Gly Met Asp Val
1 5

<210> 12
<211> 11
<212> PRT
213> B

<220>
<223> &E5H, 7 CDR]

<400> 12

Arg Ala Ser Gln Gly Ile Ser Gly Trp Leu Ala
1 5 10

<210> 13
L211> 7
<212> PRT
213> B

<220>
<223> f&5E, 2 CDR2

<400> 13
Ala Ala Ser Thr Leu Gln Ser

1 5

<210> 14
211> 9
<212> PRT
213> B

<220>
<223> f&5H, 2 CDR3

109127017 FEH5E A0202 $£16E  H20B(RIER) 1133264106-0
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<400> 14

Gln Gln Ala Asn Ser Phe Pro Pro Thr
1 5

<210> 15
Q211> 4

<212> PRT
Q213> ALFY

<220>
223> HEHPET

<400> 15
Gly Phe Leu Gly

1

<210> 16
Q21> 8

<212> PRT
Q213> ATLFY

<220>
<223> fRIEIMGT.2VH (DRI

<400> 16
Gly Phe Thr Phe Ser Ser Tyr Asn

1 5

210> 17
Q21> 8

<212> PRT
Q213> ATLFY

<220>
<223> fRIEIMGT.2VH (DR2

<400> 17

Ile Ser Ser Ser Ser Ser Thr Ile
1 5

<210> 18

109127017 FEH5E A0202 $£178  H20B(FEIR) 1133264106-0
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211> 10
<212> PRT
Q13> ALY

<220>
<223> fRIEIMGT.2VH (DR3

<400> 18

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

<210> 19
L21l> 6

<212> PRT
Q213> ATLFY

<220>
<223> fRIEIMGT.2VL (DRI

<400> 19
Gln Gly Ile Ser Gly Trp

1 5

<210> 20
Q21> 3

<212> PRT
Q213> ATLFY

<220>
<223> fRIEIMGT.2VL (DR2

<400> 20
Ala Ala Ser

1

<210> 21

L2ll> 9

<212> PRT
Q213> ATLFY

<220>
<223> fRIEIMGT.2VL (DR3

<400> 21

109127017 FEHESE A0202 $F18E - H20H(FIIF)

ZIEHHA:113F10K16H

1133264106-0
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Gln Gln Ala Asn Ser
1 5

210> 22
211> 117
<212> PRT
Q213> ATLFY

<220>
<223>

Phe Pro Pro Thr

R136RLIEEL IR (WRILTR)

<400> 22

Glu Val Gln Leu Val
1 5

Ser Leu Arg Leu Ser
20

Asn Met Asn Trp Val
35

Ser Tyr Ile Ser Ser
50

Lys Gly Arg Phe Thr
65

Leu Gln Met Asn Ser
85

Ala Arg Ala Tyr Tyr
100

Val Thr Val Ser Ser
115

<210> 23
211> 108

109127017

Glu Ser Gly Gly Gly Leu
10

Cys Ala Ala Ser Gly Phe
25

Arg Gln Ala Pro Gly Lys
40

Ser Ser Ser Thr Ile Tyr
55

Ile Ser Arg Asp Asn Ala
70 75

Leu Arg Asp Glu Asp Thr
90

Tyr Gly Met Asp Val Trp
105

FEHESE A0202

EEFETTAE (VH) » SEQ ID NO: 7.2 565 200 RO IR (BANGEE ) 2

Val Gln Pro Gly Gly
15

Thr Phe Ser Ser Tyr
30

Gly Leu Glu Trp Val
45

Tyr Ala Asp Ser Val
60

Lys Asn Ser Leu Ser
80

Ala Val Tyr Tyr Cys
05

Gly Gln Gly Thr Thr
110

F198 - H20H(FIIF)

ZIEHHA:113F10K16H

1133264106-0
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<212> PRT
Q213> ATLFH

ZIEHHA:113F10K16H

<220>

<223> EEEHTIAAE (VL) - SEQ ID NO: 8.2 A3 N I Bl (KA &g ) &
EA1300 IR (W IATR )

