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ANTIBODY-DRUG CONJUGATE (ADC) AND METHOD FOR FORMING THE SAME
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AHERKRETETL BADA—BpEL - A F Rt bz —FRamalienzig
HER - ABFLRBE BB EDASWADC) Tk -

A-(L-D)p (1)

An antibody-drug conjugate (ADC) of formula (I) or a pharmaceutically acceptable salt or solvate
thereof is provided. In formula (I), p is an integer ranging from 1 to 26, A is an antibody, and -(L-D) is a
linker-drug unit. L is a linker unit having a glycopeptide, and D is a drug unit. The antibody is conjugated
to the linker unit through a cysteine residue of the antibody. A method for forming an antibody-drug
conjugate (ADC) is also provided.

A-(L-D)p (1)
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[(BHLE] HiEEYECY R HEEE X
Antibody-drug conjugate (ADC) and method for

forming the same

AleBERE-BEFLEADZINEBEYHE ¥ (ADC)
BHESZ FUH#ZEHIAERLEY -  RAEEXOF > pEN R
1~262 828 > AR—fifle> H-OU-D)R—HE#EF-EYHET - H

FoLE - AABEEMROERFE T BEDE—EYETT-Hf >
NMEEHIBZ —F¥HEaBEBREEEZEGE T AEETE
H—EREBEEVNESHADCONHE T X -

A-(L-D), (D
€39

An antibody-drug conjugate (ADC) of formula (I) or a
pharmaceutically acceptable salt or solvate therecof is provided.
In formula (I), p is an integer ranging from }1 to 26, A is an
antibody, and -(L-D) is a linker-dfug unit. L is a linker unit
having a glycopeptide, and D is a drug unit. The antibody is
conjugated to the linker unit through a cys-téine residue of the

antibody. A method for formihg an antibody-drug conjugate
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(ADC) 1s also provided.

A-(L-D), (1)
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KWAN
HHBRRAS
(ARAERA - BHF  FLEEES)
[ZHABI IIREYESY RHEBIE A
- Antibody-drug conjugate (ADC) and method for

forming the same

[ BepirEis]

[0001] ABEGEHN —ENBEYESCYREHES
EoRAFER —EEAFREMREZFETFE L CNBEYES
V) B BLE TT R -

[ SeriEdi]

[0002] MiBHNHEENNEEESERIAEL  HHFSH
MEEtEY s FRARZEEN N EREEMABE M EER R
BERE HHR BN SEREYBEER)ZHBNVEER
RAAFEEEENERE —MHNECEY -

[0003] M BENESCHWADCO)ZRHHE - BFETHEY
(BRER)FEK - AT  HRBUSBERT  ELEFEE
MM EYEMEE S (IC50<1 aM) - EARADCHERZ — R B
R FE & (auristatin) T &Y - £ 2 MMAEAN MMAF -

(00041 & A W ADCHYE # F 2 — 2 MC-Val-Cite Hf» X
DA H Seattle Genetics/y &) BT B % Y MC-Val-Cit-PABZR R JE H &
BE)Z - ADCHEZEY (B R E X)W B4 8 E 08 (Cathepsin B)
DM T Y AN EE NERLEY - AT BEEET
RENBREZ —BAKEERE  BHADCHESHEANMAS
ZE20%N A MIBEME R L BB (co-solvent) LA EET-BER
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(linker-toxin) » FEEHAWBEEUELTHTRERKR -

[0005] (B - FHEMWE ATEERNEEERES
TR ADCE R FTHNADCE &% - i EHRABER
AR AL I ERKADCERBREAB B R ERENBERR
Z— - |

[0006] R I: & ¥ EWEYHEE S YW (ADC)EE B
EIAEERARBEYNESR -

[9IMA]

[0007] iRBE—FEEH ABHEREE—-—BEEL2R):
A-(L-D),Z i 88 56 ¥ 9 & ) (ADC) 8 KL 56 8 b ™ 3% 2 8 J8 005
B« RAEER(DT o pAARI~262 88 Al — b
H-(L-D)b — @S F-SyeT - £ > L — BHBEEKNE
BFHET HDR —EEWYET - o FEEHREY —EK®
EMBEEEEHESET

[0008] iRESR—EWEH  AEBRE-—EHRBEYES
WADCOWHE N % B F—HBR—BEEN —EEH%
REREURR —F— 8% REBRERKE PG —EET
EYETHUMR—FE AR ETEBETEA MK &
T—EauE LEANEBEAECSE - BRANE B RUBR
—EEBER HEPRASBR P B REBNRENR0% (v/v)

CE20% (viv)s BMREILREBK

[0009] BBEBABEBEZ FHRAEMEN  HYUEBEHESE
HE RS TYHBEHSEETHRG - LRAFHER - FH
P MF

i
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[EAEESRH]
[0010]
FEIERMRBABRE -—LFHRABERNBEYHE S Y (ADC)

WElE T EARER -
F2EHREBELE

i

it B 8 )R EG12014 -MHT-7 18y HIC[E|

V]

EIABEI AR BEABE — S E A EREGI2014 -MHT-71
ATHICH &% -

FAB ARRBEABE — B A #E ~I1gGl-MHT-474y HIC[E 3£ -

ES5E AREBEAEE—F G # ~IgGl-MHT-478 HICH &% -

FO[E KRB A E — B i B B R Herceptin®-MHT-47HJ HIC

Z o

Bt
j={114
il

FTE BWREAREE — F B B R Herceptin®-CCH-038 &Y
HICH =% -

FE8E BIEEAREE — & Bl B/~ Erbitux-CCH-028Hy HIC &

2l

e
i
o]

FOE KRB XEE — T i fl B = Erbitux-CCH-0358y HICH]

apr
o

s

F10E KRB AEE — B I H # /R Erbitux-CCH-04 18y HICH]

apy

EIERBBRBEAREE — &6 B /R Erbitux-FCW-0161J HICIE

nyr
mE
o
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FI2E AR ELRXEE — T WA B /R Erbitux-CCH-038/ HICH]

apr
mER
=]

FI3AE BEE AEE — F i F B < Erbitux-WHY-46 Y H‘IC

(&
i

E1BERRESIBE &

‘ﬂﬂfﬁ}

jit ] B8 7= Erbitux-WHY-46HJ SEC

E1AAE BRI AE S — ¥ 5 4 & 5 Erbitux-MHT-71 8 HIC

F14BE AR E A E ZE — F i 4 B/~ Erbitux-MHT-71#Y SEC

FISHE/REBAEE—F KO B RHLX-07-MHT-718) HICH

FIABARBABE —EHAERKESG ZH-EpCAM it

BHICE -

F16BE R REBEABE —EFHEHNERESG Z N
-EpCAM-MHT-718 HIC[g & -

FIUABR KRB ALEE — L T W H B R Erbitux A
Erbitux-ADCsR 40 CETHBEEARNE R -

F1BE AR EBAEE — % F KA B~ &~ Erbitux i
Erbitux-ADCsAS0 CETHBEHAHNER -

FI8E AMRELREE — L F M F B~ K & Erbitux- MHT-71

RACETREFZEENANER -

0965-A25246-TWF 5



201716088

19 BRI KB E — &% P B or & = 5 Erbitux -
Erbitux-ADCs -+ APEA-AF ~ & MMAE/N & > HE 88 4 & 1 & 00 5% 19
R

E20E B IR E AR E — & B WG R & E & Erbitux -

Erbitux-ADCs - APEA-AF - K MMAE/NB 2B EELEE -

G iWEY I

[0011] FHEBRE - EAEARS KEN I EEET-F
ENWNEEVESYW(ADC) ENREVESWADONE S
HEGT RERERNEZBLARBERNER  EMEEIE
EYESYADOW R EF AT RN EFRANBEWMNE - ®
b AEERRZIABEYESCHWADCONBELERS -

[0012] LMz ¥ BAEREF- FELERTHMEEGE AR
BE (BT A A~ RBE ~ PRI (M) NI (B HEREES
B AEREKERTF > Sl Val-Cit » Phe-Cit% H &8 & B
B§ (Cathepsin B)W sk Y S EH T - RAER > FEWHE
BT BEUEEABEREBRNVER T HCmAREFHBEO R
(Cathepsin B)H sk Z LK » ENig B & 5 E H K k89 B &
ERUEAEZ TN E L ERZ TYWERNKERE - E# 7 Chy
By B & ORI Nim 69 B B B8 K & 7] /F & H 3 [ ¥ % (attaching
spacers) ~ BE T - i - Y - FE - KBS T (imaging
molecules) ~ fifg ~ BEPK ~ REE T FHYBEEE -

[(0013] ZEABET  BHEHNRAEEBERERNEE
T-BREETHSCURPRFTFENINEEZEDESYWADC)- N —F

0965-A25246-TWF 6
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el F > ARBERERE—BEEFLEXDZHBEYYESY
(ADC)Sk R &2 PR # S EHBERLY -

[0014] A-(L-D), (D)

[0015] ML (D> ARK—HE - N —EFHH +
Tt TR —eRIBH—TBRIE R—BEHESF R
MPIEATR—RENEBHEDIREEFEERE  — ABLRBRE
CUIREEMRE S —AEBREDEEERE /BB
HEINEEERE - REMEEN S > FTARBART A, LY
BLUSZEMI B OB REHEEER E > #l0: KEH
B EE SRR FHENEDESEA R R THER
HpmiEMth & NG T At BEHMLANE S
YRR BEAEEESE —EARET(L) EEEHEAE - B
i R —aREMEDE  HLAKER BEMEREA MR
(chronic lymphocytic leukemia; CLL) -~ = & M5 88 4 O I %
»(acute myeloid leukemia; AML) - A — 85 E W B ik 5 = » Ayl
Pl #= O & FE 41 Herceptin ~ Erbitux ~ HLX-07 ~ EG12014 ~ ¥
-EpCAM $1 88 ~ IgGl -~ Rituximab -~ Ibritumomab tiuxetan -
Tositumomab > Brentuximab vedotin + Alemtuzumab ~ IGN101 -
Adecatumumab -~ Labetuzumab -~ huA33 - Pemtumomab
Oregovomab ~ CC49 (minretumomab) »¢cG250 >~ J591 ~ MOv18 »~
MORADB-003 (farletuzumab)~3F8~chl14.18~-KW-2871~hu3S193 -~
IgN311 -~ Bevacizumab - IM-2C6 -~ CDP791 -~ Etaracizumab -
Volociximab ~ Cetuximab » Panitumumab » Nimotuzumab ~ 806 -

Trastuzumab -~ Pertuzumab' ~ MM-121 ~ AMG 102~ METMAB -

0965-A25246-TWF 7
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SCH 900105+ AVE1642~IMC-A12- MK-0646~R1507~CP 751871~
KB004-I1IA4- Mapatumumab (HGS-ETR1)~ HGS-ETR2~CS-1008 -
Denosumab ~ Sibrotuzumab- F19- 5 81C6- AT > JEX B W & >
FHPLEBER TS MIEARBREHALABE #HE - REHEWN
8 T TR 9B T 4k B IR K BE AR B2 (free thiols) I EE FE S
EEHEERNVNEHRTHREAEE -

[0016] W—FEWHAI+F @  HIBITRLSHENBREKRLE -
HBETAEENHELEN  BEALN - BEABERE - K&
MR WMEYRE  -ZEQE - B - R®AKLEeaEw - LE2YE -
Bl WERE - SHIBNEETERARMEAHFTE N -
BB BE (mAD)E B BB 19 PR TR A A AR AT S ECE A
B AT - B e A EE SRR G4 & ¥ HKéhler Al
Milsteinff # 4 #Y Bt & & £ fi7 (1975, Nature 256, 495-497) ~ A
%8 B4 B Rl & B8 £ 1f7 (Kozbor et al., 1983, Immunology Today
4:72) ~ EBV-l & & £ fif (Cole et al., 1985, BHEHKRHLE K EE K
/%, Alan R. Liss, Inc., pp. 77-96) - EEHE I /A EMH —ERE
BREBHEEY > HiEIgG - IgM -~ IgE~ IgA~ kIgD > Kk H{EM =
B RIEBEBTHBESHEAES Z EERIE mAd) T R84 (n
vitro) Sk B4 N (in vivo)#E 1T 52 & -

[0017] E Rk T AW - NEEHILE - ABELEK
iR NBRE-SmaBEWO: ABE-NERE) ABE
Bk BT RE T AR A BT R E R HY BT B S (B 40 - Teng et al.,
1983, Proc. Natl. Acad. Sci. USA 80:7308-7312; Kozbor et al.,

1983, Immunology Today 4:72-79; and Olsson et al., 1982, Meth.

0965-A25246-TWF 8
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Enzymol. 92:3-16)

[0018) 5 % th W] hy — k4% 2 1 B B8 - 5% B 1 b BB O 8L
B ERARBESFEN - 2 E SR EE R BN AL NE T
EREERNWERERE QWM E#-K 8 Y H E R E
(coexpression) » K EWEMAE R AWK R E (S REHW
Milstein et al., 1983, Nature 305:537-539; E &R /A FH 5 No. WO
93/08829, Traunecker et al., 1991, EMBO J. 10:3655-3659) »

[0019] 4R % 7 [E # 75 X (approach) » B 5 & & 1 &% K
BEREERGIBE-AEEAMBAELEREO N EE R
FHlIftMeRElA - S ARENEREEER  BEED
—HHHEEEE  CH2ER - RCHIEH - R EAEE— &
MEEBH(CHD)  HEARBEAFALEANMLE  BERE
p—EREe  c EEGRBEERENESEBANR 0 BEE
CERRENOME BRHEAZEBNSEGE D T HEEE
SAE GBI EE A Y (organism) - EF A THAFT SN =18
SRR B REAREEEN  RRETHESES KA
BN EBATHELEOIEYE - AT B2V WHE S HEKES
REABHSEHEREEERNE S LR BEERE . 5T
E—ERBREFHEANEIFE=HSBRENREES
5

[0020] @l SR EHNBTER - BXRBEREEHE -
EEST B PEAE - GAREE BESI—BFFEE—&
REEREOES-SEYRAE SO ES) - EERYE
NEEE RN YN E SRR LAY R AR EN R ERE

0965-A25246-TWF 9
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SEGESE S HETER EENEREESTFOINGE
HREAEBEGRASN S BT R (HEE A B % No.Wo
94/04690) » HEFEH A AT MBS % -

(0021 O &% 41 2 & 45 & 1 51 8 &9 25 4 ] 2 5. 1 40 Suresh
et al., 1986, Methods in Enzymology 121:210; Rodrigues et al.,
1993, J. Immunology 151:6954-6961; Carter et al., 1992,
Bio/Technology 10:163-167; Carter et al., 1995, 1.
Hematotherapy 4:463-470; Merchant et al., 1998, Nature
Biotechnology 16:677-681 « I F i 4 5 f » T &1 5 1) &8 4% 2 14
BB R R R R SR I B -

(00221 & T & b B8 % 5% 9 5 0 % A0 A B9 38 BPA 0105
360+ 401 B £ % 32 BR B 98 55 0 B 50 B T AR BB AR o (R
B £ 4 B R S R ) B (6 BB M BT A o 45 B (R B B % I I B B
HABREP KRR AT AEEEEREE S e e
B B TR BB N B4 0 B E A BISEWO 83/03679 % B N
BOF| A B BREPA 0217577 MBS ERFAEIE RS E -

[0023) i 8 th W7 &5 3y B M 0% M K B3« BB AN 47 4 4 X
L HO S B eEBAReG s BEREM Y BE
B WEBE M VBR - S T A S 5
). M ‘THENENT RBFRLAE  HEWREMNY
THEAFAORFR - BEHEAREGR R HENREUY
BB BRI R ERA T R ERE S S T
(idiotype)HY #i IR ¥ W] #& 5 il Bx 1€ 28 5. CDRF %I i #8 F+ > Fr it
CDRF 5| % C-% 4 CDRFF 5 » HE — Wi « 5 T 2 8

0965-A25246-TWE 10
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% — {E CDRIF 1 & & 2 5 | > o £ 45 & 3 B (binding assay)h
5 I 1 & CDRJF 51 #9 & Bt Bt Bk > DA R 4E 1 465 & 3 B o 5 3% 1 48
4 AT B 419 B5 B (B 40 ¢ BIA core assay) (£ B B 41 : Kabat et al.,
1991, Sequences of Proteins of Immunological Interest, Fifth
Edition, National Institute of Health, Bethesda, Md.; Kabat et
al., 1980, J. Immunology 125(3):961-969) e

[004] HBERAOHBEERENE B flaEXER :
F(ab’)2F Bt - Fabh EX - Fab’ ~ Fvi B R 57 B8 19 5 48 % % 8 —
T OREEAB/ANKE B &R Fusi B # 5 8 (SCAs) (Fl4
U.S. Pat. No. 4,946,778; Bird, 1988, Science 242:423-42;
Huston et al., 1988, Proc. Natl. Acad. Sci. USA 85:5879-5883;
and Ward et al., 1989, Nature 334:544-54 fr it ) -

[0025) thelfrpEAESIME - B 2R AR A B EHbE
EEAEMEAEEAQE - & oA % S A DNAK /i 8 &
(£ B Bl4U.S. Pat. No. 4,816,567; % U.S. Pat. No. 4,816,397)
ANELERBEAREEABYENRES T AEXEEAEY
B H — R % E G W % E B (complementarity determining
regions; CDRS)U R R E AN EEBEREAS THREEER (25
BI401U.S. Pat. No. 5,585,089) « & & 1 A %8 b 2 #% 51 8 7] %5
7 SE BB K0 9 A DNAKL A EE AR o B A0 B KE A BE 5E
WO 87/02671 ; BX M 2 A 2 B 55 0184187 : EX JH 2 Rl A BE %
0171496 BR N EF /A BT 520173494; B FE /A B35 WO 86/01533 ;
U.S. Pat. No. 4,816,567 BXx N EF] /N B 58012023 Berter et al.,

1988, Science 240:1041-1043; Liu et al., 1987, Proc. Natl. Acad.

