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[0101] E*%iﬁﬁﬁ%ﬁj, mﬁgl_loag%ﬁo
[0102]  FE—2E35E 7 EH, mik H2-8H%EL,
[0103]  FE—2Ea0fE/ &h, mitH2, 4. 8.
[0104]  FE—2E370E 2, nidk F 1100034
[0105]  FE—2E300 0 &, nik H2-8RYH K.
[0106] S50 EM, nkH2, 4. 8.
[0107]  AE—EEs0hE 7 M, Ab ik B BRIRPUAR. #EPuk. AJehiis,. APt

. DukFT B, BURERMEDUA R 2R R DU

ENTES v L i
ST,

[0108]
[0109]

AbIR T H P B IR S L (—SH) SR T TE R 4
AbJfLR, Frdbioy s sekEdiik, HikH: $1EGE

RVIITHTA. HIDLL-35U1A& . PIPSMADTIAR. HICD70HUAR. HIMUCI6FUA .
PIENPP3PUA . PITDGFIPTA, HEETBRIUA, HIMSLNPUA, FLTIM-147

Rk, HILRRCI5{AK

PILIV-1Hifk. HiCanAg/AFPH . Hicladin 1825144

PiMesothelinfifl. HTHER2(EbDB2)F K. FIEGERFUA. Plic—METHUE. i
SLITRK6$A . HIKIT/CD117H04K, PISTEAPIHUA, HISLAMF7/CS1HT1k,

HINaPi2B/SLC34A25 & . HIGPNMBH A, HIHER3(ErbB3)FUA. HiMUCT/
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[0110]

[0111]

[0112]

[(0113]

[0114]

[0115]

CD227Hiik . BIAXLBUAR, PiCD166HIIAK, HIB7-H3(CD276)Piik . HIPTK7/
CCR4PUA, HIPRLRATIA, HIEFNA4PUIK, Pi5T4hiik. HINOTCH3PUA, $i
Nectin 451K, FITROP-21/k, HiCD142Fi/k. HiCA6TK. HGPR20FTHAK .
PICD17450K . HICD71HUA, HIEphA2HTIAR . HILYPD3HUAR ., HIFGFR2ATIAK
PIFGFR3UA . HIFR a Tk, FICEACAMsHUK. HiGCCHA. Pilntegrin Av
PUAR . TICAIXPUA . HiP—cadherinfiifk. HIGD3IPUA. HiCadherin 65K, 1
LAMPIUR, HIELT3HUAR, HIBCMAFTIR, HICD79bHUMAK, HICDI9HUAR, i
CD33F0fk . HICD56HUR . FICD74hU1AR. HLCD224UE. HICD30HAE, H1CD37
PR, PICD47HUA. PICD138FTR. HiCD352ik. HiCD2shiiAskHiCD12341
{8

TE—LBES T 5, Ak, 1 HHICD33HIAANTI-CD33, $1Trop2
HUAANTI-Trop2—1. PiTrop2HfEANTI-Trop2—2. HTHER2PE Trastuzu
mab(Tras), HTHER2H 1A Tras—016, MR

HICD33HTIAANTI-CD33 1 F41

>IREE-LC

DIQLTQSPSTLSASVGDRVTITCRASESLDNYGIRFLTWFQQKPGKAPKLLMYAASNQGS

GVPSRFSGSGSGTEFTLTISSLQPDDFATYYCQQTKEVPWSFGQGTKVEVKRTVAAPSVFE

IFPPSDEQLKSGTASYVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSL
SSTLTLSKADYEKHKVYACEVTHQGLSSPVCTKSFNRGEC (SEQ ID NO:1)

>EHE-HC

EVQLVQSGAEVKKPGSSVKVSCKASGY TITDSNIHWVRQAPGQSLEWIGYTYPYNGGTD
YNQKFKNRATLTVDNPTNTAYMELSSLRSEDTAFY YCVNGNPWLAYWGQGTLVTVSS
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDKRVEPKSCDKTHTCPPCPAPELLGG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQY
NSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEK TISKAKGQPREPQVYTLPPSR
DELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDK
SRWQQGNVFSCSYMHEALHNHY TQKSLSLSPG (SEQ ID NO:2)

Pl Trop2PUASANTI-Trop2— 11 JF 41
>SEREE-LC

DIQOMTQSPSSLSASVGDRVTITCRASQDINKYLAWYQOQKPGKVPKLLIYSTSTLQSGVPS
RFSGSGSGTDFTLTISSLQPEDVATYYCLQYDDLFTFGQGTKLEIKRTVAAPSVFIFPPSDE
QLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLS
KADYEKHKVYACEVTHQGLSSPYVTKSFNRGEC (SEQ 1D NO:3)
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[0116]

[0117]
[0118]

[0119]

[0120]

[0121]

[0122]

[0123]

[0124]