<400> 23

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

1 5 10 15

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

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

Tyr Ala Ala Ser Thr Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

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

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

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

109127017 FEH5E A0202 $£208  H20B(FEIR) 1133264106-0
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[S0HH 3R S A= E ]

aoKIHL]
—IE R EYE CY(ADC) Z AR - H{% A 5 B a7 ([ 58 & /& &l
B B B RS 1 B SR R Y 22 )
HpZiik®YEeaaE o2 81— (B o 2 B A R
JJE (MMAE)&EGHII91PAD12 2 IS S H IR & A Br - HA iR
HpRGEER EaE - EfETEE - HEfmESEQ ID NO: 225 FRHY#%
BB 2 A EE(CDR) Z g A B Fr 5| HCDR R g u S 1& > 1
fE & SEQ ID NO: 231 Ff/RHY &% ¥E # 0] # & 2 CDR iz B 1% - 51 /Y
CDR ; H
o
(1) #(FREAEE N $H AR RR B R BB 3%
(i) wx{FERe oAl 42 Fat 81 E AU S T & B - 1(PD- DI i B 251
MEQHAEASE T E B ECHS L (PD-L DI HIE TR © 2
(iii) Z(ERALERH ZFEARERCERNER - AzERLAE
fE Az TSI AL T & B -1(PD- DB B BT EIME At T E B e
1(PD-L D)fI I FI & THI A
[E5°KTH2]
MERRIALZ ik - P Z(FRe B N80 2 AR 6l H N REE &
B E 3% -

[E5°KTE3]
MEAKIALZ iR - H A% PD- HHE (5 2 B Ji(nivolumab) -
[E5°KTE4]

5 1 HEGEHHEEAEE)

C231640PBX20241016C .docx

N 109127017 #aA1134E10 H 16 H
109127017 RERIE A0202 1133264106-0
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WEE KL 2 A& - H 5 3% PD-L1 I ) A (% 28 5 1 [ FF 2k B 51
(atezolizumab) ~ [i] 4 & BE §7 (avelumab) fz {2 F & B §i1 (durvalumab) 4H ¢,
ZHBE
[55°K1HS])

WMEFERIFIZ H® - Hf il R4 & R BB & SEQ ID
NO: 97 B K4 F569CDR HI1 ~ &SEQ ID NO: 10~ £ 4551 CDR
H2 - &SEQ ID NO: 112 FEMFY/#JCDR H3 ; &SEQ ID NO: 12 /%
E %P 5IHJCDR L1 ~ &SEQ ID NO: 137 F Az FF5#YCDR L2 K & SEQ
ID NO: 14 £ f 7 5HYCDR L3 » B

HepzRs i f4a R BREiE&SEQ ID NO: 167 Fr B i P 7IHY
CDR HI1 ~ &SEQ ID NO: 17 2 l# & F%#JCDR H2 ~ &SEQ ID NO: 18
< W E B P 7IHJCDR H3 ;& SEQ ID NO: 192 g B f 7 5IHJCDR L1 »
4 SEQ ID NO: 207 B E RS BJCDR L2K 4 SEQ ID NO: 21 iz
FE5IHJCDR L3 -
[5%5°K1H6]

WMEFERIFIZ H® - Hf il R4 & R BB & SEQ ID
NO: 22 i Bl Fr 51 B S 3 0] 42 & Fr & SEQ ID NO: 23 7 i B g Fr 51 AV ES
O SR & o
[55°K1H7])

WEFRIHIZ @R > HZ il EE S #ESEQ ID NO: 7252011
M F TR (BN IR ) 22 S5 466 i i AL IR (BRRE BR) < R B Fr Y| BV S 3 - e S [E
SEQ ID NO: 87 5523 fir i Befife (R A Bt ) 22 56 2 36 i it AL BE (CF- R R R ) =
R B B e DI A HRE g

i

5 2 HEHIHEEAEE)