0965-A25246-TWF 11
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Sci. USA 84:3439-3443; Liu et al., 1987, J. Immunol.
139:3521-3526; Sun et al., 1987, Proc. Natl. Acad. Sci. USA
84:214-218; Nishimura et al., 1987, Cancer. Res. 47:999-1005;
Wood et al., 1985, Nature 314:446-449; Shaw et al., 1988, J.
Natl. Cancer Inst. 80:1553-1559; Morrison, 1985, Science
229:1202-1207; O1i et al., 1986, BioTechniques 4:214; U.S. Pat.
No. 5,225,539; Jones et al., 1986, Nature 321:552-525;.
Verhoeyan et al., 1988, Science 239:1534; and Beidler et al.,
1988, J. Immunol. 141:4053-4060F7 4t BY ;5 7% -

[0026] " {E BB NBEBLEE - AEHRB TR EF Q@
BERBABREAERECERENKEEERNNBEEAR/NE > HE
HAUUREAFERENKEEERN - EAR/NBEEEET (in the
normal fashion)DIREE ZHI R B2E > Fld - A& T 2 WL
THEZHER  EHUNIIENESRDLE TR ES S BRI
B EBERNIMBREeWASRLEREOEERAEBAKE S L
F B ¥ $F J (rearrange) > HEZ ETHAUER K EHMESE -
N - MHAEEXN KU EELEF BEURNIgE IgA- IgM
RIGEGIE - KSEEE ANEHE I T2 R Lonberg and
Huszar (1995, Int. Rev. Immunol. 13:65-93) - B PN E & A HEH I
KMk ELALBEENS EZEFA@TRm TS RN ¢
U.S. Pat. Nos. 5,625,126; 5,633,425; 5,569,825, 5,661,016; 4 &
5,545,806 H it AN THE A EE &S §l 412K B Abgenix,
Inc. (Freemont, Calif.)Pl & Genpharm (San Jose, Calif.) o

[0027) =T F| FI 7% B “ & [0 # 2 (guided selection)” Y &

0965-A25246-TWF 12
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fig BE AE B 3R AR B B BY BU R R JE i (epitope) By A SH LA - FEBL TS
b KEENFEABEERRE O NEBE AREE
(guide) T HBHERRERAEMNZEBEAENENEESREY
41 : Jespers et al., 1994, Biotechnology 12:899-903) - 7 & | /A
XREAFRMESRINNEMELEAENB OERERETRE
(% B @ 41 : Hoogenboom and Winter, 1991, J. Mol. Biol.
227:381; Marks et al., 1991, J. Mol. Biol. 222:581; Quan and
Carter, 2002, “The rise of monoclonal antibodies as
therapeutics,” in Anti-IgE and Allergic Disease, Jardieu, P. M.
and Fick Jr., R. B, eds., Marcel Dekker, New York, N.Y.,
Chapter 20, pp. 427-469) -

[0028] WHMEMEA &  HiBEINENREED » HH
EEMEEERE -FAN - -iRETEREREN S —EHEHE (X
HE s EEAENZEDIO 20K50FBER)NRERF
FIBIN-Im S C-tm S EHEETR & (B0« BEARE) -

[0029] B EELEMBREEH RN » FEEMD
FRHLEEESZ)NEULUYRGTEY  REERNWHEERE LH
NEREHEHIRECAERELE - FIAUERRRE + i HE L
MR EY  BEKBE—FEH - fla: BEAL - ZBE -
B BB EEL EHENNRE/MERBETE
Ib-EOBVE -  EHZARIBEIRNHEMEOES - 71
AEMNEMEREMARENLLEEH BEEAFRRNE -G
Z2YE-Z2BLE - FRBRL RBEEETHAHEHE - LI
BUYHTTEY TEE—EXSBEERABREER -

0965-A25246-TWF : 13
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[0030] MBI HFHEFZRBEANKEBREE T AEE B
(Blsm - AU~ MBRECHEIN) - Al - Pl EREREREE
T EEEHNNE KWRA KB SEIFCE B M FcRn% 8 7 [
NXEERAF (RGN BEARFEWO 97/34631 » HE G IE
EHAARAXERSE) BREERRNENNBERAEREE TR
BELESREREBEEMREXRFNAHAAKMGMERERTRBEE N
BEFBAMN T EEE GEAN LEARNEARREN -
FEHREEREREENBSEENREREFII&HG A ¢
GenBankB B ERBELNEEE - 4K HEFATHER
BT (cloning) R EF M ER -

[0031] WHAREGEBENHBAFEEARER  AE
{t $t HER2 58 # #{ % - HERCEPTIN® (trastuzumab; Genentech)
AR AEAEEBIEMANSKMKEH (non-Hodgkin's lymphoma)Hy
B OB ¥ # & P CD20 B # ¥ 8 RITUXAN® (rituximab;
Genentech) ~ Fi 4 & %% U9 & % 9 /\ B #1 #8 OvaRex (AltaRex
Corporation, MA) - I REE KRB E B E N /N B IgGafi &
Panorex (Glaxo Wellcome, NC) + il } 36 B3 J¢ & £ 1 T 15 1 7
(f 2 75 S8 5% )8 1 -EGFR 1gG #& & Hi #& Cetuximab Erbitux
(Imclone Systems Inc., NY) ~ A ¥ 6 & A %& (sarcoma)dy A 3 1k
fi % Vitaxin (Medimmune, Inc., MD) ~ fI ¥ i6 {2 M B 2R %
(5 If %6 (chronic lymphocytic leukemia; CLL)#Y A ¥ /E 1gG 14 #&
Campath I/H (Leukosite, MA) - AR aE M EFEHE A MK
(acute myeloid leukemia; AML)HY A #E {L ¥i -CD33 IgG#i B

Smart MI95 (Protein Design Labs, Inc., CA) - NG EIEM R

0965-A25246-TWF 14
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4 Xk 2 88 (non-Hodgkin's lymphoma)Z A {k$Hi-CD22 I1gGHy

B LymphoCide (Immunomedics, Inc., NJ) - ARG EIEMAR S

(X # & /& (non-Hodgkin's lymphoma)Z A JE /b $i- HLA-DRIL f8

Smart ID10 (Protein Design Labs, Inc., CA) ~ Ff RIAEIE [ K

% K it & /& (non-Hodgkin's lymphoma) Z J & £ % 5C /N Bl 51 -
HLA-Dr10#i 8 Oncolym (Techniclone, Inc., CA)~ F A & B {8 7R

& K W B ¥ (Hodgkin's lymphoma) 5 JE /i /R & X # B &

(non-Hodgkin's lymphoma) 2z A %8 b #i -CD2 B # #i # (mAb)
Allomune (BioTransplant, CA) ~ ARG HE M & K K IE EH B E S

B -VEGF A 8 L $1 & Avastin (Genentech, Inc., CA) ~ F A & &

FE 7] 7K & K ik £ 5 (non-Hodgkin's lymphoma)Z i -CD22#7 #2

Epratuzamab (Immunomedics, Inc., NJ and Amgen, CA)~ & B i

BERNBEBEN ABEAH-CEASL BB CEAcide (Immunomedics,
NJT)

[0032] HMm o AREEEENNBEEERERERT
AFFENBEERPREOROAIEREE)  CAL25S (MEE) -
CA15-3 (% ; carcinomas)~ CA19-9 (&)~ L6 (&)  Lewis Y (J&)
Lewis X () a-fe REB(E)  CA242 (KIFEKBE) BE®
MEERBOE) FVBREREEEREGIIIREE) - RS R R
MBI (SRR REEREF (E) - MAGE-1 () -
MAGE-2 () >~ MAGE-3 (J) - MAGE-4 () himB EB X &
() p97 GREXE) MUCI-KLH (A% ) - CEA(RIFEE B #E)
gpl00 (REXE) - MARTI (REEME) - AIFIRKFEUENE
(PSA)(RTZIBR ¥ )~ IL-2%Z #8 (T-cell g I 9 F1 k= & ) ~ CD20 (3
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HARERMKEE)  CDS2 (HMH%) CD33 (B M)~ CD22 (ifk
EE) NAEBEERERBEGE) CD38 (ZHMEHE) CD40
(HERE)  BEBGE) P21 ()  MPG (BEEBER) - KNeuw
EREYFE) —2HE—-M - FANHBEEHEARRK : BRI6
B8 % B 8% (mADb)(Trail et al., 1993, Science 261:212-215) ~ BR64
(Trail et al., 1997, Cancer Research 57:100-105) « ¥f 1 CD40#%
R B R B1 B8 (mAbs) 5 2 S2C6 B # i #8 (mAb)(Francisco et al.,
2000, Cancer Res. 60:3225-3231)rfk Hi#r & K A E(Le 258 -
B PLCD33 41 R Ay B Pk It A8 (mADbs)~ 3 i EphA231 R K E R i
(mAbs) ~ ¥ 51 CD7041 K #Y B ¥ 51 #8 (mAbs) 5 2 1F6 B ¥ 1 &8
(mAb)FI2F2E FR i #6 (mAb) REZKE K ABEERE - kY
5L CD30%L JF /Y B ik 51 B& (mAbs)5 2 AC10 (Bowen et al., 1993,
J. Immunol. 151:5896-5906; Wahl et al., 2002, Cancer Res.
62(13):3736-42) KR HIx & X ANELLEEE - fEHF S EMHA
EEMHERREE SR EE R4 - Franke et al., 2000,
Cancer Biother. Radiopharm. 15:459 76; Murray, 2000, Semin.
Oncol. 27:64 70; Breitling et al., Recombinant Antibodies, John
Wiley, and Sons, New York, 1998) -

[0033] A—HEHM S  REBEABENEHGYWM T EE
AARNGRNEVEREAERERNEONB - HREHEEBE
EHREEANAREINENEREREE T &N S 2 HE MK
BHEUERMARNEBREABEANRBI AN T EELE &R
Bl LR E R ECEARKE RN -

[0034] HA—HEFHEHF  HIBHENEBEEERNAE

0965-A25246-TWF 16
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ERFREHRELE  B2000 : 5I-2LKDNA: JI-EKRDNA: T
-DBE RS PL AR 1M ~ 1gG s BU-BEFE LR IgM ~ 1gG 5 FL-SMT A& -
i-NEEnE FREBERE S Mt HARERXEGND
B 5 JL-SCL70; #Hi-Jo: Pi-Ul RNP ; H1-La/SSB; H1-SSA; ¥
-SSB; f1 - B 40 B $1. #8 (anti-periteal cells); $i -4A &£ H ; HiL -RNP ;
C ANCA; PANCA: fid .0l s iB&EEHT 5 kH-GBMILE -
N—FHGF  GEZ2EEHERMERE (igand) g R R2E
R H R

[0035] R EBWEH T HETECEREEEHEMAR
EFWH BB EES WA FEENKRESER) BiENIER
EVTIERRERESERNBRERE - INFREBEREKE
BE&Ed (integrin) - IEBEZE - LEFEZE  ETEASE
MAEMEESY - L MEREE R (lectin) - KFBEHEL - &8
WRERESENBEREXLEHEEEFRK: CD2-CD3-CD4 »
CD8 -~ CD19 - CD22~ CD28 -~ CD79 ~ CD90 ~ CD152/CTLA 4~
PD 1+ RICOS - e BN INFZEBREKEGAEEFRR ¢
CD27~CD40~CD95/Fas~CD134/0X40-CD137/4 1BB~TNF R1 »
TNFR2 -~ RANK -~ TACI - BCMA -~ & & 40 g # & +
(osteoprotegerin) ~ Apo2/TRAIL R1 ~ TRAIL R2 ~ TRAIL R3 »
TRAIL R4~ APO3- 5 B E & & O (integrin) @A E FR K -
CD1la~CDI11b~CDllc~ CD18~CD29~CD41~CD4%9a~ CD49b -
CD49c ~ CD49d ~ CD49%e ~ CD49f~ CD103 -~ l-)jZCD104 o & HY
LI BR B &2 & (lectin) HFBEEARN : C & ~ SA ~ RIZL M

0965-A25246-TWF 17
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[0036] M5 —EiEENEROD > BN HERMEDH
FEE4BERAMNEENRBAERRE - HBET RS
ANEL RAEERRS  REFEANES “RERE A
EEFRER THSCBERES FARERRK - % 5EKE S @
41 © HIV gp120 ~ HIV nef~ RSV F E§ % & ~ i B 35 o 4% e
B FEFEEMNREEE  HlLtax - B4 MBS EBE QS (F
41 : gB, gC, gD, B gB) M R BEBF % £ @ 5 ) - It 5 7 {8 &
BE CHEMHE AFEEFRR TRSSRREZEER
AR SRR EOE - BE - SME - REES T B
MM EE BRI B D% MK A S B4 LPS
AR % B BE 5/8) -

[0037] BRBEERMEYHEN B LTS R T 6 ®
¥ 1S > #ldl kK 5 BD Biosciences (San Francisco, Calif.) »
Chemicon International, Inc. (Temecula, Calif.) - = Vector
Laboratories, Inc. (Burlingame, Calif.) ~ ¢ B {F {7 & 55 17 48 I
EEREABE TN TEES  BREAN LR ARRES
EHEH GENARERNMEY R R ERBE BN
W 7 510 O £l 400 1 GenBank i 28 B S A (DL A B9E B - S B SO RR -
o2 B 1T 9 % B 7 (cloning) B 5E 7 T 72 - |

[0038] 1 — B EWERH T > REABENESYUA T
BN AR RN R ER AR M EY RN L ERENA
RS - HRRERARMEY R AN AR AN B aE
B PR B B R A RSV A 09 7% B A B 8 A B L5 TR #E &
W ZF(RSV)E # i 55 SYNAGIS (Medimmune, Inc., MD) ; ¥}

0965-A25246-TWF 18
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B HIVE 3¢ A R 8 CD4RL & 1 #8 PROS542 (Progenics) ; ¥ J &
BB FF % 9% 55 F 3B A 51 88 OSTAVIR (Protein Design Labs,
Inc., CA): HREGFREMMKE(CMV)E XN A EIgGlii 8B
PROTOVIR (Protein Design Labs, Inc., CA) ; K H-LPSHL B -
[0039] Hft AR GERAEERONELEAERRER
AN KREBRREROLENB (A0 - EREBEXER
(Streptococcus pyogenes) ~ ffi X ## Ik (Streptococcus
pneumoniae) ~ = F [ BK B (Neisseria gonorrheae) ~ & & £ & 5
(Neisseria meningitides) ~ H & #% iR £ B (Corynebacterium
diphtheria) ~ A # £ & (Clostridium botulinum) ~ E & 3% [ 25 i
¥ B (Clostridium perfringens) - &Y & & Zf #3 #£ & (Clostridium
tetani) ~ 1T £ B B % M 2 & (Hemophilus influenza) ~ ™ & {3
X A 3 2 B (Klebsiella pneumoniae) ~ & & {H K A £
(Klebsiella ozaenas) ~ % T/ H K & I 4 B & (Klebsiella
rhinoscleromotis) ~ & &= 8 % & Bk B (Staphylococc aureus) »
BL 50 & (Vibrio colerae) ~ K 5 #2 & (Escherichia coli) ~ 4 B2 &
(Pseudomonas aeruginosa) -~ f& FH & g & ( 7 )
(Campylobacter (Vibrio) fetus) ~ ¥ /K 4 ZE & B 8 B (Aeromonas
hydrophila) ~ & IR JE B &H (Ba0111us cereus) - F & IE K B
(Edwardsiella tarda) - /N B§ K H@— X HB K #B B (Yersinia
enterocolitica) ~ B & HF (K 2 B (Yersinia pestis) ~ B M 45 #% % HY
K (Yersinia pseudotuberculosis) ~ F &= 7["5 B (Shigella
dysenteriae) - El %] & & & (Shigella flexneri) ~ K K K &

(Shigella sonnei) ~ 7> P [X #2 B (Salmonella typhimurium) ~ #§ &

0965-A25246-TWF 19
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i Jig #8 (Treponema pallidum)-~ 4f §5 %2 € #& (Treponema pertenue) -
BE EL 95 22 12 E 88 (Treponema carateum) ~ (Borrelia vincentii) -
2 Bi 18 §E B (Borrelia burgdorferi) ~ W i1 = 8 8 If 08 g 2
(Leptospira icterohaemorrhagiae) ~ ffi 45 #Z 2 & (Mycobacterium
tuberculosis) ~ | [K ffi & 5 (Pneumocystis carinii) ~ £ fiI 3 K &
Bd (Francisella tularensis) ~ 4 47 (K 2 B (Brucella abortus) ~ %
i K B B (Brucella suis) ~ d#t o G 2 15 X B/ & (Brucella
melitensis) - & 4% & B (Mycoplasma spp.) ~ B2 & & 17 72 | &
(Rickettsia prowazeki) ~ & £ J% 1L % X #& (Rickettsia
tsutsugumushi) ~ #% %X B & (Chlamydia spp.)); BIK E B (Fl 41 :

fH Bk 8 F (Coccidioides immitis) ~ Y& %8 f& (Aspergillus
fumigatus) - H & =& Bk 3k B (Candida albicans) ~ [ % Zf &
(Blastomyces dermatitidis) ~ ¥ & & I (Cryptococcus
neoformans) ~ %< fE 4H &% fE 4% & (Hlstoplasma capsulatum)) ; &
& £ Y (R F & £ 2 (Entomoeba histolytica) - 5 B £
(Toxoplasma gondii) ~ f5 & ¥f & & (Trichomonas tenax) > A
F W # (Trichomonas hominis) ~ & 3 & & (Trichomonas
vaginalis) ~ [l [k 58 $f # (Tryanosoma gambiense) ~ & 7 &5 § &
(Trypanosoma rhodesiense) ~ % (K $ £ (Trypanosoma cruzi) »

# W A+ & JH & (Leishmania donovani) - # 7 fl {+ & K &
(Leishmania tropica) B 7§ | {+ & /& £ (Leishmania braziliensis)
it 78 T ffi 3% (Pneumocystis pneumonia) ~ [ H E & &
(Plasmodium vivax) ~ 5 1% ¥ £ 5 (Plasmodium falciparum) ~ &

[H # (Plasmodium malaria)) ; Z¢ 4 £ ( B & (Enterobius

0965-A25246-TWF 20
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vermicularis) ~ ¥f £ (Trichuris trichiura) -~ #i & (Ascaris
lumbricoides) - Jjg F& # (Trichinella spiralis) - ZH #% &
(Strongyloides stercoralis) ~ ijaponicum{¥ [l I £ (Schistosoma
ijaponicum) ~ & £ (K fF Ifl % & (Schistosoma mansoni) ~ ¥ K& &
I % £ (Schistosoma haematobium) + & #7 £ (hookworms)) °

[0040] ABEFHEHMTHNECERSELEEFRNIBACE
BEARREHNBRFRFERENRE  #fla: 5% 3FF
(Poxviridae) ~ f 2 J%K 5 £l (Herpesviridae) - EAE B H &= FH —
Al (Herpes Simplex virus 1)~ B 4l /8 B % &5 £ = & (Herpes
Simplex virus 2) ~ R % &/ F} (Adenoviridae) - & % & % &= &}
(Papovaviridae) ~ §% E % 3 | (Enteroviridae) ~ /N 1 ¥ 2 9% &=
Bl (Picornaviridae) - /NDNAJK & £ (Parvoviridae) ~ ' g 91 9% &=
Bl (Reoviridae) ~ & # $% 3% 3F £} (Retroviridae) ~ i F % &
(influenza viruses) ~ El i B 3% & (parainfluenza viruses) ~ i {7
M BB R X (mumps) ~ it & (measles) ~ IF 0% 75 41 i 8 & % &
(respiratory syncytial virus) ~ 72 & fif & (rubella) - & E = R
(Arboviridae) ~ & 4k % & ® (Rhabdoviridae) ~ > ¥z % =& &
(Arenaviridae) - AZY Bf 3% % 3 (Hepatitis A virus) - BA! fF B 5%
# (Hepatitis B virus) ~ CHY FF 38 4% 3& (Hepatitis C virus) - E&J fF
* 9% 3 (Hepatitis E virus)~ JE AR /JE BEY B 3% %% 3 (Non A/Non B
Hepatitis virus) ~ £ % % (Rhinoviridae) ~ & ik % =
(Coronaviridae) ~ &g /R 8 3 (Rotoviridae)- E A A B B IFE =

| (Human Immunodeficiency Virus) -

[0041] Hit T hHAELENEEAREEMME LYK

0965-A25246-TWF 21
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Bl HER—-ERSEEE@ER@ O EEAR) > T
EEERRE -ERSES T ENN S EEE WD )
FELNBEESEREEMEL ST - FRREELEEE L
MEESST  BEEERS)TEESEREEEEEREE - -
RERTENCERE SRUMSTERES B BREE
AN ENE SRR EREE T - Bt N — & E
Bl > FEBEEETEREEREBRE(TAAN I E - 2
BEEARAEAAEMESFEY BT AR R AR iE
MEME AR EERBNITE -

[0042] W2 DH > (L-D)p—EEF-@EyET > H
PR E—BEBERZESETET ADRE—EYHET - R
EER(DF > PH BN 1~2609 88 » BURR 2R 0) b 8
AZ SR SR BB E - N —EHH b PE AN 2~81 BB
N BB R —EHA R PATENAR2~I2HEE > T 5
CEEES N — FHEA PP B R 2260 BB A B2
W — B Wi Bl h > P B 48 826 -

[003] M—sgipld ABE\ELHZEFHET(L)TE
P AR B T (-SAAs-) R — BEBK B 9T (-AAs-) o A — B H
Blch > BEBKEE TR B EERK - =Bk - PUBK - AL - NEK - EBK -
JURK ~ JUBk ~ FBE - —Bk o B