>EHE-HC

QVQLVQSGAEVKKPGASVKLSCKASGYTFTSFDINWVRQAPEQRLEWMGWIFPGDGNT
KYSQKFQGRATITRDTSASTAYMELSSLRSEDTAVYYCVRGEALYYFDYWGQGTLVTV
SSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELL
GGPSVFLFPPKPKDTLMISRTPEVTCYVYDVSHEDPEVKFNWY VDGVEVHNAKTKPREE
QYNSTYRVVSVLTVLHQDWLNGKEYKCK VSNKALPAPIEK TISKAKGQPREPQV Y TLPP
SRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTV
DKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG (SEQ ID NO:4)

PlTrop2PUIEANTI-Trop2 -2 F %)
>SEAEE-LC

DIQMTQSPSSLSASVGDRVTITCRASQDINKYLAWY QOKPGKVPKLLIYSTSTLQSGVPS
RFSGSGSGTDFTLTISSLQPEDVATYYCLQYDDLFTFGQGTKLEIKRTVAAPSVFIFPPSDE
QLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLS
KADYEKHKVYACEVTHQGLSSPVCTKSFNRGEC (SEQID NO:5)

>EHE-HC

QVQLVOQSGAEVKKPGASVKILSCKASGYTFTSFDINWVRQAPEQRLEWMGWIFPGDGNT
KYSQKFQGRATITRDTSASTAYMELSSLRSEDTAVYYCVRGEALY YEDYWGQGTLVTV
SSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELL
GGPSVFLFPPKPKDTLMISRTPEVTICVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPP
SRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTV
DKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPG (SEQ ID NO:6»

HIHER2FH K Trastuzumab(Tras)[1] 7 4]
>EpE-LC

DIQMTQSPSSLSASVGDRVTITCRASQDVNTAVAWYQQKPGKAPKLLIYSASFLYSGVP
SRFSGSRSGTDFTLTISSLQPEDFATYYCQQHYTTPPTFGQGTKVEIKRTVAAPSVFIFPPS
DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL
TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO:7)

>EHE-HC

EVQLVESGGGLVQPGGSLRLSCAASGFNIKDTYTHWVRQAPGKGLEWVARIYPTNGYT
RYADSVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCSRWGGDGFYAMDYWGQGT
LVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEP
AVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPA
PELLGGPSVELFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQV
YTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYS
KLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG (SEQ ID NO:8)

PIHER2F A Tras— 0161841
>EpE-LC
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[0125]

[0126]

[0127]

[0128]

[0129]

[0130]
[0131]
[0132]
[0133]
[0134]
[0135]
[0136]

[0137]

DIQMTQSPSSLSASVGDRVTITCRASQDVNTAVAWY QQKPGKAPKLLIYSASFLYSGVP
SRESGSRSGTDFTLTISSLQPEDFATYYCQQHYTTPPTFGQGTKVEIKRTVAAPSVFIFPPS
DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSL.SSTL
TLSKADYEKHKVYACEVTHQGLSSPVCTKSFNRGEC (SEQ ID NO:9)

>EHE-HC

EVQLVESGGGLVQPGGSLRLSCAASGFNIKDTYIHWVRQAPGKGLEWVARIYPTNGYT
RYADSVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCSRWGGDGFYAMDYWGQGT
LVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFP
AVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDK THTCPPCPA
PELLGGPSVFLFPPKPKDTLMISRTPEVTCVYVDVSHEDPEVKFNWYVDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHODWILNGKEYKCKVSNKALPAPIEK TISKAKGQPREPQV
YTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK TTPPVLDSDGSFFLYS
KLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG (SEQ ID NO:10)

F—EesE /7 =0, Di—Li—HD,—L,— ¥l St Ec = Ab |
FE—SESE T 5, ISR B kIR B - BTl S8 300 oA A B ] s

SRR DRI IR EIOSREE . B R R R ST BRI IRA R
ERRAE IR RRR R TR R IAREE . AR A A0 AR
FRIF AT FDEEIR ERIZREE . (A AT B A A 00 T el N 2~ e SRR 2 B P
BADEEER F RIS

FE—EEETT 5, D=L —FID,— L= 43 Al AR R IR S BIC A AD .
S T 5, Di—Li—MID- L=, A&l Fr b 4 553 A 1

BER AR EBOAIFRTE R IR DR R IR AR ISR A B = AD b, Nl E
R R ST b AR IR SRR O~ DS BR T~ B SRR L 3R
Fe, BRI TR LA AR E SR N R A TR R RIS B ik
BRI R RIS IR R IR IO 2 I b DR T s I Ab |,

FE—2esey SR, Frh B ZO) BRI H -
Ab—R01(2)-Ex01(8).
Ab—R01(8)~Ex01(2).
Ab—RO1(4)~Ex01(4)-
Ab—R01(4)~Ex01(8)-
Ab—R01(8)~Ex01(4).
Ab—R01(2)~Ex02(8).