C231640PBX20241016C .docx

N 109127017 #aA1134E10 H 16 H
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EEREL)
WMEF RV Aid » K aziifes &/ B {xFab ~ F(ab'), » FvE(scFv
FE -
EEREED)
WEE KA H#k - sz iiis ko e NPk
[553KIH10]
WEFKIALZ ik > Hop e iR ah BB UEH T A RS
HY ©
ERE=ID
s oK1 Z i - ez bt ﬁ“ﬂg;?@g %EJEU\T@&%3
} ,\
HeopL-ForZbifa sl G a R B - Hpfa1£10 -
[E53KkIH12]
WMEFKIAN Z %k > Hdp{a2%£8
[553K7H13]
WMEFKIAN Z %k > Hopfa3£S
[53KIH14]

MEFE KL > KPR sblRE e R RGEmERE T ERE
B# B0 < B A B A fl7TE (MMAE) -
[E5°KIHLS]
MR KIA 14 Z s » Kz dpz 1 (b ] WA E pE - > HIH P
55 3 E (B PR AR

%

!

C231640PBX20241016C .docx
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ZIEHHA:113F10R16H
P BEZ PrAg BCH RS

ah BRI -
[E5°KIHL6]

MEFEKHA4Z iz > HPZEE B T

BIEFE T > afR081 3 -W-{RBFEMETT > w
8 H-Y-RERTHEIC > y(&RO0 ~ 1502 -

AWy Yy- 1 Hii-A-

HAEOE 128 F N 2 52

[E5°KIHL7]
WERKIF16 Z iR - Haz ik Bt BA T W) 2658 © A
% &

AL AR B N B: - Bzl T Eihi s

2 NI(2) Z & TEHYPAB &
z (1)
) (2)
[553K7H18]

WERKIE16 Z sk - HAgz kB o gzl R E e R &
ZHETFRAE > HHFZER TFE S hEANREBEEER R
MMAE -

[553K3H19]

WEEKIHL Z Hig - H

HozilRayEc T EEiRERES
R EEE1 £ 10{HE ;L ZMMAE -
[E5°K7H20]
| 5 4 H (TR A A )
109127017

FEHESE A0202

10912701783 AR113E10H 16 H
1133264106-0
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WEERKHE1Z Ak > Eh@RiiBEYEcyPEEnBERE S
F BB &2% 8({# B L ZMMAE -

[FFkE21]

WEERKHE1Z Ak > Eh@RiiBEYEcyPEEnBERE S
F BB &3 25 E L ZMMAE -

[FFkrH22]

WEERKHE1Z Bk > HPRiBEYEaGHEA T EREE R
1210 mg - EATFERBERMIZS mg - BATZAREBERELE
2.5 mg ~ EANTZARBERIIE1.25 mg 2 HE -

[FFkrEH23]

WEFKIH22 2 Ak - KPRy &Y GEN T EREER

LA mg ZH & -
[FFkEH24]

WEFKIH22 2 Ak - KPRy &Y GEN T EREER

BAZ1.25 mg 2 HIE -
[FFkE25]

WEERIHL 2 Ak - K Z Y S S G EREIRA (V) FE 5 2

g R FEEL
[ FFkEH26]

WEERKHE1Z Ak > ERRBEYE S GEE=AMX 2B

FE AR AR (V)3 B B0 £ 48 &30 97 g 8 B -
[FFkIEH27]
WEFRRKHL 2 Ak KPR EmEamG o=~ BHNEI]

55 HGEHIHFEAEE)

C231640PBX20241016C .docx
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1873167 ZIEHHA:113F10R16H
RIEFR - FEMFFIRA (V) LS Bl £ &L 4y30 57 s# & BT
[E5°KTH28]

MEFE KM > K ilREYE oy kg gliE =" 28
& AT AR (TV) 3 B B 6K 4930 77 8 i B
[E5°KTH29]

MEE KA i > HsRic i gl o VIRV R YIS oV (1L
VU 2 BIIRTE 1R ~ F8RKFBISK > FEMAFIRNAV)EH B E LD

077 #E 5

2

5 6 H(EHIHHEAEE)
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C231640DA pdf
109127017

61
1221
181

241
14
301
34
361
54
421
74
481
94
541
114
601
134
661
154
120
174
781
194
841
214
901
234
961
254
1021
274
1081
294
1141
314
1201
334

[ 250 E = ]