[0044]) WM EMEWHH & - ABWBEZEHETHET(L
FIL 2K -C-SAAs-AAs-- BWI{EBR P C-T B —HAET -
e =l

51
jm

0965-A25246-TWF 22
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0 0 0
Q 0 o
N—R7—C% | N—R7—C% N—R7—C%

@ﬁ“ “H oty P Hody
%c—m—c% §=N-N-2-R7—§% | §=N-H-R7—<':'-§ | g.'c'-ﬁ-m—ﬁg |

0

|S| Q 9 H 9 Il
%—C—N—R?—C—% %CHZ-—C—R7—C% %CH;C—N—R?—C% %S—R?—C

§=N—O—R7—C%
Y B4R 2 B B

H P R7EEHMBH-CI-CIOTE & -~ -C3-C8EHEE -~ -0-(C1-C8¥x

Bo)- s -BEIEHE - -Cl-CIOTEfi B -TE & -~ -EE 3 £ -C1-C10ES
b £ - v -C1-C10 55 ¥t E -(C3-C8 8 I £ )- - -(C3-C8 & I

Z)-C1-C10GE e B - ~ -C3-C8%& B E -+ -C1-C1085 fx £ -(C3-C8
B AL )-~ -(C3-C8% i%%)@l-cmiﬁi%%- » -(CH,CH,0),-~ L
K -(CHCH,0),-CH,-Fi gk Z IR B - H el /R 1-10Z B g -

[0045] 7R L2 Xt - K5 B B 7 & % B JT (-SAAs-)
A#BLEZEHXADER

’ o 0
N—RSQRW
el Y

[0046] {5 & % (IDHE fxA MR 182 BH > yA AR 142
%8
0]

<;>%E§%%~:ﬁ%%‘E%W@ﬁ:%%%’ﬁ~m

0965-A25246-TWF ' 23



201716088

RRIOHII M R E R TEHE REGHE -WMIE-HZE -
REMLE - -RBEDZE - ZREMZE - _REGZE - #
¥ E ~ w LM E - N E (propylene) ~ B & - A E

[
(trimethylene) ~ ¥ & {f 5 &k (hydroxypropylene) ~ & & & 5 & -
L K i AW % (hydroxytrimethylene) ~ = & K f K &
(dibydroxypropylene) ~ — & H m I & ~ Z R E B H &
(dihydroxytrimethylene)s = R & {1 § £ (trihydroxypropylene) .
=R AT WA B = K& ff N & (trihydroxytrimethylene) » & —
ROBITH B E  FE -RFEE - Z2E5 RZE  ZRZE -
NE - -BRAE ZXFE -H=2FKNE HE—BFETEMWRI
BHHBBHEZIRETFERKRE HEEWRI - RGEFTE —R9 -
HRIOEMAE —RIF R AR IR - — G BLE - M0 & IR X
“EIRME G ZE R Z &% UE IR & IR
T - AEE M RY - R8T E —R9~ {RI10E {E & — R — 55 H
H GZE - 1I-ERAE  2-ERAENEDHERRE R &k
o EkE - NI _—EREMES CBREBRRER -

[0047] MABED  r BEHRERSEHEALRER

HO O, _LCO0H H COOH HO Q. NH, A NH;
| /X_rNHE ﬁm«lz '\;_fcooﬁ [ “coo

HO GOH . HO OH . HG OH . HO OH
oH HO

OH :

i H : - (9
. COOH O NHz HO NH,

. COOH | COOH
NHQ ..... .
Ho H ‘ HO H . HO OH
HO HO\[
- NH, R COOH HO . NH
HO OH HO OH HG  OH
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COOH
H .
| _omz

HO OH
HO

HO

HO OH

HO, O, .COOH

NH,

/\yj .COOH

HO NH,

On o
~"COOH

HO /\ﬁrf:ﬂ{)“
HaN
HoN /\{YCGGI

- »
HoN /\(Jcom
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HO

NH;
HO 0
HO OH
ao]
NH; O__.-COOH
HO™ (" T~—coon
1 \
HO OH . HO NH,
O COOH ﬂg/\ﬁ?«“cc{j”
ud s HO NH;
OJ\H
HOL O .- _
" NCOOH _COOH
HO NH, . HN  OH
OH
_COOH Ho\/\ﬁzﬁmﬁ
HN  OH HO NH,

Hﬂﬁ:cmn
HO  M—NH,

o 1 {7,::00“

O. LCOOH

P COOH HeN >
oy

(CH2),0H
(0

N (njfcmﬂ
aej
HN é,caobf

~ Ho
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NH,

~ ﬁH ~ N
HszIZGOH N OOH
HO™ ™y YOH HO™ " “NH,
OH OH
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0. _JCOOH
H,N Ho S O~ #COOH
HO” ™y~ "OH HO “OH
OH OH

O.__COOH 0. COOH
"l L "
~OH HO” ™" “OH
OH . OH
HO” ™" “OH
. OH
0._,COOH
Hor SO 4COOH
HN“ ™y “OH
~ H ~ ~
1o pfH
U _COOH H,N, O ooH HO -.COOH
H,N HO” ™" “OH HoN éH
~ ﬁ N
H N~ O~ ~cooH
HO™ ™y “OH
OH

o]

(00481 7t thMG 22 =X o - Bk AR B oT (-AAs-) ™ #& B 4G 28 =X (110)

'/.__I‘_\.
H 0 R12 H (@)
o
R13 7| 0 R (111)

[0049] WE2XTIDF > 2B N R0~102 FE > R11T &
-(CH,);NHC(=NH)NH, - -(CH,);NH, - -(CH,);NHCONH,
-(CH,),NHC(=NH)NH, - -(CH,),NH, 5 -(CH,),NHCONH, > R12
RrEa RFE-ZE - RE - ERE -BRE-TE -E_TE&"
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BETH FSTH BTHE FEXEFE RLBAS FE
ENE BWE TE B-TE -ETE -ESTE-BT
%=

T
R Ep- R EXHE-CH,OH- -CH(OH)CH; ~
-CH,CH,SCH; + -CH,CONH, + -CH,COOH - -CH,CH,CONH, -
_CH,CH,COOH - -(CH,);NHC( — NH)NH, - -(CH,);NH,
-(CH,);NHCOCH; + -(CH,);NHCHO + -(CH,),;NHC(— NH)NH, -
(CH,),NH, - -(CH,,NHCOCH; - -(CH,),NHCHO
-(CH,);NHCONH,- -(CH,),NHCONH, -CH,CH,CH(OH)CH,NH,
2-ME0g B AL ~ 3-MEoE H A ~ 5 4-MLig &

[0050] WA — i FHRHIF > MK E T (-AAs-) T & — 3 % {
BERUVE - fla: FHEEEBEEOBUEDEROEY E T
(-D-) -

[0051] ME—FEHBIF C-HR—EEHTL EEHH

[

0 0 0
0 ® 0
N—R7—C% | N—-R7—C N—R7—C€
o ~ 0 A Y O
o]
0
1]
| N-R7—C

, R Rl
gc-N-m_cg ;C_N_m_cg o8] fvowt

FRAE A 2 B HPRTEE M -1,5- M K& - -1,6-f T & -~ -1,4-
mEE= -+ -(CH,CH,0),-CH,- ~ Ml ;& -(CH,CH,0),-CH,-CH,-
FRE|A 2 B - Hprh A R2~52 88 -

[0052] 55 — B M 4 o - B e &5 B 5T (-SAAs-) I B B
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2017160838

gw 7 “%*‘ %

DU AT &l B Z TR BE -

[0053] > —E MG - AR E T (-AAs-) T EEH B -S B
-J\ B% B% - (-Val-Cit-) ~ -&F i B% -3 W B% - (- Val-Lys-) ~ -85 2 6 - f
5 B Bg -(-Val-Arg-)~ -E W B - )N B B - (-Phe-Cit-) ~ -38 N fF B
-8 2 B% - (-Phe-Lys-) ~ DL R -3 79 B 8% - & 4% J% B% - (-Phe-Arg-) Ff
HEE Z HREE -

[0054] 7ATH > BAEENE  LMERERTE > MIEM
RIREXRTEEZHERE -

[0055] 7 — &M Bl b - 2
Il J=:=

~ rd
Y VYUY

N 1
H O OMe O OMe

gict

EME T (-D-)E —HBEEEAE

HN

A
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R1 4

L EREE S - A BEARE
RERAERE  “HERERE ERERE 2 ERE
s 1-ME IR BE B A AL ~ 1-ORMEEBRE ~ -IREEERE - FHE -

[0056] WH—BHAIH > BBYET(-D-)A—MBEFEE -
# H B I H & (amanitins) ~ & IE JH ¥ (anthracyclines) ~ JF R &
% (auristatins) ~ #% B 78 8l & (baccatins) ~ 1 # = & &
(calicheamicins) -~ = 8 Mg (camptothecins) - ﬁ- W # =
(cemadotins) ~ #k 7K {ll §& (colchicines) ~ &k /K il B& (colcimids) ~
2 fi ft 7T (combretastatins) ~ & {5 ZE (cryptophysins)
(discodermolides) -~ % & f & (duocarmycins) -~ #f f&f =
(echinomycins) ~ X #f 2 & & (eleutherobins) ~ £ & & &

(epothilones)~ [iff B2 5] JT (estramustines)~ {& Ui {8 & (lexitropsins) ~

0965-A25246-TWF 30
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2 % K % 4 ¥ i (maytansinoids) - 45 48 B % (netropsins) ~ 112
# Z (puromycins)~ M 1% 36 ¥ 3 — % %% (pyrrolobenzodiazepines) -
2% B % (rhizoxins) - % 2 §% (taxanes)~ & & 9 Z (tubulysins) -
DL K& H LA Y (vinca alkaloids)FT 45 5k > #E Ef -

(00571 1 — 5 8% Hi 41 & > BE % BL 5% (-D-)W & hn Al E &
(calicheamicin) = #f § (camptothecin) + 2 & K £ 4 ¥
(maytansinoid)- = % ¥ 48 #J (anthracycline)« J — & B Jfi i & -
% 4 B 7T (-D-) T B 5 % (taxanes) - 36 8 B H# 8§ 40 8 A
(topoisomerase inhibitor) - & & J 4 ¥ i (vinca alkaloids) ~ &
O LY o B — 2550 G B oF - & 3 1 40 B 3 1 80 A 4E B 40 DNA
INEE ST (B B R ARSHE  CBUEE Y T2 R
U.S. Pat. No. 6,130,237) + % & # = (duocarmycins) * 2 f &&=
(taxanes)(ffl 40 : % 45 B F1 % ¥4 % # B2 ) 105 f§ Z% (puromycins)-
B & % 1t 4 ¥ i (vinca alkaloids) - = fir 40 B 2 % 3% Ml & 0 45 40
CC-1065~ SN-38- % i %% 15 (topotecan)~ [a # = (doxorubicin)
R " B Z  (thizoxin) -~ & X B B X
(cyanomorpholino-doxorubicin) - i # % (echinomycin) ~ % 7 {t
7T (combretastatin)- 45 #E & & (netropsin)~ 3% 1 # & (epothilone) -

I % 5] JT (estramustine) ~ §& 76 % (cryptophysin) - 75 i1 B %

(cemadotin) ~ 3E & K & £ ¥ % (maytansinoid) ~ 7 7 # =
(discodermolide) + X # 22 /& & (eleutherobins) ~ I 2 K B

(mitoxantrone) °
(0058 yt — 6 B 3 6 o - B9 B 5T R — $i BB B
(anti-tubulin agent) - UM EZH B NG FEE BREXR
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(auristatin)~ £ %% (taxane)~ & & & 76 4 %) @ (vinca alkaloid) -
HMMEZRAB VP F 8 7FE 0 8 R AREE(baccatin)fTE Y -
Ve i & (cemadotin) ~ Bk 7K il & (colchicine) ~ £k 7K flI B
(colcimid) + % # ffi ;T (combretastatins) -~ =& % % =
(cryptophycins) - (discodermolide) - (eleutherobin)
(estramustine) ~ (maytansinoid) + (nocodazole) + B (taxane) J&
¥ -

[0059)] W— LR ENERE+F > AEE MBI B 3 B K
A Y iR (maytansinoids) B H M Ll B ZH K - fla0 » Y — L&
BENERAF » EFBAREKREY B (naytansinoids) & = B &
(maytansine)s,DM-1 (ImmunoGen, Inc.;# & £ & Chari et al.,
1992, Cancer Res. 52:127-131)

[0060] W— LB ENEHA T HMAEFEHEBETEEEBER
Z (dolastatin) « J®— L5 E N E G - 408 5 M 504 i H &
MEEEBREBEEFHE R r - R—FENERAF - 4E M
4 Be 70 1 & & MMAE -

[0061] MBE—FHEH T  ABELREE-EHRBEYE
B (ADC)INEETTIA100 - HIE RIRBERBEE — LT 018
THEEYEEYWADONREE A MER100-

[0062] 4> HIRI00ETES I B —F — &K -

—BRGBE—NBE—ZBEREANR —EEHLSKERTXIEME K -
R—EEREAT BT h—2REHNEBR—TIERE -1
—BEHEA T Tl B A R — R ENEREIEEER &
— NELLhEBEENEEERE  — ABENBEIEEMER
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BB —NENBEXEIIEEERE REMEES - fri
MBI R LR EDSN A MY E B R E L EE S
FE: Bl KEIBEREAEEER B 20BN L
MRAE - RFHENEEEERE HE—SEHEH T > Fri
MET R —GEREDE  AEEER BEMREKEL DK
(chronic lymphocytic leukemia; CLL) -~ S & M & B ¥ O %
(acute myeloid leukemia; AML) - J& — &b B 5 5 &0 » B ift $y 8% 7
REMARZEEBERE N —LRENERI G > Tk biss o
B f& @l Herceptin ~ Erbitux -~ HLX-07 ~ EG12014 ~ i -EpCAM¥%
BB -~ 1gGl ~ 1 -EpCAMPBL B -~ IgG1 » Rituximab - Ibritumomab
tiuxetan » Tositumomab ~ Brentuximab vedotin~ Alemtuzumab -~
IGN101~ Adecatumumab~ Labetuzumab~ huA33~ Pemtumomab -
Oregovomab ~ CC49 (minretumomab) ~ ¢G250 ~ J591 - MOv18 -
MORADL-003 (farletuzumab)~3F8-ch14.18~KW-2871-hu3S193 -
IgN311 -~ Bevacizumab -~ IM-2C6 ~ CDP791 - Etaracizumab -
Volociximab » Cetuximab  Panitumumab - Nimotuzumab ~ 806 -
Trastuzumab » Pertuzumab - MM-121 ~ AMG 102 - METMAB -~
SCH 900105~ AVE1642-IMC-A12~MK-0646~R1507-CP 751871~
KB004~II1IA4~Mapatumumab (HGS-ETR1) HGS-ETR2-CS-1008 -
Denosumab ~ Sibrotuzumab ~ F19 ~ 5 81C6 - A [ H il i #& Ay #
H2EMBEREZRL  RBEALENEE > FHELE

—F

it

o

E{;

(00631 J*2F BE 102 - B A8 AT ¥ 46 & & o /N 72 20 mg/mL -
Blsm - JLAEHRY 4B IR E T /0 1~20 mg/mL - 281 > LB ¥ 4
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BELARNIE -RBFE > BN ERESR T KN20 mg/mL -

[0064] W —EHAF  BEBITEEHZQ-ZRZE)H
(tris(2-carboxyethyl)phosphine; TCEP) - 2- & & Z W &
(2-aminoethanethiol) + = %% %F % B2 (dithiothreitol; DTT) ~ 2-&
E 7 B EE s B8 (2-mercaptoethylamine hydrochloride; 2-MEA) ~
DEHEMEBENEBERBAERZIER R—BRAT > &K
5 B H25 mMBIEESY - 25 mM NaCls 1 mM_ 5 ZE =2
(diethylenetriaminepentaacetic acid; DTPA)(pH 8)4H mt ~ W B
B (borate)4E &K > HE H2.67 mM KCI~ 1.47 mM KH,PO, -
137.93 mM NaCl - 5 8.06 mM Na,HPO,-7H,0 (pH 7.4)4H 5% >
PBS4E B i - 33 B E & i pHIE 1Y & B % -

(00651 H 5 B2 102 > 38 JF 1 1 B 48 6 5 5 % & b B 9 i 48
HERERRETHE flU: AEFERBENBRERIBEYE
¥ (ADC)FT ZEW B (5t 2 DARHE) -

[0066] ¥z - r DARBEHEKLEBEBRWNHBHREHRZ FER
BEMEMEE- - L BRENGDIEBENEZETEESLILGEZIE
RENBEREEITMEZE Wit ABETEEEENEREA
BRGEH FEINBTPFENEMERBEE LT T IR
FEE -

[0067] i - IEHEEENTCEPITAMBHIEL2ER
EENEFENE NI HEFIFFEZFIIDARE (X3.5-4.0) >
HERLII2EHEEENTCEPLERBIELEEHEE R
3.5~4. 08y iz BE BT ER o AR ﬁ’é’f%ﬁﬂ@% » [ FE b B £ F§ Z TCEP
EREEEEEITET AN L 2 ER/E -

i
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[0068) 540 » B EF 26/ EH DARME » B i  TCEPH i
ENEHEELRATHAERBUENRERTEL EHEE B 26

W BN E - 280 > KETFERZTCEPE K EEET
FEERRNIBEREE - B - BEE 1209 F 9 DAR{E » TCEP
PTG HY 32 RO AHE R ENETEE LR ER
2R R ER - AT > RIEFFEH ZTCEPE KR E EE

BEERR66EHEE -

[0069] W ABE —-FHH & > BEZF3.5-4.00 F Y DAR
H TCEPNHMEWNEEEELFATHAEENN1.8-2.8LLFF i
RPTEEPHBEERISMINERRE NS —FHEH+ B
ZZF]3.5-4.00 £ 5 DARE » TCEPHI BN ER E E LA T N
12125 - REABBEZRS BRI T > BET AR4IONTY
DARE (B ES5.4) TCEPH W ER E &L BLY3.4-

[0070] 7 5 BE 1020 » ] 3% 5238 (41 15-25°C ) E 40C T ¥ 17
REQGLI-3N NG - RIEEZKRE  HBEERTELE FHRRE -

(00711 # T2k » HFIA100EITEL B 104 - 1A # M = K
MPEE - ERF-EYETURER —FE_38®K HD#EET
ER-BHERK R8O+ AHRETEE_ZF X ER
(dimethyl sulfoxide; DMSO) « Z B (acetonitrile; ACN) + — H &
Z B B (N, N-dimethylacetamide; DMA) ~ A — B (propylene
glyco b, PGO)E - I RBUBEHEEF-EYWE T2 EHREIREET N
0% (V/V)ZE 100%(v/v) > 2 0% 10% 20%~ 30%~ 50%~ 75% -
5 100% (v/v) o

(0072 J* — S EHM G T > BEHK TEEER - &5 - %
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S -N—EEREA T ERFBEERZIEZFT-EYETTE
H B MHT-47- MHT-71- MHT-81a> MHT-93~ MHT-98a- CCH-028 -
CCH-035+ CCH-038 ~ FCW-016 ~ WHY-46 ~ I\ X CCH-041F7 4
LR - N —EBREMT > BRBERZEET -ZYET
ARAMEMCENERET-ZEYHET - FHEMEET-EY
BErTHHATSEHMERZME RBEEAFALENEE > £