Ab—RO1(8)—Ex02(2).
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[0138]
[0139]
[0140]
[0141]
[0142]
[0143]
[0144]
[0145]
[0146]
[0147]
[0148]
[0149]
[0150]
[0151]
[0152]
[0153]
[0154]
[0155]
[0156]
[0157]
[0158]
[0159]
[0160]
[0161]
[0162]
[0163]
[0164]

[0165]

Ab—RO1(4)—Ex02(4).,
Ab—RO01(2)—Ex03(8).
Ab—RO01(8)—Ex03(2).,
Ab—RO1(4)—Ex03(4).,
Ab—RO1(2)—Ex04(8).
Ab—RO1(8)—Ex04(2) .
Ab—RO1(4)—Ex04(4).,
Ab—R01(2)—Ex05(8).
Ab—R01(8)—Ex05(2)
Ab—RO1(4)—Ex05(4)
Ab—R01(2)~Ex06(8).
Ab—RO01(8)~Ex06(2).,
Ab—RO1(4)—Ex06(4).,
Ab—RO1-1(2)—Ex01(8).
Ab—RO1-1(8)—Ex01(2).,
Ab—RO1—1(4)—Ex01(4).
Ab—RO1-1(8)—Ex01(4).
Ab—RO1-1(4)—Ex01(8).
Ab—RO1-1(2)—Ex02(8).
Ab—RO1-1(8)—Ex02(2).,
Ab—RO1—1(4)~Ex02(4).,
Ab—RO1-1(2)~Ex03(8).
Ab—RO1-1(8)—Ex03(2).,
Ab—RO1—1(4)—Ex03(4).
Ab—RO1-1(2)—Ex04(8).
Ab—RO1-1(8)—Ex04(2).,
Ab—RO1—1(4)—Ex04(4).

Ab—RO01—-1(2)—Ex05(8).
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[0166]
[0167]
[0168]
[0169]
[0170]
[0171]
[0172]
[0173]
[0174]
[0175]
[0176]
[0177]
[0178]
[0179]
[0180]
[0181]
[0182]
[0183]
[0184]
[0185]
[0186]
[0187]
[0188]
[0189]
[0190]
[0191]
[0192]

[0193]

Ab—RO1-1(8)—Ex05(2)
Ab—RO1-1(4)—Ex05(4)
Ab—RO0O1-1(2)—Ex06(8)
Ab—RO01-1(8)—Ex06(2)
Ab—R01—-1(4)—Ex06(4) .
Ab—R01-1(2)—PB01(8)~
Ab—R01-1(2)—PB02(8)-
Ab—RO01-1(8)-PNU01(2).
Ab—RO01-1(8)—PNU02(2)
Ab—R01-1(2)—CBI01(8)
Ab—R01-1(2)—CBI02(8)
Ab—R01-1(2)—CBI03(8)-
Ab—R01-1(2)-PBDO01(8)-
Ab—R01-1(2)—PBD02(8)-
Ab—R01-1(2)-PBD—CBI01(8)-
Ab—R01-1(2)-PBD—CBI02(8)-
Ab—RO1-1(8)—MO01(2).
Ab—RO1-1(8)—MO02(2).
Ab—RO1-1(8)—MO03(2)
Ab—AT01(2)—Ex01(8)-
Ab—AT02(2)—Ex01(8)-
Ab—ATO03(2)—Ex01(8)~
Ab—AT04(2)—Ex01(8)-
Ab—TAO01(2)—Ex01(8)-
Ab—VE01(2)—Ex01(8)~
Ab—E01(2)—Ex01(8)-
Ab—RUO01(2)—Ex01(8)-

Ab—PA01(2)—Ex01(8)-
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[0194] Ab—CEP01(2)—Ex01(8)~
[0195] Ab—TMO01(2)—Ex01(8)+
[0196] Ab—TMO02(2)—Ex01(8)+
[0197] Ab—WE01(2)—Ex01(8)-
[0198] Ab—CHO1(2)—Ex01(8)-
[0199] Ab—CHO02(2)—Ex01(8)-
[0200] Ab—CHO03(2)—Ex01(8)-
[0201] Ab—CHO04(2)—Ex01(8)~
[0202] Ab—DPO01(2)—Ex01(8)-
[0203] Ab—DP02(2)—Ex01(8)-
[0204] Ab—DP03(2)—Ex01(8),
[0205]
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L ARATHRA BB EHIFIADCH, B DL SR 2 2N
BUBAE G FT S nh SE R 2 R R 44 2577 70)
3. AATHE ARG EEINFEFIADCH, FHZ R hESE &Y,
LA RE
HARSE 5 1
DA I BAR S 75 SRR A AT ERE— B0, HO R AR AT
PR, ARSUBHARN CARIBAATH#CS, FTRMSH S PSSkt miAB
BRI EARBARATEE . Bt B AR A w2, Byr L
TR H B o
ARETEATE T — P 28 A R EIBED N AT 18 52 07 At 258 ik 25
YHEY) . BARMIE, e S, AR IEHDNAB G A A 25
W — B IS 25 (1 OB IR B R SRR (Cys B3 |5 RIS T I 5
— P2 DA r A T SR B R Z AR P R RS (Cy PR3 |, i AU
BROHLA D A A L 1Ry [ SR B R R IR B i A\
s s — BRI 2K
ANTER, 5 2 ae 'S BEE R AR R SR A P TR
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F
[0288] E7016: 10\~
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”’ NH
0 PN ,&