191P4D1227 cDNA(SEQ ID NO: 1)}l =i FE51(SEQ ID NO:2) -
REAR FRAR BRI T EI4R o BBl sEAE 2R B IR 264 I 221796 -
ARSI TFEN -

ggccgtcecgttgttggeccacagecgtgggaagcagctctgggggagctecggagectecececgate
acggcttcttgggggtagctacggctgggtgtgtagaacggggccggggctggggetggg
tcecectagtggagacccaagtgcgagaggcaagaactctgcagettectgecttetgggt
cagttccttattcaagtctgcagccggctecccagggagatctecggtggaacttcagaaac
M P L S L G A E MW G P E
gctgggcagtctgectttcaaccATGCCCCTGTCCCTGGGAGCCGAGATGTGGGGGCCTG
AW L L L L L L L A S F T G R C P A G E
AGGCCTGGCTGCTGCTGCTGCTACTGCTGGCATCATTTACAGGCCGGTGCCCCGCGGGTG
L T s bD VvV TV VvV L G QQ DA K L P C F
AGCTGGAGACCTCAGACGTGGTAACTGTGGTGCTGGGCCAGGACGCAAAACTGCCCTGCT
Y R G D S G E Q V G Q V A WA R V D A G
TCTACCGAGGGGACTCCGGCGAGCAAGTGGGGCAAGTGGCATGGGCTCGGGTGGACGCGG
E G A Q EL AL L H S K Y G L H V S P A
GCGAAGGCGCCCAGGAACTAGCGCTACTGCACTCCAAATACGGGCTTCATGTGAGCCCGG
Yy E G R V E Q P P P P R N P L D G S V L
CTTACGAGGGCCGCGTGGAGCAGCCGCCGCCCCCACGCAACCCCCTGGACGGCTCAGTGC
L R NA V 0 A DE G E Y E CR V S T F P
TCCTGCGCAACGCAGTGCAGGCGGATGAGGGCGAGTACGAGTGCCGGGTCAGCACCTTCC
A G S F 0 A RLRUL RV L V P P L P S L
CCGCCGGCAGCTTCCAGGCGCGGCTGCGGCTCCGAGTGCTGGTGCCTCCCCTGCCCTCALC
N P G P A L EE G OGTL TTL A A S C T A
TGAATCCTGGTCCAGCACTAGAAGAGGGCCAGGGCCTGACCCTGGCAGCCTCCTGCACAG
E G S p A P SV T WD TE V K G T T S S
CTGAGGGCAGCCCAGCCCCCAGCGTGACCTGGGACACGGAGGTCAAAGGCACAACGTCCA
R S F K H S R S A AV T sS E F HL V P S
GCCGTTCCTTCAAGCACTCCCGCTCTGCTGCCGTCACCTCAGAGTTCCACTTGGTGCCTA
R S M N G QQ P L T C V V S H P G L L Q D
GCCGCAGCATGAATGGGCAGCCACTGACTTGTGTGGTGTCCCATCCTGGCCTGCTCCAGG
R I T H I L. H V S F L A E A S V R G L
ACCAAAGGATCACCCACATCCTCCACGTGTCCTTCCTTGCTGAGGCCTCTGTGAGGGGCC
E D ONILWIHTIGIRE G- AMT LK C L S E
TTGAAGACCAAAATCTGTGGCACATTGGCAGAGAAGGAGCTATGCTCAAGTGCCTGAGTG
G 0 p P P S ¥ NW T R L DG P L P & G ¥
AAGGGCAGCCCCCTCCCTCATACAACTGGACACGGCTGGATGGGCCTCTGCCCAGTGGGG
R v D G D T L G F P P L T T EH S G I Y
TACGAGTGGATGGGGACACTTTGGGCTTTCCCCCACTGACCACTGAGCACAGCGGCATCT
v € B VvV § N E F & &8 R D &8 @ VvV T ¥ D ¥V L
ACGTCTGCCATGTCAGCAATGAGTTCTCCTCAAGGGATTCTCAGGTCACTGTGGATGTTC
b P Q E DS G K o V D L V S A S V V V V

[[E1A]

% 15 » 3t SH @B
FHAE A0202
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C231640DA pdf
109127017