1F It & ik -
[0073] # T2k » JF3E 100 T EH B 106 > T — 34 8
B hEASEBERESRASE —BFRNETRSE B KUE K —

BEBE -
[0074] M —LEHGF  BEEBABRTZABRESHEET
TRO%V/V)E20%(v/V)- BlHl » R EBRTZHERBREET
1 H 0~2%(V/V) s 0~2%(V/V)~ 2~5%(V/V)~ 5~T%(VIv)~ T~10%(v/V) ~
10~15%(v/v) » 10~15%(v/v) ~ B 15~20%(v/v) - 7 % B 106 -
E-ARTFEEBEFRFNNERERF A G FHEREF-EYET
BE MM EER ARG EE0~20%(v/v)RIF WA K DL il &
BEYE W (ADC) R E106th - S BRI R 0~10C T ETT
20.5~2/NWF - Bl40 - R—BHEH T - ZFEHETRICTTET
490.5/NEF -

[0075] EEXEEWNE AL WRCERHSEI B E
MEEY(ADC) R - EHEEHET  TFEECBEESEHR
WA B AL BT R & - BIA - Y Seattle Geneticstg £t Ay & #
BPEMRT2ISEHEEEN=2- R LE)B (TCEP)E KB R A
DEERNBITNEMNERBERRERRE - 817 L8R
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M EREE20%EBARNEEBHZ2ETHEE
MC-Val-Cit-PABH 1y & ZK B of B (maleimide) » 7£ It & 38 F* >
ERBBAG TN ERBRETHR  MEET - FTEES
BB LENEES BERBEORRMBE -

[0076] HK# - XBEFEHAES KA HBEEET-
EZEVRIBEYEASYWADC) - BB FERFAHEERR
ABRUESEETHE AL IR TR BEYRSYNRE
E RN BERNBEEEABEYESYADONELER
THREMANERSNaE Y EBRIRBEYNESYWADCH
EHOWE N IR ERENNESERE EERENG
LR ERES - XLH BET-FZCUENEKEHRE
EBTHRBEVESCYADONEEER  EMRESHNBEYE
EYADOMBES W RN EREFRER F R &AF HEMS-
HBERGSAEEFBERBEBRTE T2 ABEYE LY B8
EEFMEMEBTER I BEYEAME AR ENRE
M -

[0077] #H #5 A Seattle GeneticsFT B & 78 {F F & # 20%H
EH#IEBIHIMC-Val-Cit-PAB A5 EREAFBBRER N EH
T-BEETABRENBEYE YN ESURE D F RGN
AW AEBLEEALEBRECNEFT - SETELK
A ETHARE BEMKEPETEENABEYEEY
(ADCO)EEVENES TEYWEESE » ESECHHMEIT N
HMWS/D 2 0.1% (£ B8 #5120~ 21> DL & 55 13B[E - % 14BHE )

(00781 1 4F - H AT W & Y ADCZ % > #1 Kadcyla® Al
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Adcetris® bl & & B B R 75 7 5[5 5 1 5 B 4 — % N A =
B AT ABBEH NG R EEYEA Y (ADC)E A B £ 1
2 e o B BURBE B AC TR 77 B VO (B 5 (& TR B M B 19D R
% 180E) - |

[0079] Gh4h » RARBE S » PEBMEST Sy TS
RO KRB ERBEYE S YN T HDARN B W
3.5-4.00 JETMREYE > BB EEY & W6 2 DART AR 18 B IS
ERETHEE B0 R—BERAD > RBEYESYNT
¥ DART K 2 4.0 - |

(00301 £ 7% - 75 3% 100 {7 % # 5 108 » & {138 & A % -
B — g6 B B B - H A R B WS KR 3% 6 1 OF 38 B (tangential
flow filtration : TFF)@(LERIA R BRKES N EET -5
20076 45 1L BV M BE IR & ) (ADC) - E IR BIEE 0 B R
MBS —H S BN EEER > B4 PBSE R (2.67 mM
KCl ~ 1.47 mM KH,PO, ~ 137.93 mM NaCl -~ 8.06 mM
Na,HPO,-7H,0 « pH 7.4) + 2 £ fir, % % 3 3% % & SGN (20 mMg
BEEE 8~ 6.3% (w/v)ig S ME 0.2 mg/mL% (L 5L B fis 80~ pH 6.0) -

[0081) MRIEF KIEH BN (BICEN SN ERTH » £38
BB 4% 2 BB BE 9 M & 9 (ADC)AY 2 DAR (% % - 31 2 LE 1)
%’\]2%3.5-4.0’E‘?ﬁ’é%{%jﬁﬁ/z\90%’f%%92%>93%‘94%‘95%‘
96% - IRBN RBEFTEM(SEC)EZN S MER TR FFF S HE
FH R EEENE ST RYE (AMWS)E & « H 456 438 E A
WA BBEYEAMADCOE TR FNABEN  BEEE
M RERA A BT -
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[0082] MU THLEEBEFNERFEREFT-FEZNH
BEVESCYHOIRRFTE - DUERRBEYREDNEE -

B H 0 & E KBl

[0083] A#EBEHEBUTERAMELMERTE - MMAE (B
MNBER) - BREEF (AF> A HE R )&E vedotin MMAE (B
MBNEER) BREEF (AF> EH W FEE)HE B Concortis
Biotherapeutics° fR B X BR & ¢ Z-Val-Cit-OHK S TE R X -

ML EEYNEBLARTESEEFREENREE N hE
HEHN  FNEREIR -

[0084] AN EEZT-ZFENHERREMAY ENL 24 #T

PR e
=1
MHT-47 0
MHT-71 HEN 0
MHT-81a a0

o} j‘o
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MHT-93
4
0% , o
\/\/\/U\N BI‘\N
H e} H
MHT-98a
-
o o 4 ©
\/\/\AN NJiLN
H J H
CCH-028 HzN
q\/\/\)L W r)\ /<i 0Oy OMe
CCH-035
‘AF
O;
Q( f/‘)L :gw
o NH,
CCH-038 H
0 \/QTH “AF
o) N
o} N
NQ-S.:(LH o
q( ng OH
0% ™NH,
CCH-041
og
\LNH
NH Ay Hy
o}
)
0
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FCW-016 HoN. O

OH
0O HO,, @Dlg{ Q
] H
,ﬁiwﬂ N)i‘"” N‘@\/\' o 1 Y o Y
S AR LR T
O OMe O OMel o !

WHY-46 ;\/go
N
HoN.__O
o w 2 \f

NH
HN
HO How/ o H o Q/\N,AF
H

HG OH

MHT-87 H
“AF
;i e ﬁg
&N&/\/\/\g/ﬁf\lor ﬁu
(o]
NH
HZN/&Q
=2
o] - A
EG12014 EirGenix
Human IgGl1 Sigma
Erbitux® (Cetuximab) Merck
Herceptin®(trastuzumab) Roch
HLX-07 Henlix Inc.
Anti-EpCAM RELRLIER=4E
<HEET-BE>
2 B 1

[0085] MHT-47[MC-SAA1-Phe-Cit-APEA-AF|Z & &
(0086] 8 # F -3 % MHT-4718 % LA F f 7% 2 BRI BL T 7%
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HZNYO HzN.__0
NH NH
HzN
o 0 = 9
H H H
NHBoc
(o} (o)
PR Z-Phe-Cit APEA-Boc Ph NHBoc
Z-Phe-Cit-APEA-Boc
HN.__0O
(o]
N3WOH ’jNH
o +
oxo HoN i H
2
a8 8 eWN
N3-SAA1(X)-OH ph 2 NHBoc
Phe-Cit-APEA-Boc
HaN o HaN
NH NH
(o}
H H
0. N N
N3 Ny N
(o} H o
NHBoc HO OH * “Ph NHBoc
N3-SAA1(X)-Phe-Cit-APEA-Boc N3-SAA2(X)-Phe-Cit-APEA-Boc
HzN (o} HoN o
» fL Ji . HQNAQ,W fL J{(
NHBoc NHBoc
SAA1(X)-Phe-Cit-APEA-Boc SAA1-Phe-Cit-APEA-Boc
HoN o 1 HzN 0
<§ \/\/\)L m \(J\ /é and \/\/\/”\ \@\/\
NHBoc HO bH Ph NHBoc
MC-SAA1(X)-Phe-Cit-APEA-Boc 1 MC-SAA1-Phe-Cit-APEA-Boc
HoN o
W 1A -
o OH NH;, (o]
MC-SAA1-Phe-Cit-APEA
H;N o

MC-SAA1-Phe-Cit-APEA-AF
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[0087] % Z-Phe-Cit (9.13g> 20mmol)fiI A = & 5 §% (750mL)
&;EWW(ZSOmL)Eﬁ/abm/1§¢ ’ jt%?#ﬁ%’ﬁﬁﬁi(mé/@% °
% 1 A APEA-Boc (7.09g> 30mmol) % EEDQ (7.42g> 30mmol) >
THRERBHRESYIR - RIREBEET > BERES > WA
ZBGOmL)REEY T - BEREGEY  UHHEEMHBEZER
ZEE(300mL)F - FAFEEEIR - PEZERET > HIKE®W
E RS EYETEE > LLERFZ-Phe-Cit-APEA-Boc (9.53g » E X
70.6%) - E ¥ LAPMR¥E T H# E -

[0088] ¢ Z-Phe-Cit-APEA-Boc (2.02g ° 3mmol) & ¥ THF
(250mL)EL B B (SOmL)AY )R & WS - RN AEALENPI/C (10%)
% RBREREGEYWEASREK  LHEHBEER  -UWELBFE
LEIEERZ  NERERBET  ZEBEE MDESODGCERBN
Phe-Cit-APEA-Boc (1.61g > 99%) o

[0089] % HBTU (1.118g) E DIPEA (1.02mL) i1 A

N3-SAA1(X)-OH (633mg) &1 Phe-Cit-APEA-Boc (1.33g) & M
DCME DMF (10:1 > 110mL)KIE &R F - B 17T/ & - BB
RIET > BEBRDCM - RFIGRHAHEDMEA R » I AKEZ B -
BB e 0 ME 3Ok B EEE - DU A ER K OB UM Ok B B B
LL# Bx X & 43 9 HOBt 8 DMF - DL 8 # 2 HPLC (50% Z f& /7K
/0.1% TFA; UV 210nm; ODS-3 % f& 30*250mm) ¥
'N3-SAAI1(X)-Phe-Cit-APEA-Bociff {7 Zmb - MR EEET ¥
Bl UHRGENKBERETAALER  LESESA
N3-SAAI1(X)-Phe-Cit-APEA-Boc B

N3-SAA1-Phe-Cit-APEA-Boc 1§ H & B (lg) ¢ LC-MS:
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N3-SAA1(X)-Phe-Cit-APEA-Boc (C33Hs3NoOo)FT E[MH*]= 80.9 -
Fr 5 [MH"]=781.8; N3-SAA1-Phe-Cit-APEA-Boc (C35H4oNoOy)
Fr% [MH'] =740.8 > FR&E&[MH"] = 741.7 -

[0090) &% N3-SAA1(X)-Phe-Cit-APEA-Boc il

~

N3-SAA1-Phe-Cit-APEA-BocHYJE & ¥ (100mg) & i B 2 (50mL) -
RIMABAEENPA/C (10%)E - BREREWEAGRKX I
BHEBR UWELTEEELEHEREZ REEBRBET > B
HOfE > L % B & A SAAI(X)-Phe-Cit-APEA-Boc Hi
SAA1-Phe-Cit-APEA-BocHy 5 & [& & (78mg) °

[0091] & MC-OPFP (10‘3mg) i A
SAA1(X)-Phe-Cit-APEA-Boc/SAA1-Phe-Cit-APEA-Boc

(210mg)/H BE (SOmL)RY AR+ » Z 1% > 1 ADIPEA (0.047mL) -

RITNNE%  BRERGCYETRES - LDEH A HPLC (50%Z
B /7K/0.1% TFA; UV 210nm; ODS-3% f 30x500mm; Ji ##
40mL/min) ¥ HM E % #& {7 # & - L B =
MC-SAA1(X)-Phe-Cit-APEA-Boc Ltk
MC-SAA1-Phe-Cit-APEA-BocHy B/ -

[0092] DI s [ (10eq.) H
MC-SAA1(X)-Phe-Cit-APEA-Boc B
MC-SAA1-Phe-Cit-APEA-BocY B W ETEE - K E B O B
HPLCETE N r EEKERK - RBRBEET rBRIE -

W R KB KR E T A R R BB ERE®R D
MC-SAA1-Phe-Cit-APEA  LC-MS: MC-SAA1-Phe-Cit-APEA

(C40H54N8010) AT & [MH 1 =807.4> ﬁﬁ?%[MHj = 809.1-
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[0093] 4 MC-SAA1-Phe-Cit-APEA (110mg) 3 7 DCM &
DMF (10:1 10mL)NBE& R F W ol il ABRHEZEF (93mg) »
HBTU (55mg)82 DIPEA (0.077mL) » A 17/8NEE 4% > B 5 R 38 55
T~ » %% DCM -~ DMFE. DIPEA - DI & # I HPLC (35%Z BE /K
/0.1% TFA; UV 210nm; ODS-3% # 30x250mm; J7 # 40mL/min)
HHEHEMETHAL- NERBBEE T BERENSTEYFRHNIE -
W R sV KB R ET R HEZ L U\ﬁ{?[ﬂ@.ﬁﬂﬂﬁMHT 47
(20mg) o LC-MS: MC-SAA1-Phe-Cit-APEA-AF (MHT-47)

(CgoH 10N 130,7) FTEE[MH'] = 1534.9 » Fr&[MH*] = 1538.0 -

265 P12
(0094] MHT-71[MC-SAA1-Val-Cit-APEA-AF]Z & &

[0095] ?ﬁ? ﬂ%‘?MHTﬂi‘E‘#‘“MTﬁET B A1 LR R
BB &R -
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/
IZ

fém mfﬁ

Z-SAA1 (X) -OH Val-Cit-APEA-AF Z-SAA1(X)-Val-Cit-APEA-AF

“mfi@w mx“i

HO OH
Z-SAA1-Val-Cit-APEA-AF SAA1-Val-Cit-APEA-AF

HO OH om
e
MC-SAA1-Val-Cit-APEA-AF

by fi
THY Rapeas s ent
[0096] # HBTU (32.5mg) & DIPEA (0.029mL) 43 51 fin A
Z-SAA1(X)-OH (26.1mg)Hi Val-Cit-APEA-AF (80mg)& X DCM
ELDMF (10:1 - 44mL)WYRERF - RIS/ %R > RNKERE
T BERAEA - UK E A HPLC (45%Z B /7K/0.1% TFA; UV
210nm; ODS-3% £ 30x500mm; & # 65mL/min; RT 11min)¥%f fH
EVETHE NBRIBEZ BRKARERKESTBARE  H
%  Z-SAA1(X)-Val-Cit-APEA-AF 5% & @& & &K
Z-SAA1-Val-Cit-APEA-AF - WK B R ET A HEE R LMEAES
B E A Z-SAAL-Val-Cit-APEA-AF (63mg> Wi F B M L E =X
63%) °
[0097) ¥ Z-SAA1-Val-Cit-APEA-AF (63mg) & » E &
(5mL)» Z% » N AEALEPI/C - MREREEWE A& RIK
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WBPHEINGE - DLIWELEBPIUCERZ  REREBEEET » %
BMER UESOEEBASAAL-Val-Cit-APEA-AF (52.5mg) -
[0098] % DIPEA (0.0056mL)f1 A SAA1-Val-Cit-APEA-AF
(40mg)/MC-OPFP (11.6mg)/HEE (4mL) AR E - K EE L IBIF -
WHRBREBERRET ETHEE LB EH I HPLC 35%ZFE/7/K/0.1%
TFA; UV 210nm; ODS-3% £ 30x500mm; Ji #2£ 70mL/min; RT
18min) 3 ¥ E ¥ & 7 & b - LB £ 8 & @ 8 1
MC-SAA1-Val-Cit-APEA-AF (MHT-71)(27mg * 47%) - LC-MS:
MC-SAA1-Val-Cit-APEA-AF (MHT-71)(C;¢H;,0,N30;,) F7 &

[MH"]=1486.9 » FfE8 [MH"]=1487.2 -

B3
[0099] MHT-81a[MC-SAA6-Val-Cit-APEA-AF]Z & K

[0100] # #% F -3 &£ MHT-81afR 8 DL T Fr o 5 BE f1 DL F R
EE &K -
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HoN.__O HZNYO

_ NH A NH
zoﬁ? OH + H,N i (rﬁ +ﬁo ;
OO Y T

Z-SAAB(X)-OH Val-Cit-APEA-Boc H Z-SAA6(X)-Val-Cit-APEA-Boc
HaN 0 H2N -0
+o H/NH
o)
0 0
7 i 2 — W\)Lﬁ ”wr
KN fu/ﬁr @\A Tl’ @\A
o} o}
SAA6(X)-Val-Cit-APEA-Boc MC-SAA6(X)-Val-Cit-APEA-Boc
H;N._O
S "
o,
0 0 o
— I N

o) (o] N WN
H
MC-SAA6(X)-Val-Cit-APEA-AF

[0101] % & F & (63mg) B2 HBTU (170mg) jI A
Z-SAA6(X)-OH (100mg)/= & H I (10mLY AR - 2% > 11
A Val-Cit-APEA-Boc (150mg)/DMF (ImL)A K > LA EBRK -
N AER % LB FHIHPLC (50%Z B /7K/0.1% TFA; UV
210nm; ODS-3% f£30*500mm; Ji #£ 70mL/min; RT 15min)¥
EVETHELE NBRIBER  BRAKARREAREEBRAKE  H
ERAWET2BR BKAERTFUARLZE NESOGCEE
) Z-SAA6(X)-Val-Cit-APEA-Boc  (122.1mg) =+ LC-MS:
Z-SAAG6(X)-Val-Cit-APEA-Boc (C4oHs;N;0,;) Ff & [MH'] =

812.42 > FfB [MH'] = 813.2 ¢
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[0102] /¥ Z-SAA6(X)-Val-Cit-APEA-Boc (50mg)&E j H
(ZmL) > Z % - I AEAHPI/C- BREREVEAGRR
WHEHEIT/NE - AW E - S E LB PA/CREE > I K ERE
T ZEERE DLESAOEEREMSAA6(X)-Val-Cit-APEA-Boc
(37.4mg) -

[0103] % SAA6(X)-Val-Cit-APEA-Boc (47mg)Ei MC-OPFP
(28mg)& ¥ DMF (4mL) - fil A DIPEA (0.0141mL)A K EE & ¥
oo RSN R o RREBEET > BB DMFEDIPEA - DL 8 #
] HPLC (50% Z B5 /7K /0.1% TFA; UV 210nm; ODS-3%&
30¥500mm; Ji #Z£45-50mL/min; RT 10.8min)¥ #H & ¥ # 1T 4 1L
LS H 6 E A MC-SAAG6(X)-Val-Cit-APEA-Boc (42.5mg) °
LC-MS: MC-SAA6(X)-Val-Cit-APEA-Boc (C42Hs,NgO;,) Ff 2E
[MH"] = 871.46 » Fi#5& [MH'] =871.5

[0104] 1/ TFA (0.lmL) = i &
MC-SAA6(X)-Val-Cit-APEA-Boc (42.5mg)/DCM (10mL)# 7 &
B RITNEFE® > RBREBERET > BERDCMETFA » DIEA R
s 5 & B 89 [00358] MC-SAA6(X)-Val-Cit-APEA (40mg) -

il

\
/%)

3

LC-MS: MC-SAA6(X)-Val-Cit-APEA (C3;HssNzO1,) FF
[MH'] = 771.40 » ffr8 [MH*] = 771.9 -