[0289]

[0290]

[0291]

[0292]

[0293]

\L\r

niraparib: 0\,~”§‘§3

Rucaparib: He

BGB—290:

CEP—9722: &~
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3}

r“‘,&%o
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[0294] VX—803(M4344): N

[0295] AZ20:

[0296] Elimusertib(BAY—1895344):

[0297] Adavosertib(MK—1775, AZD1775):

[0298] SRA737(CCT245737, PNT-737):

[0299] Prexasertib(LY2606368, ACR368):
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[0300]

[0301]

[0302]

[0303]

[0305]

CHIR—124.

PF—477736(PF—736):

MK—8776(SCH 900776): _ =N
NN NH,
R

N

z TBr
'y
GDC—-0575(ARRY—575, RG7741): NH,
o S
<?‘NH N
Bt
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N P
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H

AZD7648: O

H g/?
N N N N
Fegras
N/ = N~ N\

PCT/CN2023/094714



85
WO 2023/222019 PCT/CN2023/094714

[0306] Nedisertib(M3814,Peposertib):

[0307] KU—-0060648:

[0308] VX—-984(M9831):

N=
/
/
NH
O
[0309]  NEZGEARSEIN AL AT SRR UL . QoA , SO
BEEIRT AT RS
[0310]  SCHEfI
[0311] AL EIA-4E R :
o] 0 [e}
FMOCHN\(IO“ HQN’\%FH‘OCHN:—)LH TEA Dcr\AFmUCHN\,)LH/\/// i HzN\:)LﬁW
EDCHHOB - s D—;:’ N
O’j\Oi—Bu DIER.OME O;\OLBU Q;\OH [eighelt!
Smt A4 A-2 A3

OlBuQ /—/
¢ _ngBG O-t8u
OH  gm2 S,,Q *
o] }OH
EEDQ OiF N,
i}zo

A-4

[0312] L. EWA-1EK
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[0313]

[0314]

[0315]

[0316]
[0317]

[0318]

[0319]

[0320]

[0321]

FE2L B L I Fmoc—L— A 2R —5—4L ] iR(SM1, 200g,470mmol), i

N (28.5g,517mmol), 400mL DMF, 7&1E, VOKIRMEECAA, JIAED
CI(108.2g,564mmol), HOBt(76.2g,564mmol) X DIEA(117mL,705mmol), 7 %/
[eRi2h, TLCREMISRIE S, VARG, R RSREIN2LKH, IIALIRE
BEASE =R (500mL*3), SIFEAAE, FIRAMEPEREEERMRK, B HT0KmR
BN TR IR AR, BERORGEISHL . Mahat AihEl CIRRER/)
Fahl, FRMEEYIA-1(100.9g), WE48%, LCMS: [M+H] =463.2,

Bk EMA-2E K

FALE I, MIAA—1(100.0g),500mL 5 LT, FNA200mL =R
, FI2h, TLCMMIR S, RNERE, KYEREDCMMH T =85
B2, FRMdn. ML IR, At B ek, g, TR, Shaha-
2(77.5¢), W%87%, LCMS: [M—H] =405.1,

Bk EA-3E K

FoLs s, MIANA-2(77.0g), 150mL DMFE#E, FEIIA38mL M, =E
[ pizh, TLCREMIR RIS, RNERE, 1SS IAS00mL Ak, A7
A, oS58, TE, SHEYMA-333.79), 1%9%.6%, LCMS: [M—H] =
183.1,

S (W EYA-4NE L

FA00mLEA LA, I AEPIA-3(10.02g,54.4mmol), L EPISM2(14.48g,3
6.3mmol)[Z ML FICN108452321 5 5T 14], 100mL DMFER, FIIAEEDQ(
13.5g,54.8mmol), ZE NV 2h, HPLCI MR MW 2865, RN EERE, KNS
WSS, B EE R, RISIRRT, BN EA-409.949), WE
48%, LCMS: [M—H] =563.2,

FHf2

L EYIA—6II A :
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Q _ V4 ,/M
& = H u
szl ""—\r VAPABOH B /\TN”I?‘/?L ,©/\
DT?FO & on HATU, HOB DIEA, DMF ‘\(L
10"