1261

354
1321

374
1381

394
1441

414
1501

434
1561

454
1621

474
1681

494
1741
1801
1861
1921
1981
2041
2101
216l
2221
2281
2341
2401
2461
2521
2581
2641
2701
2761
2821
2881
2941
3001
3061
3121
8181
3241
3301
3361
3421

TTGACCCCCAGGAAGACTCTGGGAAGCAGGTGGACCTAGTGTCAGCCTCGGTGGTGGTGG

G vIAAL L F CL L VVVV VL M S R
TGGGTGTGATCGCCGCACTCTTGTTCTGCCTTCTGGTGGTGGTGGTGGTGCTCATGTCCC

Y H R R K A Q0 0 M T Q K Y E E E L T L T
GATACCATCGGCGCAAGGCCCAGCAGATGACCCAGAAATATGAGGAGGAGCTGACCCTGA

R EN S I RURULH S HHTD PR S Q P E
CCAGGGAGAACTCCATCCGGAGGCTGCATTCCCATCACACGGACCCCAGGAGCCAGCCGG

E s v G L RAE GHUPUDS L KDIN S S C
AGGAGAGTGTAGGGCTGAGAGCCGAGGGCCACCCTGATAGTCTCAAGGACAACAGTAGCT

s vM S E E P E GRS Y S T UL T T V R E
GCTCTGTGATGAGTGAAGAGCCCGAGGGCCGCAGTTACTCCACGCTGACCACGGTGAGGG

I ET Q T E L L S P G S G R A E E E E D
AGATAGAAACACAGACTGAACTGCTGTCTCCAGGCTCTGGGCGGGCCGAGGAGGAGGAAG

Q b E G I K Q AMNUHUZEFV QE NG T L R
ATCAGGATGAAGGCATCAAACAGGCCATGAACCATTTTGTTCAGGAGAATGGGACCCTAC

A K P T G N G I ¥ I NG R G H L V *
GGGCCAAGCCCACGGGCAATGGCATCTACATCAATGGGCGGGGACACCTGGTCTGACcca
ggcetgcectecetteectaggectggcteecttectgttgacatgggagattttagetecate
ttgggggcctcecttaaacacccccatttettgecggaagatgectccccateccactgactyg
cttgacctttacctccaacccttectgttcatcgggagggctccaccaattgagtctetece
caccatgcatgcaggtcactgtgtgtgtgcatgtgtgecctgtgtgagtgttgactgactg
tgtgtgtgtggaggggtgactgtccgtggaggggtgactgtgtcecgtggtgtgtattatg
ctgtcatatcagagtcaagtgaactgtggtgtatgtgccacgggatttgagtggttgegt
gggcaacactgtcagggtttggcgtgtgtgtcatgtggectgtgtgtgacctcectgectgaa
aaagcaggtattttctcagaccccagagcagtattaatgatgcagaggttggaggagaga
ggtggagactgtggctcagacccaggtgtgcgggcatagctggagectggaatctgectece
ggtgtgagggaacctgtctcctaccacttcggageccatgggggcaagtgtgaagcagceca
gtccctgggtcagccagaggcttgaactgttacagaageccctectgecctectggtggecte
tgggcctgctgcatgtacatattttectgtaaatatacatgcgeccgggagettecttgecagg
aatactgctccgaatcacttttaatttttttettttttttttecttgeectttecattagt
tgtattttttatttatttttatttttatttttttttagagatggagtctcactatgttge
tcaggctggceccttgaactcecctgggctcaagcaatcecctcectgectcagectecctagtage
tgggactttaagtgtacaccactgtgcecctgctttgaatcctttacgaagagaaaaaaaaa
attaaagaaagcctttagatttatccaatgtttactactgggattgcttaaagtgaggcece
cctccaacaccagggggttaattcctgtgattgtgaaaggggctacttccaaggcatctt
catgcaggcagccccttgggagggcacctgagagctggtagagtctgaaattagggatgt
gagcctcgtggttactgagtaaggtaaaattgcatccaccattgtttgtgataccttagg
gaattgcttggacctggtgacaagggctcctgttcaatagtggtgttggggagagagaga
gcagtgattatagaccgagagagtaggagttgaggtgaggtgaaggaggtgctgggggtyg
agaatgtcgcctttceccecctgggttttggatcactaattcaaggetecttectggatgttte
tctgggttggggctggagttcaatgaggtttatttttagectggecccacccagatacacte
agccagaatacctagatttagtacccaaactcttcttagtctgaaatctgectggatttet
ggcctaagggagaggctcccatccttegttecececcagecagectaggacttecgaatgtgga
gcctgaagatctaagatcctaacatgtacattttatgtaaatatgtgcatatttgtacat
aaaatgatattctgtttttaaataaacagacaaaacttgaaaaa