[0105) ¥ MC- SAA6(X) Val-Cit-APEA (32mg)¥iE R E =
F (27mg) A DCMELIDMF (10:1> 12mL)ME & « 2% » 43
Al i1 AHBTU (20.5mg)8i DIPEA (0.022mL) » A 17/NBE 2 > AR
EEEE IS T % B DCMEL DMF- DL &Y % % HPLC (40%Z BE /7K /0.1%
TFA; UV 210nm; ODS-3% #:30*500mm; 3% # 30mL/min)¥%
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E W & 7 & & - N B B 7B @ B W
MC-SAA6(X)-Val-Cit-APEA-AF (15mg) : LC-MS:
MC-SAA6(X)-Val-Cit-APEA-AF (C;;H;;oN,;0,,)Ff & [MH'] =

1498.89 » Fi & [MH*]=1500.7 -

HEpI4
[0106] MHT-93[MC-SAA7-Val-Cit-APEA-AF]” & &

[0107] #HE# F-FEZMHT-9O3MMBU TH RS BMLU TR
EE A& -
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[0108] 7 Val-Cit-APEA-Boc (2.46g > 5mmol) £

N
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Z-SAAT-OH (1.71g> 5mmol)& DMF (100mL). 7 7% > ¥ DIPEA
(646.2mg’ Smmol)E HATU (1.90g> Smmol)jl A R ERE S ¥ F -
RERBHEEGYWIONER > WRKEBIREET  Z@EE - L&
BZBEQImLBHEEYE /G r EEHAEBHRER - &
REREY - L/KQImL)ZE#B A BHKRISHE LEIEBEIE -
LK GmL)FRAEM2R > WIRNEZE TEE > NLNES
Z-SAA7-Val-Cit-APEA-Boc -

[0109] ¥ Z-SAA7-Val-Cit-APEA-Boc (200mg) & i H B
(50mL) Z1% - MAE/LEPI/C - RREEAGRK  LHE
17T/ - IR E L BB EEBIER > YR RBEBET - Z@H
B DIES O ®EENSAAT-Val-Cit-APEA-Boc (148mg) -

[0110] ¥ SAA7-Val-Cit-APEA-Boc (240mg) ~ MC-OPFP
(144mg)BiDIPEA (0.072mL)% /A DMF (20mL) - /AS5/NEETR > A
BEBE T %R DMFEDIPEA- BB W B 45%Z B5 /7K (20mL)
BE - WETEHEL NEREEX2ZR > BESOoGEBEN
MC-SAA7-Val-Cit-APEA-Boc (200mg) o LC-MS:
MC-SAA7-Val-Cit-APEA-Boc (C41He,NsO13)F7 E [MH]=875.5 >
B8 [MH"]=875.8 -

[0111)] B/ TFA (0.5mL) i = it )
MC-SAA7-Val-Cit-APEA-Boc (200mg)/DCM (30mL)E T E H -
PRIT/NBE% » RIBRBIEET » BIRDCMETFA > DNER/BR=EG
By MC-SAA7-Val-Cit-APEA  (180mg) - LC-MS:

B

MC-SAA7-Val-Cit-APEA (C3sHssNgO ;)7 & [MH]=775.4» Ff &

[MH*]=776.0 »
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[0112] ¥ MC-SAA7-Val-Cit-APEA (80mg)8i /g R % & F
(77mg)Y5 F* DCMEZDMF (10:1 - 16.6mL)NEERT - Z1& > &7
20 A HBTU (64mg)E8i DIPEA (0.064mL) » FA17/NEE#& > A UK
BEIZ % T % B DCMELDMF- Pl & 5 R HPLC (40% Z B5/7K/0.1%
TFA; UV 210nm; ODS-3% #£30%*250mm; % #E 25mL/min; RT
1042min) 6 WL E W E T4 L > LM E & 85 & B
MC-SAA7-Val-Cit-APEA-AF (MHT-93) (50.9mg) - LC-MS:
MC-SAA7-Val-Cit-APEA-AF (MHT-93) (C;;H;20N[,015) FT &

[MH*]=1503.0 > FT5 [MH ]=1504.1 -

U6 Bl 5
[0113] MHT-98a[MC-SAA8-Val-Cit-APEA-AF]Z & &

[0114] #E# F-F ZMHT-982R B U TR WAL T /R

EE &R -
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. NH
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+ HzN N N
0 ~Boc

H o ”

Z-SAAB(X)-OH lX?:I-clt-APEA.

mi

Z-SAA8-Val- Clt APEA-AF

“2"Y°

st

SAAB-Val- Clt APEA-Boc

Eiwki\}fé

MC-SAA8 Val Cit-APEA-Boc

iéwwf—“%fé

MC-SAA8-Val-Cit-APEA

HNYO \

At Db A

,Boc

MC-SAA8-Val-Cit-APEA-AF

[0115] % & -+ & (63mg) ¥ HBTU (170mg) I A
Z-SAA8(X)-OH (100mg)/DCM (10mL)MERE - 2% » il A
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Val-Cit-APEA-Boc (150mg)/DMF (ImL)B W > WK ERSY
BEBR - NBHREN% > B HHPLC (55%Z B /K/0.1%
TFA; UV 210nm; ODS-3% £ 30*500mm; i #£ 60mL/min; RT
13min) 3 8 & % & 7 @ > N B & g &8 B B8 W
Z-SAA8(X)-Val-Cit-APEA-Boc (144.6mg) o LC-MS:
Z-SAA8(X)-Val-Cit-APEA-Boc (C40Hs/N;0,;) Ff | [MH']=
8§12.4 > F2[MH"]=813.4 -

[0116] /& Z-SAA8(X)-Val-Cit-APEA-Boc (70mg)& j B 2
(10mL) > Z1%& » IABIERIPI/C - KREBAGRK > UFE
VTNE - I 8K ELEEE ERBEBERET  HHEE
W LIES A & E A SAA8(X)-Val-Cit-APEA-Boc (54mg) »

[0117] & SAA8(X)-Val-Cit-APEA-Boc (44mg)Ei MC-OPFP
(24.2mg)¥% A DMF (4mL) - 2 7% > 51 A DIPEA (0.0141mL) » 5
NRFE o RN IEIRET - B ERDMFE DIPEA - DL 8 % A/ HPLC
(45%Z FF/7K/0.1% TFA; UV 210nm; ODS-3&E £ 30*250mm; i
#R35-40mL/min; RT 13min)HBE YW ETHE > DESLECE
B2 Y MC-SAA8(X)-Val-Cit-APEA-Boc (40mg) o LC-MS:
MC-SAA8(X)-Val-Cit-APEA-Boc (C4,HeN5O,) B &
[MH]=871.5 > Fi & [MH"]=872.0 -

[0118] L TFA (0.1mL) B = i o)
MC-SAA8(X)-Val-Cit-APEA-Boc (40mg)/DCM (2mL)#E 17 & 5 -
RIT/NIER - RBBERET » BERDCMETFA DEEBEXRER
B M MC-SAA8(X)-Val-Cit-APEA (40mg) - LC-MS:
MC-SAA8(X)-Val-Cit-APEA (C3;Hs4sN3Oo)Ff B [MH]=771.4 >
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T & [MH"]=771.9 -

[0119] 4% MC-SAAS8(X)-Val-Cit-APEA (25.6mg) 8l 5 % &
%= F (24.5mg)A A DCMELEDMF (10:1°5.5mLYWE SR T - 2 %
r Bl AHBTU (20.5mg)Ei DIPEA (0.022mL) - A 17/NEE %% » ©
BEBIBRIET > BERDCMEDMF - & & B HPLC (40%Z fF /7K
/0.1% TFA; UV 210nm; ODS-3 & & 30%*250mm; i
35-40mL/min) 8 M F YW E T4 > LES S EEEBD
MC-SAA8(X)-Val-Cit-APEA-AF (3.3mg) o LC-MS:

-

MC-SAA8(X)-Val-CIt-APEA-AF (C78H120N1v2017) F'F[ Eﬁ%

[MH"]=1497.9 > Fi1 & [MH"]=1500.5 -

B Bl6

[0120] CCH-028[MC-SAA1-Val-Cit-APEA(COOMe)-AF]
Z &

[0121] #E #F-3H FCCH-028R#E DL T AR & BRI DL TR
BEEE K -
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NH
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z ” N-BOC — Boc -
o H
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X HZNYO
NH NH
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z N coome — 27 N ¢OOMe
H H o AF
o .
NH2 E
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—
* HZ"IL COOMe

2.8 AM (X)-OH VaI-Clt-APEA(COOMe)-AF

H

NH N
0 ' 0
H H H H
0. — o)
Z‘ﬂ N H/é N COOMe Z‘n N N/d;N COOMe
0 0 NAF 0 H 5 A
oxo N HO OH

Z-SAA1(X)-Val-Cit-APEA(COOMe)-AF Z-SAA1-Val-Cit-APEA(COOMe)-AF

m f JQ: oone

HO OH

SAA1-Val-Cit-APEA(COOMe)-AF

QMWJ& O T

MC-SAA1-Val-Cit-APEA(COOMe)-AF
[0122) & Z-Val-Cit-OH (3.24g > 7.93mmol)jjI A — & H &%

B H B B9 SR & % (3:1 © 80mL)™ - i1 A APEA(COOMe)-Boc
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(2.8g > 9.52mmol)%& > I A B E: B EEDQ (2.47g > 9.52mmol) »
THREREBEEBARETER - RBWZ-Val-CitBHE H & > &
R M B R - N48/NEE1R2 > DMHPLCHI R K EZ K - PN BB
BT ZUNEREGEY BEEZEEHRENHRY - HESWELT
BE - WERLIEC B (SOmL)JE X 2R » AR (SOmL)E 2K > DL L
Bt (SOmL)F %2R - REZRE T HERBEWETE R - M
& B @ K f Z-Val-Cit-APEA(COOMe)-Boc (75.0mg >
1.4%) ©

[0123] & Z-Val-Cit-APEA(COOMe)-Boc (75.0mg >
0.1lmmol) I A Z & H E@mL)F: » W R EB U= 28
(0.09mL)ETEH - R4/NKFR > REEBEBERET » ZBAEH -
BEREWEKAMmMLYES U PUAREE  NEEG AR K
(i) Z-Val-Cit-APEA(COOMe)(96.0mg) °

[0124] ¥E % HEF (80.0mg > 0.102mmol)iE % /) & DMF
(ImL) > Iz ADCM (10mL)EFTHRE - B RZTR KB F > 30
A Z-Val-Cit-APEA(COOMe)(71.4mg - 0.102mmol) & HATU
(43.0mg> 0.113mmol)- 7 i1 ADIPEA (0.071mL)%& > & B k38 -
RERBHREGTW4NER  RREBEBEET  Z@EX > MU
#0 # A HPLC (43%Z B5/7K/0.1% TFA; UV 210nm: ODS-3% &k
30%250mm; R 24mL/min) B EH Y ETHE MEFGABE
B 1y Z-Val-Cit-APEA(COOMe)-AF (82.0mg * 61%) o

[0125] # Z-Val-Cit-APEA(COOMe)-AF  (82.0mg -
0.062mmol) % J & & 8 i (0.24mmol) 8 Z B (10mL) » 3 Al A
Pd/C (10%: 10mg)B KR EREEVWEAGSRE LEBHERERK -
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R s 2K HEABEPUCER  WRKERET H ZEEE -
HEEEK(ImLYREE M FPUAREZE  DESAGKHR
) Val-Cit-APEA(COOMe)-AF (72.8mg > 96%) - LC-MS:
Val-Cit-APEA(COOMe)-AF (cﬁnggN“olz)ﬁﬁ [MH"]=1178.8 >
Fi & [MH 1=1179.7 -

[0126] % Z-SAA1(X)-OH (22.0mg> 0.06mmol)F X — & B
¥ (10mL) - i1 A HATU (25.3mg - 0.066mmol)i% > ¥ K JER &
MRRKBT > Z1% » i ADIPEA (0.032mL » 0.06mmol) -
10457 & 1% > # B8 /K 38 » W & Val-Cit-APEA(COOMe)-AF (72.8mg>
0.06mmol)/DMF (3mL)ZF KN E @I AKEREY + - 13/
® > MNBEBIRET »H ZEAR > L8 #HAE HPLC (45%Z B/

/K /0.1% TFA; UV 210nm; ODS-3 % #f 30*250mm; & &
24ml/min) HHEYETHLE  RBRIBER  BKBERRE
RMEFEBR  UEZ-SAAL(X)-Val-Cit-APEA(COOMe)-AF5E &
K@ - B KEERERTFTULLHEZE > DESBSBLHECEHBN
Z-SAA1-Val-Cit-APEA(COOMe)-AF (43.5mg> M S B FHE
2R 49%) o LC-MS: Z-SAA1-Val-Cit-APEA(COOMe)-AF
(C79H 120N 1,018)FT B [MH 1=1525.9 » Fir 5 [MH"]=1526.8 -

[0127] /% Z-SAA1-Val-Cit-APEA(COOMe)-AF (43.5mg -
0.029mmol) & * & = B % (0.06mmol) B Z B2 (5mL) - A i1 A
Pd/C (10% > 4.7mg)fk » MK ERSW B AGEER > LB
®-DWELEEGEHEALEPUCER » TR REBEEET > X8k
W HEEMEAKGConLESG U TFTUAREE > UESOE
¥ K B SAA1-Val-Cit-APEA(COOMe)-AF (38.4mg * 94%) -
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[0128) % DIPEA (0.004mL) ill A
SAA1-Val-Cit-APEA(COOMe)-AF (15.0mg ,
0.011mmol)/MC-OPFP (4.5mg > 0.012mmol)/DMF (4mL)# % &%
T eRERBHERSGYIUNE > URKBERET »H ETHEE -
DL #5 RUHPLC (36%Z % /7K/0.1% TFA; UV 210nm; ODS-3% &
30x250mm; A 24mL/min) WHEYET AL ADESOEHE
B # MC-SAA1-Val-Cit-APEA(COOMe)-AF  (CCH-028)
(10.0mg> 60%)> LC-MS: MC-SAA1-Val-Cit-APEA(COOMe)-AF
(CCH-028)(C7sH121N13019) BT 8 [MH']=1544.9 - fF7 #&

[MH"]=1545.8 -

2 #5617
[0129] CCH-035[MC-SAA3-Val-Cit-APEA-AF]|Z & &

[0130] E#H F-ZFXCCH-035SRBUTHAFBMUT R
EE &K -
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o :H \i O OMe O 0Me|Y\L/ o
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f g™ IS RIVRCERPT
S'asse

MC-SAA3-Val-Cit-APEA-AF

H,N" Y0

[0131] ¥ HATU (22.0mg> 0.0572mmol)&i DIPEA (0.027mL »
0.156mmol)45y 5] i1 A Z-SAA3(X)-OH (18.2mg > 0.052mmol) Ed
Val-Cit-APEA-AF (60.0mg> 0.052mmol);x /¥ DCMELi DMF (10:1>
6mL)FE &SR E - RI8/NEEZ > REBEBRET  BERAA - I
DLBY G B HPLC (43%Z B5/7K/0.1% TFA; UV 210nm; ODS-3% &
30%250mm; it ZH24mL/min) S EVETHIL - RBEKRIEBER
H%7J<>‘f§>‘?§ﬁé\§/ﬁ%%§ R ERXREANHETEEBER - BKEBERK
TUR KK DIERS O ®E R Z-SAA3-Val-Cit-APEA-AF
(48.0mg - WA B LW EZE65%) -

[0132] 45 Z-SAA3-Val-Cit-APEA-AF (48.0mg> 0.034mmol)
BANRE 2 (0.014mL)Hy £ B2 (5mL) - A0 A Pd/C (10% -
4.7mg)% - BREREVWEAGRIK > WBES/NE - D E
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TEBGELBEPICER  UNHREBEBEBET REBRER -BEY
BKGmL) R & » X PULAEEZEERE > DESOEEBN
SAA3-Val-Cit-APEA-AF (42.0mg > 94%) -

[0133] % DIPEA (0.006mL)jl A SAA3-Val-Cit-APEA-AF
(20.0mg > 0.015mmol)/MC-OPFP (6.3mg > 0.0165mmol)/DMF
UmL)BBZRS KREREZRBHUNG R RBEET > £
T8 - MBI # R HPLC (36%Z fE/7K/0.1% TFA; UV 210nm;
ODS-3% #£30x250mm; i #24mL/min)¥ M E ¥ # T4 > 2L
& 2 5 @B E 8§ MC-SAA3-Val-Cit-APEA-AF (CCH-035)

(12.2mg * 55%) o LC-MS: MC-SAA3-Val-Cit-APEA-AF

0

(CCH'035)(C75H117N13017) Fr & [MH+]:1473-8 ’ AT %
[MH+]=1473.6 °

B p8
[0134] CCH-038[MC-SAA4-Val-Cit-APEA-AF]Z & X

(0135] #EH# ¥ -%F ZCCH-038IRB U T A& BRI MU TR
=E &K -
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Z- SAA4(X) OH HzN HZN
Val-Cit-APEA-AF Z-SAA4(X)-Val-Cit-APEA-AF
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0 \:/ H o) /O/\/ “AF
. o] H
N N/\n’N N
_, H H L H N
HO OH HO OH
NH
H,N” 0 HzN
Z-SAA4-Val-Cit-APEA-AF SAA4-Val-Cit-APEA- AF

0O OMe ONMe |

anft@fv“"kfko*éﬁ JI\

N
H
MC-SAA4-Val-Cit-APEA-AF

[ﬁw

[0136] 4 HATU (18.1mg> 0.0473mmol)EL DIPEA (0.023mL >
0.129mmol)4> Bl il A Z-SAA4(X)-OH (15.2mg > 0.043mmol) &2
Val-Cit-APEA-AF (50.0mg> 0.043mmol){& 7 DCMEL DMF (10:1 >
6mL)FY R ERT - RI8/PEE REEBERET  BEKREX - I
DL BY# RIHPLC (43%Z 5 /7K/0.1% TFA; UV 210nm; ODS-3%
30%¥250mm; i H24mL/min)EHEWETHLE NBRIERZR
RABBRNEZABEBR HEERNHEET 28K - BKERKT
LMo R DLER O ®ERMN Z-SAA3-Val-Cit-APEA-AF
(32.4mg > M B E W EES53%) -

[0137)] % Z-SAA3-Val-Cit-APEA-AF (32.4mg> 0.0229mmol)

AN EE K 0.09mmol)Hy Z B (SmL) - A j1 A Pd/C (10% >

0965-A25246-TWF 63



201716088

4.0mg)te  FREREGEWEASRIK » LEHAESINE - DLW E
T EBELBPUCER  UTRBREBIRET  REBRER -BEY
HAKGmL)ES > W TFPUAREZE  DESHEEEW
SAA4-Val-Cit-APEA-AF (30.0mg > 98%) o

[0138] # DIPEA (0.006mL)fil A SAA4-Val-Cit-APEA-AF
(20.0mg > 0.015mmol)/MC-OPFP (6.3mg > 0.0165mmol)/DMF
AmL)ERY KRERZRBHIUNSG > RBKBERET > #
TR - LB R HPLC (36%Z F5/7K/0.1% TFA; UV 210nm;
ODS-3E #£30x250mm; i Z 24mL/min)¥ M E Y £ 17 &k > 2L
E B A& B ] MC-SAA4-Val-Cit-APEA-AF (CCH-038)
(15.6mg > 70%) - LC-MS: MC-SAA4-Val-Cit-APEA-AF
(CCH-038)(C75sH117N13017) A B [MH+]:1473-8 ’ fr =

[MH"]=1473.6 -

B9

[0139] CCH-041[MC-SAA3-SAA3-Val-Cit-APEA-AF] ~
=54

[0140] HE# F - RZCCH-041MBB LU THRF BRI TR
=B &K -
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SUSTUShEEN<cassatcace sy
o .. o)
H H H H
e} (o]
HO OH HO OH
MC-SAA3-SAA3-Val-Cit-APEA-AF NH
H.N" 0