[0322]

[0323]

[0324]
[0325]

[0326]

[0327]

“SEE'EA“‘("‘:“;g e 5, o
o7 e
b WEMA-SIIE L
F250mLE LU, A EPIA-4(6.38g,11.3mmol), HEYIVAPAB-
OH(3.98g,13.56mmol), 50mL DMFZf#, FIIAEDCIQ.6g,13.56mm
ol), HOBt(1.83g,13.56mmol) X DIEA(2.8mL,16.96mmol), Z={& K M2h, HPLCHE
MR R OMERT, SR R &R ARSE Y, 15 &R, &R
T, FEAEBERYEYA-56.07g), JE53%, LCMS: [M+H]"=840.4,
B WEMA-6IITIL
F100mLE LA, JINEEIA-5(3.94g,4. 7Tmmol), HEEW O IIEETR) ik
FRRE(NPC, 8.56g,28.14mmol), 40mL DMFF#, FMADIEA(2.32mL,14.07mm
o), ZFEM1.5h, TLCHEM LS. KNETRIE, MERESHEENT2if,
U EYIA-6(3.9g), U383% , LCMS: [M+H] =1005.4,
SKHEfhl3
T EMIA-8IIA L -
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[0328]
[0329]

[0330]

[0331]

[0332]

[0333]

HzN\'EKj;LN@/\OH f
Vi I

OABu. ), /o

‘>—NH
\ OO
BaﬁN ., H‘;NAO tOxEu . NHIfOO oM
. VCPABOH - /T a L
O ol OH BOC/LFO v u
4 H
Lo
-

HATU,HOBEDIEA,DMF

A o~Y° HN’(

|

) oG NH 1 8]
NPC,DIEA VB j/ N o "
(o] o z

Boc’ Ty
N. 0

~.J HNf

WO aa
B EmA-THE K

F50mLE LR, IINEEYIA—4(2.58,4.4mmol), HEHIVCPAB—
OH(2.0g,5.28mmol), 25mL DMFFf#, FIIAEDCI(1.01g,5.28mmol
), HOBt(0.72g,5.28mmol) X DIEA(1.1mL,6.6mmol), ZEiL MW 2h, HPLCKE M M
Ko RNETRIE, RABETHSBARLIE, 57 mfl &, &k T,
FHABEERLEYIA-7(1.96g), WH48%, LCMS: [M+H] =926.4,

Sl (WEMIA-SIE K

F5omLE CHEH, IIAEAPIA-7(1.858,2.0mmol), 1LEM O AEEEZE) R
FE(NPC, 3.65g,12.0mmol), 15mL DMFAf#, HIIADIEA(1.05mL,6.0mmol), =
IR 1.5h, TLCHEMIR N . RN ARG, RNEEIH s, #d
YIA—8(1.77g), IE81%, LCMS: [M+H]*=1091.5,

K4

A HB-1 G -

OH

HO O OH
0340 Y HQG © ,«&\g\
OH oo
HO, og, o
SHO HE,

O
N3-PEG2-COCH

i
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(0334]  F25mLEL LA, JIN B —BAMIRS R (F (6~ S —6—L %) — B — 31
¥, WA, 2.0g,1.76mmol), HAWIN3I-PEG2-COOH(EE, 428.8mg,2
A1mmol), 7mL DMF##E, FINIAEDCI(405mg,2.11mmol), 255 5 2hiAk 2
VAT, HPLCIRIIR N 25, RN EHRE, RNRATH e, 15
FEm R, BRI T, A AEEEEYB-1(1.68g), WFET2%, LCMS:
[M+H]"=1319.5,

[0335]  SEJEfA15

[0336]  WEYIB-2ME K :

o)
i HQ’U‘(~/ ‘oi\/ Ns
. ~
OH OH N3-PEGE-.COOH - /\J\(K/NWQ\/O
> o™ Na
PyBOP, DIEA, DMF H (]

HE OH OH 0

Q. OH
HO

[0337]  T100mLE VR, IO AL (3.08,6.4mmol), EYIN3-PEG8—
COOH(WF, 1.5¢,7.68mmol), 24mL DMFEf#, HIIAPYBOP(4.0g,7.6
8mmol), DIEA(1.58mL,9.6mmol), Z=ifK N 2h, HPLCY M, fF/ciH Bk
&, SRR, MR mARL, B, kT, Bk
BEJRYB-2(.27g), WE32%, LCMS: [M+H] =6453,

[0338]  LitEfil6

[0339] L EWIB-3M G :

Nase oD g Nz

it = = GH
- = P -T v = o e e
1-BE--S TS, 6. 028 o, on
* OH
HO{L@S/H —» y OH C)H O OH
7
OH 0" o Moo ™A On g Ae oH
- O OH OH
HO. . on
O OH OH B-3