[E1A] (%)
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Ha22-2(2,4)6.1 &2 cDNA(SEQ ID NO:3) &l £l 51(SEQ ID NO:4)
AT &4 - B ] S T #1455 gG VA E & DARE 400 T #4R -

M E L G L C WV F L V A I L E

1 GGTGATCAGCACTGAACACAGAGGACTCACCATGGAGTTGGGGECTGTGCTGGGTTTTCCTTGTTGCTATTTTAGA
-GV Q CEV QL VESGGGILVOQ /P GG S L R L s

76 AGGTGTCCAGTGTGAGGTGCAGCTGGTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGGGGGTCCCTGAGACTCTC
-C AA S GFTPFS SYNMNDNWVROQAUPGI K G L E

151 CTGTGCAGCCTCTGGATTCACCTTCAGTAGCTATAACATGAACTGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGA
W v 8§ ¥ I &§ 8§ S 8 $§ T I ¥ ¥ AR D 8 VX G R F I I &

226 GTGGGTTTCATACATTAGTAGTAGTAGTAGTACCATATACTACGCAGACTCTGTGAAGGGCCGATTCACCATCTC
‘R D NA KNSL SL QMNSILURUDEU DT AV Y Y C

301 CAGAGACAATGCCAAGAACTCACTGTCTCTGCAAATGAACAGCCTGAGAGACGAGGACACGGCTGTGTATTACTG
A R A YYY GMDVWGQGTT VTV S S A S T K

376 TGCGAGAGCATACTACTACGGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTCAGCCTCCACCAA
-G P S VF PLAPSSKSTSGGTAATLGTCTILV

451  GGGCCCATCGGTCTTCCOCCTGACACCCTCCTCCAAGAGCACCTCTGGGEACACAGCGACCCTGGGCTGCCTGET
K DY F P E PV TV S WNSGALTS GV HTUF P

526  CAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGECGTGCACACCTTCCC
cA VL ¢ 8§ S 6L Y S L 8 s vV VTV PSS SL GT Q

601 GGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCTCCAGCAGCTTGGGCACCCA

T ¥y I ¢C NV NHIKU®PSNTZ KV DI K RV E?PZ K S CD
676  GACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTTGAGCCCAAATCTTGTGA

K T H T C?PPCPAPETLILG GG G?PJ SV FLUFUPPK
751  CAAAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCCGTCAGTCTTCCTCTTCCCCCCAAA

-P XK DT L MISRTPEVTOCENVVV DV S HETDP
826  ACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCC

EVKFNWYVDGVEV HNA AZ KT KU®PIZ REZEOQY
901 TGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCCGGGAGGAGCAGTA

N S T YRV V S VL TVILHOQDWT LNSGI KEYZKTC
976  CAACAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTG

K 'V S N Kk A L., P AP I EUEKTTIS KAIK K®GQU&PIRE P
1051 CAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACC

Qg vy TLPPSREEMTIE KNOQV S LTZ CTLV KG
1126  ACAGGTGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGG

F Y P S DI AV EWESNGOQ?PENNYI KTTPP
1201 CTTCTATCCCAGCGACATCGCCGTGGAGTGCGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCC

VL DSDGSFFILYSKTILTV VDZE KSR RTWOQOQGN
1276 CGTGCTGGACTCCGACGGCTCCTTCTICCTCTATAGCAAGCTCACCGTGGACAAGAGCACCTCCCAGCACCEEAA

vV F S C S VMHEALUHNU HYTOZXKSILSUL S P G
1351 CGICTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTIGTCCCCGGG

1426  TAAATGA

[[E1B]