[0141] ¥ HATU (17.3mg> 0.045mmol)gi DIPEA (0.02mL >
0.123mmol)4r 5 0 A Z-SAA3(X)-OH (14.5mg > 0.041mmol) &l
SAA3-Val-Cit-APEA-AF (54.5mg > 0.041mmol)& # DCMEL DMF
(10:1 > 6mL)BS)E & RF - RI8/NEEHR » WREEBEBET » %

& 1ML B FH B HPLC (41% 45 /7K/0.1% TFA; UV 210nm;
ODS-3F £ 30*250mm; ¥ #H24mL/min)¥HE Y E T 4L - B
BERZBER S KEBRNREAFRERR EZEFEZ2B K -
KB R T U LA REZE > DNESA GEH BN
Z-SAA3-SAA3-Val-Cit-APEA-AF (21.3mg > W B DL E /Y E =
33%) -

[0142] & Z-SAA3-SAA3-Val-Cit-APEA-AF (21.3mg -
0.0135mmol)F * & & B #%£ (0.052mmol)#Y Z FE (5mL) - A i0 A
Pd/C (10% > 2.5mg)f8 * S RIBEEEYE AGRKE > W 'S5/
B - IR LB RAEBPUCER  THREBRET  REBR
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R BEMBEKGOmLYEE » WP A REZE > LESAGE
B 1] SAA3-SAA3-Val-Cit-APEA-AF (16.1mg > 81%) o

[0143) 4 DIPEA (0.004mL) il A
SAA3-SAA3-V?;11—Cit—APEA-AF (16.1mg ’
0.0109mmol)/MC-OPFP (4.5mg- 0.012mmol)/DMF (5mL)H & &
B RERBHENEREYUNG - TR BEBERET » #TZE
B DLMEIFE A HPLC (33% L /7K/0.1% TFA; UV 210nm; ODS-3
EME30x250mm; A 24mL/min) HEH EYETHILL LERH
t® e Y MC-SAA3-SAA3-Val-Cit-APEA-AF
(CCH-041)(9.2mg : 52%) . LC-MS:
MC-SAA3-SAA3-Val-Cit-APEA-AF (CCH-041) (Cg;H;,6N14051)

T & [MH"1=1633.0 » FT & [MH"]=1633.2 -

HE 10
[0144] FCW-016[MC-SAAS5-Val-Cit-APEA-AF]Z & X

[0145] 3 % F -3 % FCW-0161R § LA T B 7= % B 0 LA T 5%
BE SR
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HZNYO HoN._O
NH o \,f,.,
8 " Ho oH )/
HO/,,,, “\\\OH 0 H —_— - - (o]
H + HoN N N N N
N OH N 2 o y
z 0 H o AF H
0 N 0 o) A
~ H
Z-SAA5-OH Val-Cit-APEA-AF Z-SAA5-Val-Cit-APEA-AF

HZN\(O

oH NH
HO “OH
—_ o) -
H,N N N
T N
0 o) A
SAA5-Val-Cit-APEA-AF H
HZNYO
H

OH N
MC-SAAS-Val-Cit-APEA-AF

[0146] % HATU  (40mg - 0.1060mmol) I A
Val-Cit-APEA-AF (99mg » 0.0884mmol) - Z-SAA5-OH (36mg -
0.1060mmol)Ei DIPEA (0.046mL > 0.2651mmol)}% > DMF (2mL)
BZS&HEFEQmL)ABEEAERY - RERBHI2NER > AW
B WL B FH A HPLC (43% 2L B5/7K/0.1% TFA; UV 210nm;
ODS-3E f£30*250mm; i &H24mL/min) ¥ B EF ¥ T4k - B
BRZEBR B KEENRELAREER EZ2RHEEREBE -
K B KR T U R REZBE > LESBS AKX W
Z-SAA5-Val-Cit-APEA-AF  (33mg - 26%) =« LC-MS:
Z-SAAS5-Val-Cit-APEA-AF (C7sH,1sN110,,) Ff = [M+2H]2+=
721.9 5 BT 18 [M+2H]2+ = 723.6 -

[0147] % Z-SAA5-Val-Cit-APEA-AF (35.0mg 0.024mmol)
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AR EEER (0.048mmol)FY Z B2 (8mL) - FAh1 APd/C (10% »
2.6mg)ie - BN EEREEYWEASKRIK  LHEHFI/NE - DIWE
TR EMLBPI/CER  URRBEBET  REBRER -BEY
HAK(QmL)EE > T FPUAEELZERE > DESEOCEREN
SAA5-Val-Cit-APEA-AF  (30.0mg > 95%) = LC-MS:
SAA5-Val-Cit-APEA-AF (C67H;¢oN,,0,5) FT =| [M+2H]2+=
654.9 » FT&[M+2H]2+ = 656.6 o

[0148] ¥ DIPEA (0.0066mL > 0.0378mmol) fI A
SAA5-Val-Cit-APEA-AF (16.5mg > 0.0126mmol)/MC-OPEP
(5.7mg > 0.0151mmol)/DMF BmL)H B K T - K E N E BB B3
INEF - LR BB ERET » BETRE o LEFEIHPLC 36%L1E
/7K /0.1% TFA; UV 210nm; ODS-3 % #F 30x250mm; i #
24mL/min) & #H E W £ T @& L > DESEECEHRBDN
MC-SAA5-Val-Cit-APEA-AF (FCW-016) (12.0mg ° 63%) -
LC-MS: MC-SAA5-Val-Cit-APEA-AF (FCW-016)
(C77H120N120135) BT F [M+2H]2+ = 751.4 - F7 & [M+2H]2+ =
753.1 o

% 4% 51 11

[0149] WHY-46[MC-SAA1-SAA1-Val-Cit-APEA-AF] Z
& R

(01501 3% -2 % WHY-46/8 9 Ll THi R & B A UL T =
BE K -
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HN__O
NH
O><O O H i iﬂ A Y
+ HoN N 0 ¢ 0 .
Vel mﬁ "o O\Au A ”Y@”)ffk’r/

27" 07 7 ToH HO OH l
o}
Z-SAA1-OH 73 O OMe ONe (o]
HZNYO
NH

Z-SAA1(X)-SAA1-Val-Cit-APEA-AF [WHY-43] OMe
HzN

_'Z\H)me éjw ol m/“/

HO OH

~ At fm%@ﬁw 2y

Z-8AA1-SAA1-Val-Cit-APEA-AF [WHY-43-OH]

H2N
HQ OH

J
— HZN\,_,ZZS ~ 5 ‘
HO L f /ﬁf \O\Ag me' m/@ﬂfﬁ/

; |
SAA1-SAA1-Val-Cit-APEA-AF [WHY-44] © owe

H.N._O
NH
HO OH
HO OH 71/;]\ )i\ﬂ/\N
MC-SAA1-SAA1-Val-Cit-APEA-AF [WHY-46] ° OMe O Owe |

[0151] /& Z-SAA1(X)-OH (28.0mg > 0.076mmol)¥&E X — &
B BE (ImL) « 7401 A HATU (23.4mg » 0.061mmol)#% » ¥ K JE &
YRR KBS > Z1% > 1 ADIPEA (7.9mg > 0.061mmol) - j#
1057 88 1% > BB KB » & SAAL1-Val-Cit-APEA-AF (70.0mg >
0.051mmol)/DMF GmL)ZA RN ZERMAKIEREY EF‘ 17N
BF12 » WBEIRET - Z@EEHE > IS E A HPLC 39%Z &
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/7K 10.1% TFA; UV 210nm; ODS-3 % #f 30*250mm; i 2
25mL/min) 5 EYET AL - RBERIZER  BKBERERRE
BEEIMWME 0 L Z-SAAI(X)-SAA1-Val-Cit-APEA-AF5Z & K
- B KBRTFTLULAREZERE  DERSAO EBD
Z-SAA1-SAA1-Val-Cit-APEA-AF (64mg > W & B DL |y & =
78%) LC-MS: Z-SAA1-SAA1-Val-Cit-APEA-AF (Cg1H;,5N;302)
Fr & [MH"]=1602.0 » FT & [MH']=1601.5 -

[0152] % Z-SAA1-SAA1-Val-Cit-APEA-AF (64.0mg >
0.042mmol) A N & B (0.136mmol)HY Z B (20mL) - A i1 A
Pd/C (10% > 6.5mg)% » R EEEWEADRIK > WRHBE
R DUWELTEKEABPICER N BEEBEREET H ZHIE
e BEMBEK(mLYES > W FPUARELZR  DESOEE
B4 ) SAA1-SAA1-Val-Cit-APEA-AF (60.0mg > 97%) - LC-MS:
SAA1-SAA1-Val-Cit-APEA-AF (C;3H14N:0:5) T & [MH']=
1466.9 » FT & [MH]=1467.5 o

[0153] % SAA1-SAA1-Val-Cit-APEA-AF  (30.0mg -
0.019mmol)E DIPEA (7.4mg > 0.057mmol)}5 /A DMF (2mL) -
RERBEYENKAZE » I AMC-OPFP (9.0mg- 0.023mmol) °
P10 sE®R >  BREKSE  LRERBHESYWINGE - REE
BET » ZEAE > & E B HPLC (33%2Z 5 /7K/0.1% TFA;
UV 210nm; ODS-3% £ 30%250mm; J% ¥ 25mL/min) ¥ ¥ & ¥

Taiib LES O EEEAMC-SAAL-SAAL-Val-Cit-APEA-AF
(WHY-46)(18.5mg ; 53%) o LC-MS:

MC-SAA1-SAA1-Val-Cit-APEA-AF (WHY-46)(C33H30N;40,1)
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FT & [MH"]=1660.0 > Fr £ [MH"]=1660.7 -

Eb e 54 4 61 12

[0154] MHT-87[MC-Val-Cit-APEA-AF|Z & X

[0155] % F-FEZMHT-8TRBUTA AT B AU TR
EEA&K -

HoN_O
NH
0 E )/
o F
(o] 2 N —
o YT f DO ¢P
F .Boc
MC-OPFP Val-Cit-APEA-Boc H
HZNYO
NH
[0} )/
H  { H
N

MC-Val-Cit-APEA-Boc
H,N.__O
NH

o) ;
NS SR ae U
o] NH,

MC-val-Cit-APEA
HZNYO
NH

MC-Val-Cit-APEA-AF @) (I)M

ol

[0156] j% Val-Cit-APEA-Boc (65mg)#i MC-OPFP (50mg)%&
A DMF (5mL) s ifi it ADIPEA (0.023mL) o JAS5/NBF 7% » 7R BE
BMIE T BB DMFE DIPEA- DL & # AU HPLC (50%Z 5 /7K/0.1%
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TFA; UV 210nm; ODS-3% £ 50x500mm; Ji # 80mL/min; RT
13.60min) f M E ¥ £ 7T @ > N EH A & e Y
MC-Val-Cit-APEA-Boc (40mg) > LC-MS: MC-Val-Cit-APEA-Boc
(C34Hs N;O05) FiZE [MH'] = 686.4 > & [MH'] = 687.3 -

[0157] % = B -+ ¥ MC-Val-Cit-APEA-Boc (40mg)/DCM
(SmL)BATFA BOOL)ETE®E - R17T/NFR > REEBEET >
% K DCM S TFA - DL f§ /5 3% % & [ 28 £ MC-Val-Cit-APEA
(46mg) - LC-MS: MC-Val-Cit-APEA (C,9H43N,04) Ff &
[MH"]=586.3 » 15 [MH"]=586.7 -

[0158] % MC-Val-Cit-APEA (37Tmg)# ¥ R ZEF (47mg)
AR DCMEDMF (10:1> 3.7TmL)RE &R - 2% > i AHBTU
(37mg)8 DIPEA (0.037mL) - JR17/NEET%% » RBREBEET » ¥
B DCM &1 DMF B 8! 4% # HPLC (40% Z /7K /0.1% TFA; UV
210nm; ODS-3% £ 30*250mm; % # 25mL/min; RT 14min)%f 58
EVMETHLE  MNEASHEEERE K MC-Val-Cit-APEA-AF
(MHT-87)(9mg) - LC-MS: MC-Val-Cit-APEA-AF (MHT-87)

(C70H109N11013)F7T 8 [MH]=1312.8 > Fi & [MH"]=1315.2 -

<Pl EYEEY (ADC)>
<IE-BEET-FEER>
BRI :
[0159] R EHF6T% EF BRI AR AKE TR E A
EG12014-MHT-71

[0160] EY 12 mLAYEG12014 (EirGenix Inc.4: 2 ) (¥ 48 & &
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12.5 mg/mL)Jl A 269 pnLHY 10 mM TCEP 2.5EHE &) » AR il
Bz ¥ (borate) BB R T - REBHENITCKEWM /N - #3F >
FF#3.55 mL~ 3 mMEZ 814 30% (v/v) DMSOHh Y i# i F-F &
MHT-71 (O9EEEE)MA Ll BEKR P R 4C K E305 &
(LREBRFPZERBRRHARERL6.7%) - 1 AL1S mLAY
0.1 M Bt & Bt (cysteine) DL & (F R JE - £ H M B & &
(ThermoFisher Scientific, MWCO: 40K) ¥ # & ©
EG12014-MHT-71# T 4L - EH RN EEYS  BEERKER
F PBS4E & % (2.67 mM KC1, 1.47 mM KH,PO,, 137.93 mM NaCl,
8.06 mM Na,HPO,-7H,0) - f& f #i /K 1 A J& #r (HIC)%E (M1 T Ay

A )F0 KL 2% &R AT Jg AT (SEC)IA (0 T B )y Bl & & P9 E Y i e
[t f] (drug-to-antibody ratio; DAR) K & 4> F & ¥ & (high
molecular weight species; HMWS) -

[0161] %5 2@ B /~ BT 2 15 Y ADC(EG12014-MHT-71) Y

DARZ% sy ffi FE2F14 - Fr B BV EG12014-MHT-711Y ¢ 1§ DARE
3.7 BEWNELRIS% -

% K /E F & #7172 (Hydrophobic Interaction Chromatography
analysis; HIC analysis)

[0162] f{F F§ B A Butyl NPR (4.6x35 mm) TOSOH &1y
Agilent HPLC/y T 28 % i1 B2 tE # (DAR)IE 5% - B B H AB 1525
mMEY BB eh - 1.5 M Filg ek - pH 6.95° H¥ B BE 25 mM
BEEESN ~ 25%EKNEE ~ pH 6.95 ¥ 15 pLAY & & 2L 0.8 mL/min
MY R R R AN E AR 0 d61E 6 % 3 (gradient mode) F # T 57 B ¢
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0~100%% By fHB > 1278 AN - (HH £ K €280 nmAy K g {E -

#r &K &% 7 J@ #7 3% (Size-Exclusion Chromatography analysis;
SEC analysis)

[0163] {# F§ A & Yarra 3um SEC-3000 (300 x 7.8mm)%& &
#y Waters PDA 996 HPLC (RBER T OB BERBRNEDEE
Yo BEIMH B FEO0.020MAYBEER 8F - 0.025 ME L - RERNE
5%(v/v)~ pH 6.95 - #&30 pLEV £ &= DL 0.5 mL/minfy J§ 2 & A &
H o Sl A F E R £ (isocratic conditions) T 73 & - 5 I 7£ B & 280
nmHy R W E - EEFEER ZATHAREROIYE WEE —
B -HMzhkeoTFEYEHMWS) -

BHEA2:

[0164) A 7K #H EPJ%AEGIZOM MHT-71

[0165] HY0.14 mLEYEG12014 (EirGenix Inc.4 2 ) (%] 44 &
[ 7.5 mg/mL)fil A 3.4 uLASS mM TCEP QAEEHEEE) R
W B B (borate) R T BREBHNITCREM /NI - #E >
CHBHII39 WL S aMEBE R _REBRFAKINERETF-FZF
MHT-71 O 9K HEEE)IMA L BB R T R4C K B304 &
(LLREBER KBS AKME) - f0AL1S pLEY0.2 M Bt & B (cysteine)
DL& - K E - {5 F3 B B8 %5 7% (ThermoFisher Scientific, MWCO:
40K)E BIE fN EG12014-MHT-71# T 4i{E - EHENBEBE D »
Y42 BT R B R B PBS4EE K (2.67 mM KCl, 1.47 mM KH,PO,,

137.93 mM NaCl, 8.06 mM Na,HPO,-7H,0) - {i F & /K {E F /& 7
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A FIRL 1% & i J8 M V& o B E SF X9 DARK HMWS -

[0166] %5 3AE 2 /~ FT 81 75 19 ADC(EG12014-MHT-71) #Yy
DARZ 45 i fE2F14 - FRr B8 AW EG12014-MHT-711 ¥ ¥5 DAREY
3.9 BAMBHNLEION -

B 53
[0167) RAKMH B EBEESEGI2014-MHT-71

[0168] H{0.14 mLEYEG12014 (EirGenix Inc.4: B ) (%] 48 &

Kt

7.5 mg/mL)JI A 4.8 uLHY5 mM TCEP BAEHEE) BN
Bl B B8 (borate) B R T REBBNITCRIER /NIF - #3 »
BRKI13.9 uL~ 5 maMEB R _REBF KTV EET-F &
MHT-71 (9.9EEH & &)l A L h%‘*/@%&itﬁﬁéfc [ FE 3057
(BLBREBRREAKME) - IMALS pLEy0.2 M Bt & B (cysteine)
DL& 1F K2 FE - fF FH R B8 % #F (ThermoFisher Scientific, MWCO:
40K) K L 1G AV EG12014-MHT-71 T &b - EHREVBRE G -
e E K ER BPBSEE K (2.67 mM KC1, 1.47 mM KH,PO,,
137.93 mM NaCl, 8.06 mM Na,HPO,-7H,0) - {& FH ¥ /K {E B JE #7
ET KN R E T E N L o Bl 8 E F 9 DARK HMWS -

- [0169] % 3BJE 2 /x FT 8 5 Y ADC(EG12014-MHT-71) #y
DARZ sy ffii £ 4416 - AT B K EG12014-MHT-71# ¥ 5 DARK]
Fs5.4 0 BEWELYRII% -

B pl4
[0170] M & F16.T%EBBB I EEABMAK P HEE
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IgG1-MHT-47

(01711 E{ 0.1 mL#y A % IgGl (Sigma)(¥] A B E : 2.6
mg/mL)J1 A 1.6 pLEY2.5 mM TCEP Q4K E E8) X Xk E
(borate) & E iR T » BEBHNRIICKEM/NE - ##F > §F
29.0 pL ~ 363 pMAD & 7 75%(v/v)DMSOH §y i 8 T - & &
MHT-47 O9EEHEE) MALEEBARPRICTKIEIS &
(WEEBRTZERERGE&RE BL16.7%) - I AS pLl
0.1 M= Bt & B (cysteine) A &% I K JE - F HH IR & & &+
(ThermoFisher Scientific, MWCO: 40K)%¥ %! 5 #y1gG1-MHT-47

Téflb - -EFRNVBET  FEERERRBPBSEEK(2.67
mM KCIl, 1.47 mM KH,PO,, 137.93 mM NaCl, 8.06 mM