[0340]  Z=JE N, R ZEHER(7.02,19.5mmol) A T70mL /K g, A EKIARAD

IR, DINAA S R E DNENEI L A, Al SR AT, I - 11—
SREE-3,69-—FA ki, dER=IRGT24h, HER RN BRTIRSE, e

&
AT SmLEEE T, TS AU\ 30mL A5 M 100mLIU 2k, HiPEE#

H
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I8, IO ERRERGEPIR, R TR R

AT 30mL/K, HT13E]5.60 A A EAY EPIB-3; LC—MS m/z(M+H)*:559.3.
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[0344]

[0345]

[0346]

[0347]

[0348]

[0349]
[0350]

FosmLE U, AL AYIVE-822(840.5mg,1.81mmol), A—
6(1.9231g,1.90mmol), HOBt(369.0mg, 2.72mmol), 10mL DMFARE, H NN
DIEA(300uL,1.81mmol), Z=i&X MW 1h, TLCWMIR N, KNG, KN
W ERORARR S 2, 2, RIS T, REE GBS
1(1.9270g), WE80% , LCMS: [M+H]"=1329.6,

B AEEIE R

FT100mL B LA, IIALEP1(604.2mg,0.45mmol), FRILHE(2017.6mg,9.
09mmol), 18mL CH;NO,, i NIIAINIE IR, 40°CRA0.5h, AR
A5°CIRGRIR TR, HPLCHRIR P28, ik4aiead mspatl s 2hft, 55
PR, BIERART, BRI EY2(225.6me), WF42%, LCMS: [M+H]"
=1173.4,

B2 AEEIR0T BIEK

T10mLPEEH, JIAEH2(27.73mg,0.02mmol), B —HMIEE R (W
JZ, 33.0mg,0.026mmol), 2mLDMFE}0.2mL/KEfE, FHIACuSO, * 5H,
O(38.07mg,0.075mmol), PEAMELH(21.99mg,0.075mmol), ZEh [N 1h, HPLC
IR R 28 RNERTE, RMREND muiAtsl & aitt, B2
W, HEET, BEMEYIR0T 46.11mg), W#83.6%, LC—MS: [M+2H]
*=1167.4,

K8

AEPRO1-1" BIETE
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[0351]  F50mLEJEEHT, AL EPI2(379.8mg,0.32mmol), B—1(480.65mg,0.364m
mol), 4mLDMF}0.4mL/KIEME, FEIIACuSO; « 5H,0(262.8mg,1.1mmol), HHF
IMEZEN(206.1mg,1.04mmol), ZEiE SN 1h, HPLCYEMIR B & . RN 4R,
SRR e mRasARm s Al 1SRl flERA T, SR E IR0
-1’ (386.4mg), WHE48%, LC—MS: [M+2H]* =1247.0,

[0352]  SEJiEf519

[0353]  LEMIR02™ AL
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FUABAEE, CuSCas DMFHLD
o1 OH
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[0354]  F50mLEJELIEA, MALEP2(105.2mg,0.09mmol), B—2(72.3mg,0.112mmo
D), 4mLDMFEM0.8mL/KiEf#, FIIACUSO, « 5H,O(69.9mg,0.28mmol), Hibf
IMERH(59.46me,0.30mmol), FiE NV 0.5h, HPLCHEIIR N 245 . KN 4505

, RMIREG I E 8ot s et B2l &m, HERET, JEEY
R02’ (120.8mg), WE74%, LC—MS: [M+2H]* =909.4,
[0355]  SEpEBI10
[0356]  {LEMIRO1-4" [ :
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[0357] BB WEMIBHEK

[0358]  T1OmLPEEH, HIALEWIVE-822(28.77mg,0.062mmol),
8(70.77g,0.065mmol), HOBt(13.62mg, 0.10mmol), 1mL DME&EME, 1A
DIEA(10uL,0.062mmol), ZEi& MW 1h, TLCWMRIN . VLIS, RNk
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[0359]

[0360]

[0361]

[0362]

[0363]
[0364]

[0365]
[0366]

[0367]

WrEmARs A, SRR, SR T, BRI aEE a3
(75.44mg), WF86% , LCMS: [M+H]*=1415.6,

Bk thaala ik

T2smLIEEREIRH, A EPI3(75.0mg,0.053mmol), RIEE(238.95mg,1.
07mmol), 7.5mL CH:NO., 40°CR[0.5h, KIEMHE45°CIk4akR 27575, HPLC
WIS B8 5o IREE R ARl 2k, S80S, SRR
T, BRI EY4(18.82me), UNE28% , LCMS: [M+H]*=1259.5,