Ha22-2(2,4)6. 15 > cDNA(SEQ ID NO:5) i B F2 %1 (SEQ ID NO:6) -
ATEFIHNEE N E4R - BT & 1T H48 SIS E & DA 4R I N E14R

M D MRV PAQL L GL L L L W F

1 AGTCAGACCCAGTCAGGACACAGCATGGACATGAGGGTCCCCGCTCAGCTCCTGGGECTCCTGCTGCTCTGGTTC
PGS RCDIOQMTOQQS PSSV SASV GDURWVT

76 CCAGGTTCCAGATGCGACATCCAGATGACCCAGTCTCCATCTTCCGTGTCTGCATCTGTTGGAGACAGAGTCACC
I T C R A S Q G I $Ss GW LAWY Q QO K P G KA P K

1.5, ATCACTTGTCGGGCGAGTCAGGGTATTAGCGGCTGGTTAGCCTGGTATCAGCAGAAACCAGGGAAAGCCCCTAAG
F L I YAASTULOQSGV PSU RUPFS G S G S G T D

226 TTCCTGATCTATGCTGCATCCACTTTGCAAAGTGGGGTCCCATCAAGGTTCAGCGGCAGTGGATCTGGGACAGAT
F TTLT TI & S L Q@ PEDUEFATY YCQ OQADNSU E P

301 TTCACTCTCACCATCAGCAGCCTGCAGCCTGAAGATTTTGCAACTTACTATTGTCAACAGGCTAACAGTTTCCCT
P TFGGGT T KV ETI XU RTVAAZPSV F I F PP

376 CCCACTTTCGGCGGAGGGACCAAGGTGGAGATCAAACGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCA
Ss D E QL K S8 6T AS VV L L NNPFPYPIZRE A K

451  TCTGATGAGCAGTTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGARTAACTTCTATCCCAGAGAGGCCARA
vV Q W KV DN AILIOQS GN S QE SV TEOQUD S K D

526  GIACAGTGGAAGGTGGATAACGCCCTCCANTCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGAC
s T Yy $S L $s $ TIL TJL S KADYUEI KHI KUV Y A C E

601  AGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCARAGCAGACTACGAGAAACACARAGTCTACGCCTGOGAR

v T HQGUL S S P VT KSFNI RGE C *
676 GTCACCCATCAGGGCCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGTITAG

[[E1C]

% 35 » 3t SHERWHEE)
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Ha22-2(2,4)6. | B4 B EREFF51)(SEQ 1D NO:7) - RPBFFFINIE Tl - Eg vl 2o
BT #148(SEQ 1D NO:22 » H{43E8 EISEQ ID NO:7. 8520111 % 55136 kit Fe 1)
BTG E AR 4 815 -

1 MELGLCWVFLVAILEGVQCEVQLVESGGGLVQPGGSLRLSCAASGEFTFSS
51 YNMNWVRQAPGKGLEWVSYISSSSSTIYYADSVKGRFTISRDNAKNSLSL

101 QMNSLRDEDTAVYYCARAYYYGMDVWGQGTTVTVSSASTKGPSVFPLAPS

151 SKSTSGGTAALGCLVKDYFPEPVTIVSWNSGALTSGVHTFPAVLQSSGLYS

201 LSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPA

251 PELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDG

301 VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAP

351 IEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEW

401 ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEA

451 LHNHYTQKSLSLSPGK

[[&1D]

Ha22-2(2,4)6. 185 7 e B 75 (SEQ ID NO:8) » FIEfFAIIEE T EleR - B a] ¥
AT #I4#(SEQ ID NO:23 » HA4HEE SEQ ID NO:8 7 552311 255 1 30fir fie Ak~ Fr
&) H AR IRLE B ARE 4RI T B4R

1 MDMRVPAQLLGLLLLWEPGSRCDIQOMTQSPSSVSASVGDRVTITCRASQG

51 ISGWLAWYQQOKPGKAPKFLIYAASTLQOSGVPSREFSGSGSGTDFTLTISSL

101 QPEDFATYYCQQANSFPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSG

151 TASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSST

201 LTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

3 4H - 3t SHEHETD
C231640DA pdf
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