Na,HPO,4-7H;0) - @ﬁﬁIE;[L7J<1‘EFHF?Fﬁ&%ﬂmf@ﬁﬂﬁfﬁﬁﬁﬁ%ﬂ
& 57 S ¥ DARKE HMWS o

[0172] %5418 B/~ BT # 8 Y ADC(1gG1-MHT-47)fy DAR %
M2 4 TG IgGL-MHT-4787 £ Y DARY K3.7> # &
0% 40 1 93% -

5 i 15

(73] REB2%EBBER 2 L BMAG T B
1gG1-MHT-47 |

[0174] H 60 u LAy A % 1gGl (Sigma)(¥] % & & : 5.7
mg/mL)HI A 1.2 uL# 10 mM TCEP (2. 2B H & &) - 75 1 0 i &
(borate) B WM W » BEBHNIICEER MG - BE » BE
4.6 pL ~ 3 mMFZ 8 A 30%(v/v)DMSOH iy i # 7 -35 & MHT-47
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(63 H & 8 )00 A b it 5t 8 %5 R 1 4°C B 304 8 (B R & 08
ot T M B AKX B T R 49 2%) - IA 0.5 uLEY 0.2 M2 Bt &
f%Z (cysteine) DL & 1 & E - & A I ¥ & £ (ThermoFisher
Scientific, MWCO: 40K)H’%§%?€= B9 1gG1-MHT-47# 17 & /b - £ 3
S5 M T2 o+ 48 1B % B #  PBSEE 6 (2.67 mM KCl, 1.47
mM KH,;POy4, 137.93 mM NaCl', 8.06 mM Na,HPO,-7H,0) - {£ A
oK fE BB MT R DML R B BT B AT 0k &Y B 8B E F # DAR B
HMWS -

[0175] S s5EE R T8 & 8 ADC(IgG1-MHT-47)8) DAR %
S i 1 204 - 878 B9 1gG1-MHT-478  #5 DARK 53.7 > # 4
W B B 93% - |

B A6 -

[0176] M EFBSS%NEBBHM LB B AKE T RS
Herceptin®-MHT-47

[0177] H{ 0.3 mLAY Herceptin®(trastuzumab)(Roche)(#] 48
S EE 1 10.3 mg/mL)fI A 5.2 pLEY10 mM TCEP 2.5EHE &) >
BT L B (borate) BE R T > BEBEHNITCKEW /N -
BE > BHi69.1 L~ 3 mMREL R 30%(v/v)DMSOH |y & % + -
FEMHT-47 OIIEHEE)MALEGEBARF NI4T KE30
SE(MREGERTZARBRER R RE BES5.5%) 1 A20 puL
79 0.1 M Bt & B (cysteine) DL &% (L X FE - (£ H I B & &
(ThermoFisher Scientific, MWCO: | 40K) ¥ # B B

Herceptin®-MHT-47# T 4lifk - EHRNVBARFT $EERE
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i B PBS#4E & 7% (2.67 mM KCI, 1.47 mM KH,PO,4, 137.93 mM
NaCl, 8.06 mM Na,HPO,-7H,0) - & 3 &t 7K fF F J& #7 ' Al #ir 72
B AT R AT A 4 B B E E I DARK HMWS -

[0178) 25 6 B 7~ BT 8 5 Ay ADC(Herceptin®-MHT-47) £
DARZ 4r i £ 2%14 - FT 2 15 fY Herceptin®-MHT-47HJ Z 5 DAR
HR3.7T> BEUEEGRILY% -

B 67

[0179] A /K#H th $ & Herceptin®-CCH-038

[0180] HY{ 0.22 mL fJ Herceptin®(trastuzumab)(Roche)( %]
BEE11.3 mg/mL)ji A 4.2 pnLEY10 mM TCEP 2.5EHE &)
A O B B (borate) @R T - REBHENITCREM /NG -
WME > BERKSSApL - 3oMEEE R - REREFAKATINEET-F
ZCCH-038 OIEHEE)MALAHGBARF NI4T KEID
E(LRERSBER /G /KME) 0 A2 uLEY 0.2 M B 5.1 (cysteine)
L& 1 X FE - {# FE R B %5 &£ (ThermoFisher Scientific, MWCO:
40K) ¥ 8L 15 Y Herceptin®-CCH-038 3 {T 4L - EHEWNBERE B >
SEERER EPBSEE K (2.67 mM KCI1, 1.47 mM KH,PO,,
137.93 mM NaCl, 8.06 mM Na,HPO,-7H,0) - {& f & /K € B & #7
& FORL R ER AT B AT A 4> B 8 E S I DARK HMWS - |

[0181) ZE7E B T 8 15 A ADC(Herceptin®-CCH-038)HY
DARZ 43 i £ 214 - Fr 8175 #Y Herceptin®-CCH-03 81y ¥ #H DAR
Hh40> BEUNBHORBITS -
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B A S : |

[0182] R EEF16%EBR AR 2 LB WM AGE + # 4
Erbitux®-CCH-028

[0183] H7 0.6 mL#J Erbitux®(Cetuximab)(Merck)(#] 44 &
£ : 4.2 mg/mL)fii A 3.8 uLEY 10 mM TCEP 22EH & £) &
B B % B (borate) B E K F - B EBHENRITCKEW/INIF -
> B#34.2 pL - 3 mMEC B R 30%(v/v)DMSOth (i 5 T -5
ZCCH-028 (6EHEEE)IMA LM EEKRDT NI4T KE3S
E(LEEARTZLARABARRKEERN1.6%) - M1 A100 uL
7y 0.1 M= B & B (cysteine) L& 1F K FE - fF Fl IR B & &
(ThermoFisher Scientific, MWCO: 40K) ¥ & £ 1
Erbitux®-CCH-028 T4k - EHENERE T  BHETRER
s PBSE 8 % (2.67 mM KCI, 1.47 mM KH,PO,, 137.93 mM NaCl,
8.06 mM Na,HPO,-7H,0) - {# H &t /K 1E B & M1 7% F1 ok B &5 #71 8
A o Al 8 E £ 5 DARK HMWS -

[0184] 25 8 B 7/~ AT # 43 49 ADC(Erbitux®-CCH-028) £y
DARZ 5y ffi f£2F14 - BT 85 B Erbitux®-CCH-0285 3 5 DARZY
3.8 MEMELYRKIS% -

B9

[0185] M EZF1T%EBBER 2 L BB ALK T # &
Erbitux®-CCH-035

[0186] E! 0.6 mL#Y Erbitux®(Cetuximab)(Merck)(#] 45 &
¥ 1 4.3 mg/mL)JI A 3.9 puLEY10 mM TCEP Q2EEHEE) &
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FOWH BZ BE (borate) BE R F » BRABAENIICKEW /NI -
¥ > Fi#35.2 puL -~ 3 mMAE 8 2 30%(v/v)DMSOF iy 3 ¥ F -5
ZCCH-035 (6EHEE)MA LML BAERTNI4CKEID
E(LREEAEARTZIAERBHRERE HE1.7%) - I AS50 pL
0.2 M Bt & B (cysteine) L& F R E - FAMRE E &
(ThermoFisher Scientific, MWCO: 40K) ¥ & £
Erbitux®-CCH-035E T4 - EHREMNBED  MEFRER
B PBS4E & % (2.67 mM KCI1, 1.47 mM KH,PO,, 137.93 mM NacCl,
8.06 mM Na,HPO,-7TH,0) - i A Bi /K /5 F Jg@ #r 7& M kL B & A JE@
7 3% 47 Bl 8 ' SF 9 DAR K HMWS o

[0187] %5 o9& B 7= AT & & & ADC(Erbitux®-CCH-035) &y
DARZ 5y i £ 2F14 - FT 8 5 Y Erbitux®-CCH-035#Y ¥ 5 DARY
F53.6 0 HEWEBLYRKI4% -

B A 10 -

[0183] R EFIS%EFRBH 2 EBHA2E T E#A
Erbitux®-CCH-041

[0189] H{0.85 mLHy Erbitux®(Cetuximab)(Merck)(¥] &
E @ 3.8 mg/mL)fi A4.9 uLEY10 mM TCEP Q2EH & &) &
AU B (borate) EH R T > BREABHERITCKEW /NG - 3
%> FBH44.5 L~ 3 mMEE B 30%(v/v)DMSO S iy 3 % F -3
#ZCCH-041 EHEEBE)MA LA BARFTNRITREID
H(MLEERARKRPZEBABR KX EERLYL5%) - 1 A80 pL
B 0.2 M Bt & BE (cysteine) L& (F K JE - £ A iR B & &
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(ThermoFisher  Scientific, MWCO: 40K) B 8 5 B
Erbitux®-CCH-041 £ T4 - EHRIVEET r BEHRER
B PBS4E & % (2.67 mM KCI1, 1.47 mM KH,POy, 137.93 mM NacCl,
8.06 mM Na,HPO,-7H,0) - {£ A &i 7K {F F J& #7 75 1 i £ & A7 &
Mr & 7 Al i 7 ¥ 39 DARK HMWS -
[0190] 25 10[&E % /R A7 # 45 19 ADC(Erbitux®-CCH-041) 1y
- DARZL 73 E2R14 - T 85 1Y Erbitux®-CCH-041%) £ 35 DARY
R399 BMEMEHNEIC% -

B :

[(0191] REF14%EBRAB I EXZB B AR T # A
Erbitux®-FCW-016

[0192] HY 0.4 mL#J Erbitux®(Cetuximab)(Merck) (%] # &
E @ 3.5 mg/mL)1 A 4.0 uL#Y5 mM TCEP 2. 1EHE &) AR
Bl B B (borate) B IR T BREBHNITCRIER /NI - #E -
FY¥5.7 pL~ 10 mMAZ A 100%(v/v)DMSOH i % 7 -5 &
FCW-016 (6EHEE)MA LRI BARPNICRIEINE
(LREBARPIERBRGRRE RGN L.4%) - T ALS pLHy
0.1 M Bt & B (cysteine) DL 88 1F KX JE - i fl il 8 & &
(ThermoFisher Scientific, MWCO: 40K) ¥ # & 1@
Erbitux®-FCW-016 T #i{h - I BEF BEEHRER
B PBS%E & %% (2.67 mM KCI, 1.47 mM KH,PO,, 137.93 mM NaCl,
8.06 mM Na,HPO,-7H,0) - £ F &t /K {E F J& #7 A& F1 L 1% & 17 &
& o7 Bl 8 & F 5 DAR K HMWS -
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[0193] 26 11 B /= FT &L 8 Y ADC(Erbitux®-FCW-016) 1y
DARZ 7y i TE2F14 - FT 8 5 AY Erbitux®-FCW-016fY Z ¥ DARE
40 MENRHRKIO% -

B2 :
- [0194) A KHH LS Erbitux®-CCH-038

[0195] Ey2 mLAY Erbitux®(Cetuximab)(Merck)(¥] 44 4 &
4.5 mg/mL)fi A 13.6 uLAY10 mM TCEP 2.1EEFB EE) BN W
Bz 8 (borate) G R T » REBHENIICREWM /NG - #E -
HR123.2 puL> 3 aME#E R - RERFEFRKFIFNEETF-BF
CCH-038 (6EHEE)MALMPLBAE KT NICTRKEISE
(LREBRFBFAKM) - 1 A20 pLEY0.2 M Bt & Bk (cysteine)
L& b FE - (£ iR B %= £ (ThermoFisher Scientific, MWCO:
40K) K S 15 HY Erbitux®-CCH-038 T &ifb - AV BEF -
YMEEKER BPBSEE K (2.67 mM KCI, 1.47 mM KH,PO,,
137.93 mM NaCl, 8.06 mM Na,HPO,-7H,0) - { B B /K {E F | #7
A RORL 1R & AT 8 Mk 0 B #E € S 25 DARK HMWS -

[0196]1 %5 1208 & AT 8 5 #9 ADC(Erbitux®-CCH-038) iy
DARZ > i £ 2714 - AT 845 A Erbitux®-CCH-038f £ 39 DAREY

Fs3.8 BMEMEBLYRISY -

B Hfl13 -
[0197] /K #H th # & Exrbitux®-WHY-46

[0198] EY 2.3 mLHAY Erbitux®(Cetuximab)(Merck)(#] 44 &
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B 4.3 mg/mL)fi A 14.5 pnLAY 10 mM TCEP (2.2;’%Hi§§) 7
P A B B (borate) FH R » BEMHENRITCKEM /N - #
F o HREI131.5 pL > 3 mMESER - REBHFKFINEET-F
FWHY-46 (EEEZEE)MA LMRBERFNAICKEISE
(LR & AR B AKME) 0 A250 pLEY 0.2 M Bt & BZ (cysteine)
L& IE s FE - £ FH B B8 & #F (ThermoFisher Scientific, MWCO:
40K)# 815 By Erbitux®-WHY-46 £ fT 4 fL - fFE RV BE S >
B E R E % B PBSE E K (2.67 mM KCI, 1.47 mM KH,PO,,
137.93 mM NaCl, 8.06 mM Na,HPO,-7H,0) - i F§ &% /K {E B J& #°r
7k UKL 7 B AT JE AT R 3 B8R E P 59 DARK HMWS -

[0199] %5 13A[E # /=~ AT 8 18 B ADC(Erbitux®-WHY-46) 1Y
DARZ 43 #i 1 2F14 - Ff 845 fJ Erbitux®-WHY-461 £ 5 DARY
3.9 HEMEBLHRKIO% - F13BEFHREFO0. 1% HMWSE
=

B i f14
[0200)] A /KHH ¥ S Erbitux®-MHT-71

[0201] Hy23.5 mLAY Erbitux®(Cetuximab)(Merck) (¥ %A &
JE : 4.7 mg/mL)Ji A 159 pLAY 10 mM TCEP R.1IEHE &) &
POl B B (borate) K > BREBEBENITC R ER /N - #
Z BRH1IS2nl - SaMEBER - REBREFAKINEET-EF
MHT-71 (6B & &)1 A Lt i 88 % 1 4°C K FE 3047 6 (I
BE B R FBSKM) - T A127 pLEY 0.2 Mo Bt & B (cysteine) A

1k K FE - {# FI BR B8 % 4% (ThermoFisher Scientific, MWCO: 40K)

0965-A25246-TWF 83



201716088

# B A B Erbitux®-MHT-71# T4k - EHENBERE T > B4
BEREMH BPBSLEE K (2.67 mM KCI1, 1.47 mM KH,PO,, 137.93
mM NaCl, 8.06 mM Na,HPO,-7H,0) - {f FH & /K {F F J& f7 3% f1 ke
& &F M7 & 7 0L 4 Al 8 E E 9 DARK HMWS -

[0202] %5 14A1E B 1~ AT 8 18 A ADC(Erbitux®-MHT-71)#Y
DARZ 45 ffi fE 27014 - Fr 8145 Y Erbitux®-MHT-71 8y I ¥5 DARY
F3.60 BAMELNBISY% - B U4BEETLEHENHMWSE
E- o

B 15 115

[0203] #/K# 84 HLX-07-MHT-71

[0204] Ey 0.5 mLAYHLX-07(Henlix Incéf‘é)(Merck)(;«ﬂ e
BE 4.4 mg/mL)fI A3.6 uLEY10 mM TCEP R4EEHE &)
AU BE B (borate) @R T » BREBHAENITC K EW/INE -
#E 0 B 140 pL > 755 pMECEI R Z REBEF KR EE T -
FEMHT-71 (EEEEB)MA LR BARFTRICTRIEISS
E(LEEBARRBEKME) - 0 A20 pLET 0.1 M Bt & %
(cysteine) L &% 1F &2 JE - {F B ffl B8 & ¥ (ThermoPFisher Scientific,
MWCO: 40K)# 2 3 fYHLX-07-MHT-71# T 4 {b - £ " 12 19 38
B BEHKEBRHPBSE H K (2.67 mM KCI, 1.47 mM
KH,PO,, 137.93 mM NaCl, 8.06 mM Na,HPO4-7H,0) - & F & /K
7€ I J8 #7775 R KL 1R & A7 8 A7 05 5 A 8 & £ 9 DARK HMWS -

[0205) 25 15/ 28 /r FT 8 45 #y ADC(HLX-07-MHT-71) B9
DARZ 7 i fE2F14 - FR &I B W HLX-07-MHT-718 F 9 DARY &
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3.8 MERMBLH HI6% -

B M B 16

[0206]) RAKMEETESI-EpCAM-MHT-71

[0207] EHy 60 pnLiy #Hi-EpCAME B (clone EpAb3-5, IgG2b)
(HREERELLERELE)WHREE 3.9 mg/mL)jn A3.3 pL
{5 mM TCEP (SE H % &) » 7 H 4l i B (borate) EE K T - &
ABENIICKEES/NE - 2% > Hi10.4 oL~ 3 nMEE 8% =
REW T A D EEF-BEMAT 7] (1SEE & 8)/0 A L5
BN P R 4°C K B304 88 (JLR & W B 4 /K AH) o M A 0.5 uL
#9 0.2 M Bt & B (cysteine) DL & I K JE - (£ i B2 B & &
(ThermoFisher Scientific, MWCO: 40K) &% & #H B
-EpCAM-MHT-71# {7 &ifb - EHENBRES > BEEREHR
FPBS&E EH K (2.67 mM KC1, 1.47 mM KH,POy, 137.93 mM NaCl,
8.06 mM Na,HPO,-7H,0) - £ FI B K 1 FI J& #7 % % & i 8L 18 Bt
-EpCAM-MHT-7 18] 8 & [ 5 - 5K 8 4 # §1 -EpCAMEL 22 JF i 34
4% > BT FTH N B -EpCAMET BB %0 88 3 3 7 -3 ¥ MHT-718

& o
[0208] %5 16 A B/~ oK % & Y $1 -EpCAMBT B8 Y HIC[E 2% -
F16BE A NEBEHE T-5EAMAT-T1# & 8 51 -EpCAMEL B8 1Y

HICIE =% -

<RUE R EMEHE>
B BI17 ¢
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[0209] 500pLfy3 mg/mL Erbitux - Erbitux-L1-MMAE (7
& B F -3% £ MC-Val-Cit-PAB-MMAE(L1-MMAE) ; Concortis
Biotherapeutics) - Erbitux-MHT-87 - Erbitux-MHT-71 -~ =
Erbitux-WHY-46APBSH B F40C KB F » LEFE0O- 1~ 2

L (T SECS HT - {# ) B & Yarra 3pum SEC-3000 (300 x 7.8
mm)E 1§y Waters PDA 996 HPLC > {kKEBE R T o BB E R A
EYEEY  BEHAGEIO2OMABEEE T ~ 0.025 ME/L#
FERNES%V/v) > pH 6.95  ¥30 pLEY & & LL0.5 mL/minty i
HoEANEME 7 E B & 4 (isocratic conditions) T 73 B - {H M
FEHR280 nmAY UL {E - i EFEFEDHFR A TREDRNY
BEREE—E WBzhaosFEYWE HMWS)-

[(0210] HE1TABBE ~EE T A REREEE TEBEN
Erbitux-MHT-71H1 Erbitux-WHY-46 18 & 1 # # T % & & 1% I
M fr B W% B T 7Y Erbitux-L1-MMAERI Erbitux-MHT-87 2 A& & th
BIBVHMWS - At > hERBEEFREERE TNEE TR

RWmERE TR KE  EZEHEITHRBEYESY(ADC)
WEREE -

B i 91 18 :

[0211] 500pLAY3mg/mL Erbitux~ Erbitux-L1-MMAE (ThH &
B F -3 & MC-Val-Cit-PAB-MMAE(L1-MMAE) ; Concortis
Biotherapeutics) + Erbitux-MHT-87 -~ Erbitux-MHT-71 ~ &
Erbitux-WHY-46 /A PBSH B ES50C /KA - #HE » ENHR
BEYE S (ADC)NEEO0 ~ 4 ~ TRI24/NBF LB # 47 SECH #7 -
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f# /1 B A Yarra 3pm SEC-3000 (300 x 7.8 mm)% #E iy Waters
PDA 996 HPLC: (RBER T O HMNEERNEYEEY - BE
H A FE0.020MEY B ER 87 ~ 0.025 ME LT - R ERWES%(v/v)
pH 6.95° 430 pLAY# & 2L0.5 mL/minfy J§ 28 )E A & > ﬂrf
% ¥ 5 # (isocratic conditions) ™ 73 # - {5 I 7£ ¢ & 280 nmAY I
W -HFFETEFERR AT AREENYEWREE —&