=0 EAEPIR01I-4" E A

T1OmLPEE H, A E4(18.5mg,0.015mmol), B —ERHIAEE &
(19.5mg,0.017mmol), TmLDMFMX01mL/KiAE#, FIIACUSO, + 5H,
O(5.12mg,0.02mmol), HFIAIMIEHI(4.02me,0.02mmol), 2=/ 1h, HPLCHE
MR R RMETRE, RREA T s BaR A st 152075 i,
Hleis T, HEEYIR01-4" (21.6mg), WF60%, LC-MS: [M+2H]"=
1210.3,

et

L EWEX01" A -
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O Q
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[0368]
[0369]

[0370]
[0371]

[0372]

o o)
CszNﬁIHJQ’@)\AﬁAOJﬁO(OVG

H\i H\j\
HQN/\TT.N ﬁ . N ﬁ/\o
0 o
6

)
Boc ﬁo-tau N\/[LN/\O/K(OH
N H
N ‘
SO e -4y
o
a4 O on

B EWeIE

F-50mLE T H AL A 95(1.0g,1.51mmol, 2% % F W 020200636 76A1), 1
5mL DMFET, JIA5%Pd/C(1.0g), ZEiZV M 2h, HPLCH IS Z 5,
I8, R, 1IEEERL;

B0 AT

FESOmLE LR AL YA 4(0.85g,1.51mmol), 15mL DMFATE, 7KK
& FINADCC(1.55g,7.56mmol), AN (0.31g,1.66mmol), J+5 Z N 2h,
TLCUE MR N2 RN SERE, W8, S8, 102,

B0 (a8 G K

ZnBry, CHaNO,
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[0373]  AAOKIB T, BERUINZEERY, FHRERK N 1h, HPLCH IR N2,

[0374]
[0375]

[0376]

[0377]

[0378]

[0379]

[RITERE, RIS mRaRARR it Sl MsmisT, 52
805mg A A E AL 578, WE54%, LC—MS m/z(M+H)":985.2,

FUE . AR E R

F50mL LA AL A #8(500me,0.51mmol), 10mL DMFAE, VKA TR
R IIAPYBOP(396mg,0.76mmol), HOBt(103mg,0.76mmol), REZHE - F#ILE:
(270mg,0.51mmol), FJIADIEA(252uL,1.52mmol), F% %R MW 2h, HPLCYA
M RIS, OBITERE, ROV mRGRARfl & 2t 5w, He
AT, 13E1500me F & EALER9, BWEE70%, LC-MS m/z(M+H)":1402.2,
BE: EWonEk

F100mLEJEFIEH, TN EI9(450.1mg,0.32mmol), ALEE (1448 2me,6
A2mmol),  30mL CHsNO,, 45°CRN0.5h, KIEMH45CHR4YalR LI

A, HPLCHRMR 24, iRGeineaid st s et 2l s,
WA T, SR EP10203.9mg), 1EE51%, LCMS: [M+H]"=1245.6,
SEhitfh113

L EMIEX02” KB :
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[0380]  F10mLPER AL AH10(100.1mg,0.081mmol) . B —EFKIPIE S Z(100.5me,0.0
87mmol), FIIIA2mLDMFEATE, 02mLAIKKEEE, FIIACuSO, « 5H,
O(20.1mg,0.081mmol), HEFIMELH(16.0mg,0.081mmol), Z=i% M 1h, HPLCHy
WIS M2 OV EERTE, RS @R s i, 15207 2 ),
T, HBEMEAIER02’ (91.6mg), YH47%, LC—MS: [M+2H]* =
1203.0,

[0381]  SCJEfI14

[0382]  fLEWIEX03" MIEAK
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[0383]  SHSHEGIONG S LR, DMEEY0F GYIB-23 2t G Ex03° (57.8m
2); LC—MS m/z(M+2H)**:1023.9,

[0384]  SJEfAI15

[0385]  {LEWIEx04 RIS

}OH r(N
HVN% Tfmr”% 5) A

Ex04'

[0386]  SHRSCHEHBISHI AR, MCEPNORMILEMB- 15 BUL G HIEX04™ (125.2
mg); LC—MS m/z(M+2H)*:1282.8,

[0387] M6

[0388] L EWIPBO1’ UETL
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[0389]
[0390]

[0391]

[0392]

[0393]

[0394]

O*IOBOTM \’(( ) PN A o J/m
) (
NH 2] s NH o}
Y Hu\@/\ o oy om™Y . oo
Boe” "0 1 On N o el
_ = Y ’/'\r \)L ~ | /
o o DIEA, DMF Bos” 3 Ny o o
uﬂ A8 « ol G Y N 5
2 <
.