ZREsTEYEMHMWS) -

[0212] E1"BE B ~E##E TFH 2B EEE TKRD
Erbitux-MHT-71f1 Erbitux-WHY-46 fH B R EFE F A B & F 1
M for 25 4 B2 7T §Y Erbitux-L1-MMAERI Erbitux-MHT-87H & & tb
BIEYHMWS - Hjh » WEBEEEEAHERARE TN EZT A

N MEZETFHNERAE  WEZHREANEEYE S (ADC)
BT E ¥ -

<fi# 7 & E AR >
BB 19 -

[0213] A 7/K4H & # & B Erbitux-MHT-71 8] A it & & 1+ #
AL - BT B R B 20 mMEAY R B 4 - 6.3%
(W/VBIEEE ~ 0.2 mg/mLEYF IUF EBS0 ~ pH 6.0 (SGN) -
# Erbitux-MHT-7120100 pL/E S EBRENRICETHEZLE
HHR SEINEWENEETHERE - HICEHSECH 1T -
FHEBE1TE -

[0214] %5 18[@ B /< Erbitux-MHT-71% Ji 58 3 /& & 38 1 H
A8 EBEESE((<10%) Erbitux-MHT-71#7 3 5 DARZK i 1T
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8 A58 H B EE(L(<5%) Erbitux-MHT-71 ¥ HM WS 4 £ i
o {E A % 175 AR 3E & (< 0.2%) -

<3 & B>
B I %120 :

[0215] &f %f % 3 EGFR 55 % % 40 }ig # FaDull & F & #
EGFR B8 5 % 40 2 # RPMI 26503 /7 5 5 Ju %8 [ B Bk 3 8 F
T HLBS B Y1 & W) (ADC)4 B » DL 5> 7 # K B EGFR¥%E 3 1 & &
R B ERE

[0216] % FaDufl RPMI 265040 fE 4 B B 2.5x 103 f14x10°
40 B /TL B % FE K% & 7 CelIBINDHY 96 7L & ft » 3 J B R 37°C ~
5% CO M B hH B 24/N0E - 2 7% > B BB R IL A 55
HEAEBEATTEIC? M)W HEZYE &Y (ADC)E
FaDuffifa o ~ M A FEF BB Z AR EE(10°E 107" MKt
BB 2 4 3 & ) (ADC)ZE RPMI 265040t - B2 %4 fE N E R
37°C ~ 5% COL 5% # 46 o fE A 120/ 66 - SK 4B 120/ N5 RO B % 1%
EHRMEIREMAEHFEOS mg/mL MITH BB RE G —
FLep o JA37°C R FE 4/ 2 4% > B MTTE Bl 3 i1 A DMSOLL
AEMTTE, B 569 0B % - I F #8277 B (Multiskan Ascent,
Thermo Labsystems){& il 41 §il 42 3% 5 570 nmy B U (& - %6 iy F
= 5T B4 7 E R

[0217) 4 ff 7% 38 % (%)=(Ins-Inb)/(Inc-Inb) x 100%

[0218] Utz » “Ins” BEEREZTWARZHE
BEE o “Inb” BEAMBMNZEEILNNERE > “Inc” BIE
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HMENRNEERPTPNHABEZAERE(EHE) -

[0219] HEHBBERAEZEYRE (0=6)NFE X120/ B> % -
&C #% FaDuffll B 74 88 40 (in vitro)WY 2 7E 2 > DA K F A Origin#k 88
9 Sigmodialfsl =, & /5 IC5014 -

[0220] 3@ R FMEF L EBMEREZE T 2 HRNBEEY
# & ¥ (ADC)FE & B EGFR Z 5H 55 % 4fl filg %k FaDu#fl filg /Y IC501E
BB /NROS oM EMEFNEREREBRE T2 HBEYES
¥ (ADC) %f FaDu &1l f B9 3% € (potency) L H B & - B T
Erbitux-MHT-934p » EF HM \EWH K EEF o i B EYE
ENADOHERMBELSEEEEEEEERER - HEH
EGFRZ FaDu#f f8 1 “F % 3R EGFR 2 RPMI 265040 A Ay & 3£ 14 5
i fF A K B 2000f% - B R HWEEET-F &K
MC-Val-Cit-PAB-MMAE # # HJ Erbitux-L1-MMAE (49 1246%)
DURBEZFT A E S A8 EERE T Erbitux-MHT-87(4366

f&)

%3

IC50 (nM) RPMI | FaDu | B85MIn vitro) BESEMEHRTLAEF
2650

EGFR I 0 2+

Erbitux-L1-MMAE | 107.2 0.086 1246

Erbitux-MHT-87 | 27.1 0.074 366

Erbitux-MHT-47 | 80.0 0.037 2162

Erbitux-MHT-71 247 0.074 3337
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Erbitux-MHT-93 570  |0.16 356

Erbitux-FCW-016 | >200 0.068 >2941

Erbitux-CCH-028 | >1000 0.148 >6756

Erbitux-CCH-035 | >1000 0.176 >5681

Erbitux-CCH-038 | >1000 0.137 >7299

Erbitux-WHY-46 | >200 0.091 >2197

Erbitux-CCH-041 | >1000 0.120 >8333

<BE W A& & H B>
B 21

[0221] 20K ¥ 1x10° FaDu4f f2 #4 A C.B-17 SCID/) B F7
T UBEERREAEERERE > LU ExExEx1/2 (mm’)#
THERIHEBRN BHESEIXR  ELYHERERNNEY
100 mm’F it 47 #f % 45 (DPBS) - 5 mg/kg Erbitux® » 5 mg/kg

Erbitux-MHT-47 ~ 5 mg/kg Erbitux-MHT-71 ~ 5 mg/kg
Erbitux-LI-MMAE ( m €& # # F - ® £
MC-Val-Cit-PAB-MMAE(L1-MMAE) ; Concortis

Biotherapeutics) ~ 0.1 mg/kg AF-PEA (T & AF ; Concortis
Biotherapeutics)~ 0.1 mg/kg MMAE (Concortis Biotherapeutics)

v B RER R E & (10 mL/kg B.W.JE & 2% 75 ) % 350 5 5§ (n=6)
EMXESTEUNINEBERE TERBER/N - BEE4LE &G X
(Tumor Growth Inhibition; TGD)ETEH A = B TGI (%)=[1-(AZE Y]

EEABEER/AOHBEBEEER)IxI00 - EERIFEYE > EEE
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AR/NEBENIY%  EBREBBEANLISO mm’® - 348 H MR
REE MAEZFEFHFU KRS DNEETERE -

[0222] & &% 45 52 B R 1Y 58 8K 45 % (Erbitux - Erbitux-ADCs »
APEA-AF - X MMAE)%# > Erbitux-MHT-47 ~ Erbitux-MHT-71 k%
Erbirux-LI-MMAEH N E B A HE £ KA & - £ 29K >
Erbitux-MHT-47> Erbitux-MHT-71F Erbirux-L1-MMAE4E #Y TGI
7 A R 10611%~106£1% K 10528%: iff Erbitux4H /& & I 4 & %y -
T TGIR27+14% (£ B F24) .

F4
TGI (%)+SEM
%829 K
HIIR4H (DPBS) 0
Erbitux® (5 mg/kg) 27414

Erbitux-MHT-47 (5 mg/kg) 10611

Erbitux-MHT-71 (5 mg/kg) 10611

Erbitux-L1-MMAE (5 mg/kg) | 1058

APEA-AF (0.1 mg/kg) 11417

MMEA (0.1 mg/kg) 1216

[0223)] %45 198 58 7/~ Erbitux-L1-MMAE4H {F £ 36 K B 44 18
& o Erbitux-MHT-474H £ £ 54-61 X EE B E & - A >
Erbitux-MHT-7TIHE M 2 F 117X EBEBEEE - E208 B R
45 %% (Erbitux » Erbitux-ADCs~ APEA-AF- X MMAE){% & 419
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ARETREEAEMHABREBRKER -

*5
BW (%)+SEM
%829 K
#HfId4H (DPBS) 106+5
Erbitux® (5 mg/kg) 1061

Erbitux-MHT-47 (5 mg/kg) 10641

Erbitux-MHT-71 (5 mg/kg) 108+2

Erbitux-L1-MMAE (5 mg/kg) | 1061

APEA-AF (0.1 mg/kg) 108+4

MMEA (0.1 mg/kg) 106+4

[0224] MRABBECUBEREERIBENL  RE
WIRAUREAEE  ENFTERXMMERTEARENRE -
EAMBASEZRENERBRN  EUFEEZE B HFH -
RAEABBELREREECRWN A FENEERAEE R
(5]

[0225]

100~77 7% At 12

102—l108~%j‘,§%§

0965-A25246-TWF 92
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R BN E
L-BARLER(DZABEHEBADOREES
EEES T E SR
A-LD), (D)

3 5

DB Ar IR 1~2627 8 B
AR MR
(L-D)R — M T -5y B
HPLA—AABERNEETET  HDA By B

JT

JL
Hp R BEER B YHEARBEERE RS
BT |

DM EEAEES I ERE I RBEEYE SR Eh R
BA— 2 ERBR—NBRE -

LMEEEAGEE S AR B ey S L%
BRSO BEREDESER R — AERERE
CHEEE MR B - — AERBREMETERE - — /N E
HBEREEEERE — AR BERE TR B
—EHBWEEEER R N R TR E R
M H OB -

G EEEAEES AR BB S D%
R ARERE BMAEER  BHEKERES @
5% (chronic lymphocytic leukemia; CLL) - B & ¥ & 8 M

H Il % (acute myeloid leukemia; AML) -
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5.40 5 & %%J%ﬁ@ 1Bz iR EYEGR LRz
BS £ & Herceptin~ Erbitux~ HLX-07- EG12014~ $7-EpCAM
1 & - IgGl -~ Rituximab - Ibritumomab tiuxetan -~
Tositumomab - Brentuximab vedotin - Alemtuzumab -
IGNI101 -~ Adecatumumab - Labetuzumab - huA33 -
Pemtumomab~ Oregovomab~ CC49 (minretumomab)~ cG250 ~

J591~-MOv18-MORAD-003 (farletuzumab)~3F8-chl14.18 ~

4

KW-2871 ~ hu3S193 ~ IgN311 ~ Bevacizumab ~ IM-2C6

CDP791 -~ Etaracizumab -~ Volociximab - Cetuximab -

4

Panitumumab ~ Nimotuzumab ~ 806 -~ Trastuzumab
Pertuzumab~MM-121- AMG 102~ METMAB-~SCH 900105 -~
AVE1642 ~ IMC-A12 ~ MK-0646 ~ R1507 ~ CP 751871 -~
KB004 -~ IITA4 - Mapatumumab (HGS-ETR1) HGS-ETR2 -~
CS-1008 ~ Denosumab ~ Sibrotuzumab ~ F19 ~ 5,81C6 -

6 MHEFHENEEFIEMAZIBEYESR EPHnE
B E L B -C-SAAs-AAs-> EEF‘

N—R7—C—§ § | N—R7—C

N-m_ig N-m_cg W T
gN_m_cg ;"_m_cg ;c_m_cg gN_n_ﬁ_m_ﬁg
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H Q QH Q S H Q
N—N—R7—C C—N-R7—C C—N—R7—C
Q QH
%CHZ—C—R7—C% ?cm—c—n—m—cé %s—m—c%
- DK

%N—O—R?—C%
. FTeH e w IR EE» H P R7E H HH-C1-C10E3 ¥%
B -~ -C3-C8ERE -~ -0-(C1-C8¥E £ )~ -Ti ¥ £ -+ -C1-C10

Rt E - A - BB E-CL-Cl10GE fg £ -~ -C1-C1038 &2
B -(C3-CSEERRE)- - -(C3-C8H I £ )-C1-C102H §5 £
-C3-C8# 3R & - ~ -C1-C10TH J&% £ -(C3-C8 % 1B £ )- -
-(C3-C8% B £ )-C1-CI108 2 & - ~ -(CH,CH,0)r- ~ B &
-(CH,CH,0)-CH2-FR4H L 2 R B > H P rh M N1-102 %
B,

-SAAs-Ty—HRERERET  AF/AEZ2AI):

Pl
N—RBQRW
R9 ]x y (11)

o)
HPxRBARISZBE  yRANI1I-4Z B8 Q

5
Gk T Uk - DU IR B R 45 — RSELR10
B R TEE RETEE MK TS
SH 2R KT 2 EMZE - TRETZ
B BZEE B ZBE - 7% (propylene) TR E -

i N & (trimethylene) ~ ¥ & {6 7§ £ (hydroxypropylene) -
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AT RE - BHA M KA (hydroxytrimethylene) ~ = & &
{# A & (dihydroxypropylene) ~ “ A E N & - — KA (#
W % (dihydroxytrimethylene) -~ = & E # K =
(trihydroxypropylene) ~ = ¢ X 5 Py & 30 = & & ff
(trihydroxytrimethylene)» & —ROYF\ 1L &R E - H
REE-ZE -KRZE-ZERZE - -HE BHEE -
RENE H=ZKRE HE-—BFEEWRIEEEE
B FE R HE ~ AEERRI - R8SEFEE —R9 -~ HRI10
AR —-RIPKEFLNERME - — KEE -« M5 UK
TEREEE LFE UGk - TSR - & I [ E
“EIRTE - HAEEMRY C REEAEF —RY ~ HRIVEEE
—ROBA—CEHE - GHZE - I-TRNE ~ 2-TE R A E ¥
CEP- AT RN U N R W = RV < Y L e <
R s RN EREERE AR

-AAs-B—HERRE T 0 EAFABERJID):

H 0 R12 n (o]
AREH
R13 z (0] R11 (III)

HozE N R0~102 88 > R115 -(CH,);NHC(=NH)NH, -
-(CH2)3NH2‘ -(CH2)3NHCONH2‘ -(CH2)4NHC(:NH)NH2 >
-(CH;,)4NH,5;-(CH,)4sNHCONH, " RI12&H5 & - H&E - 2 % -

AE -ENE - BRE -TE -SBZTE-ETE
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_CH(OH)CH; - -CH,CH,SCH; ~ -CH,CONH, + -CH,COOH -
_CH,CH,CONH,- -CH,CH,COOH~ -(CH,),NHC(— NH)NH, -
(CH,);NH, - -(CH,);NHCOCH; - -(CH,);NHCHO -
-(CH,)sNHC (— NH)NH,- -(CH,)4NH,- -(CH,),NHCOCH, ~
_(CH,)sNHCHO -+ -(CH,);NHCONH, « -(CH,);NHCONH, -
-CH,CH,CH(OH)CH,NH, « 2-0 I B B « 3.0 kg H & + %
4-ULoE B A o

TR FEENGEFEFAE 2T BEYEREREE » HFC-
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N—R7—C% N—R7—C—§ 0 9
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%S—RT—'C% %N—O—R7—C%
MR U R BB K RTE
SRRy SN RN IS SN L= T

D
?

-(CH,CH,0),-CH,-~ A ) -(CH,CH,0),-CH,-CH,-F7 4 gk =2

BRE > ERrE AR5 B -
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M -

RUOHRFHEMNEEBFIEREZBEYESCR  EP &
BT —WBEESEE > 23 HIE X (amanitins) -
B IE 58 ¥ (anthracyclines) ~ & % 3 2 (auristatins) - #F
7~ Bl & (baccatins) ~ fJi F] E # & (calicheamicins) ~ = f5f i
(camptothecins) ~ P #f & & (cemadotins) ~ Fk 7K il &&
(colchicines) ~ %k 7K fI H& (colcimids) ~ = g fth ;7T
(combretastatins) ~ & (£ ZE (cryptophysins)
(discodermolides) + % £ 8] & (duocarmycins) ~ i & &
(echinomycins) - T M8 32 )% & (eleutherobins) ~ 2 B &
(epothilones) ~ W E ] JT (estramustines) ~ {§ I & =
(lexitropsins) ~ E B K & 4 ¥ i (maytansinoids) + 45 # &

% (netropsins) ~ IE & & & (puromycins) ~ 0 1% A7 K AF — &,

x
X

¥ (pyrrolobenzodiazepines) ~ #§ 8§ & & (rhizoxins) ~ ‘&

e (taxanes) ~ B & H & (tubulysins) ~ U KR K HRILEY

W@ (vinca alkaloids)Fr4H Bk & HE &% -
B-EREEYESRADONHETT A > B -

btk —EBRIANR—SEHERTRELER —% —

B

REBERKETRE -—ERT-HZDEATUARR—F

AR O HbmEBEETFEAE -BEERK

EIT—HEHE  REBECHEBEGREEGZE —BRUZE

ZHERUEBHR—BERAK HITZEEARPZ—FH#

BRBRENRO% (vIV)E20% (viv) s IR
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GEZEEHER -

14 MFFEMNEEBIBETAZAEEDE S (ADCOH
HEFTEA HTZhiBEDZiBEI —+HEREE
HFEZEEETT -

ISAHFENBESISHEAAEZIBEYE EYW (ADCH
HERTEA HfziBEh—2RIIEBEHX—HERE -

16 A EF HEFEEE I3HEMM ZIIBEYE S YW (ADC)HY
BT AR RSB R LR B
—ABEHBENREEEERE - — ABEBREIE
EERE S~ NERESHEIDEEERE - —KREDR
HEEEERE - —FNBHNENEESER B ~ 20—
BRTIVIRKHEIEEG.R E -

ITAHHRFENEEFISHEMEZNEEYE S Y (ADOH
B )7k H o 5% Pu 8 & FE Herceptin Erbituxs HLX-07 ~

EG12014~ 1 -EpCAMIi #& * IgG1~ Rituximab-~ Ibritumomab
tiuxetan ~ Tositumomab -~ Brentuximab vedotin -

Alemtuzumab - IGN101 + Adecatumumab ~ Labetuzumab -

hﬁA33\ Pemtumomab~ Oregovomab~ CC49 (minretumomab) -
cG250~J591~MOv18~ MORAD-003 (farletuzumab)-~ 3F8 -
chl14.18 ~ KW-2871 ~ hu3S193 ~ IgN311 ~ Bevacizumab -~
IM-2C6~CDP791~ Etaracizumab~ Volociximab~ Cetuximab -
Panitumumab - Nimotuzumab -~ 806 ~ Trastuzumab -
Pertuzumab- MM-121- AMG 102- METMAB-~SCH 900105 -

AVE1642 ~ IMC-A12 - MK-0646 ~ R1507 ~ CP 751871 -~
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KB004 - IITA4 - Mapatumumab (HGS-ETR1)~ HGS-ETR2 -
CS-1008 » Denosumab - Sibrotuzumab + F19 + 5 81C6 -
IBMHFEFNEESIBHEALZGIBEYE S Y (ADOW

HEFLZ HTZBRAANEBERGRECEEUEELER
ZOETNED —@BEEREEE L — 505 B W (free

thiols)

OB FENGESBEMA N BEYE S YW (ADC)H
HETE HbPZERBINESH=ZQ- % ZE)H
(tris(2-carboxyethyl)phosphine; TCEP) - B 7 e

(2-aminoethanethiol)~ — % &k i B% (dithiothreitol; DTT) -
B K 2-% & & B B8 &% (2-mercaptoethylamine
hydrochloride; 2-MEA)FF 48 5% =~ & Bf -

20 HFENBEBI3HEHA N BEYE S YW(ADC)H
HENE HbP BN EET-EYWE TN -EHE
EPIKEZELEZNBEYE BN - FHEYHE
tE (drug to antibody ratio; DAR) /2 3.5~5.5 »

QI MHFENGEESI3HEHAA 2 BEYESYW(ADC)H
BlEnk AR ZARALGE Z B E LR (dinethyl
sulfoxide; DMSO) ~ Z f (acetonitrile; ACN) ~ — H & 2
Bf B (N, N-dimethylacetamide; DMA) - P§ — [ (propylene

glycol; PG) ~ Bkl #t = 45 & -
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