. oH oH |

c NH 1 o jk\/m

208y HN ‘3 :©/_ e OH oH

oo m Hy\, ~5 A o
Oc

o«g 13 S RAEY, CuBOs DMFHZO

& o VA\OM»N:N
)

Oy ~NH

mfﬂr%pﬂm
o
B EWia
F25smLE LU, SN EPIA—6(100mg,0.099mmol), )11
3%, 31.3mg,0.099mmol),5mL DMF###, FHJIADIEA(32.8uL,0.199mmol), ==
[pi2h, HPLCHMIR MW X rle SN EEARE , RONRERS mSuiAn & 2,
Bl m, GlEmRT,  BEEYI12075.8me), YE64.5%, LCMS:
[M+H]"=1181.5,
B EWBiE K
FosmLE TR, AL E)12(75me,0.063mmol), 1RAVEE(285.7mg,1.27m
mol), 10mL CH;NOAf#, i W2h, HPLCIEMIR MW &k, RNEHRE, K
SRBHEAS CIRAEIR IR, 1FIRY . Femaend matafl et 320
i, IR T, BEMLE1349.6me), WFET6.3%, LCMS: [M+H]®
=1025.4,
B2 (EWIPBOL A
T25smL L AN, DA EY)13(25mg,0.024mmol), HAEH/B—
2(15.8mg,0.024mmol), 2mLDMFMImL/KIEfE, FIIACuSO; - 5H,
O(6.7mg,0.026mmol), HIEAMERHI(5.3mg,0.026mmol), I N1h, HPLCY M

SR Rie RNETRSE , RN m8ibiA b s 2l 3207 S &, )
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WA T, 1FEMEEYPBOL (33.1mg), W#825%, LC-MS: [M+2H]*'m/z=
835.5,

[0395]  sKEfhI17

[0396] i HIPBO2” [FF K :

HO OH

o
/\%//Zo\»%o Q
SO G
HO\$ %OH

Wﬂw

PRz

[0397]  ZSRUELHEHISHI G K%Lk, DAY SGYIB- 15 EYPB02 (43.6m
2, WH77.5%, LC-MS: [M+2H]*'m/z=1173.1,

[0398]  Sjitafs118

[0399]  {LEWICBION HIFAL:

al
!

?; jesh O

oj,mx (m
0 B
! /\11"‘ HN /@/\ OH 048y j(w
‘\H‘ [ t M /YN‘* I*N\j\ /O/\
O"(:TO A6 DIEADMF t\{L

|

ZnBry -
CHyNO, +

oN

‘\(L /\lrn HNZ)L 0 N NJ\/\Q’\/O\/\O/\"H\H/\/KH(\OH

B-3 o OH QM

oH
<l MO, | WOH
[0}
OIOH j/ I( /‘) on o oM
K H
o
)
oﬂ sadiur ascorbiate; SOy, DMEH20

H
K\OA‘/O\/\O/\\/N y
N o OH OH

H

0 Ay
@”YIF el oo

N 0

Oﬂ cBIOT
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[0400]  ZB—20: HLEWISHIEAL
[0401]  F25mL fEHT, IIAMLEPIA-6(231.6mg,0.23mmol), {LEH14(00
£, 50.0mg,0.22mmol), 10mL DMFIAf#E, FJIADIEA42uL,0.25mmol), K

[i1h, HPLCIWRMIR SR A, RN ARG, RN mus it &, 152
FEELE I, BRI T, FEMEE15(190.9me), CERT8% , LCMS: [M+H]
*=1113.5,

[0402] B0 (LEMI6IE L

[0403]  F50mLEL LU, IIAMEEH15(180.5me,0.163mmol), {RALEF (740.8mg,3.
28mmol), 10mL CH:NOJJAME, ZIR0.5h, AIRFEASCIRGEIREIAN, 15
B, BoptZid maoptamlgaitt, Jar-mlem, flenesT, 52
E16(73.8mg), UF48% , LCMS: [M+H]"=957.2,

[0404] =25 LEWICBIOT MIEK

[0405]  T25mLEEH, HIAEE16(30.5mg,0.032mmol), K EHIB-
3(18.0mg,0.035mmol), 2mLDMF}0.5mL/KiEf#, FEHIACuSO, * 5H,
O(8.0mg,0.032mmol), HIEFIMNERH(6.4mg,0.032mmol), iR 1h, HPLCHEN
ORI R o RMEER , SOSR LS S Uahl s 4l 20 e, il
T, FEUEEPICBION (29.5me), WH625%, LC-MS: [M+H]'m/z=
1515.6,

[0406]  StEHI19

[0407]  {LEPICBIO2” HIHHL

OH OH

K[ oty W
If
k&

o<y?
[0408] S HIIEHIORIA L, PAMLEw1e Mt 5B 2132 & ¥ICBI02” (17.6

mg); LC—MS m/z(M+2H)*":801.4,

Gl

CO
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[0409]  SjEI20
[0410] {LEPICBIO3” [IERL

OH
o
O
o o
o \?F). HO HO N
0
o
OH M) o
o
o 0
h

OH

OTOH 0 Q/\ )L r
N /\n,NH
o

O N

ceioy

[0411]  ZHLHEBIBI AL Lk, MEEW16AE EYIB-1E AL EHICBIO3” (12,5
mg); LC—MS m/z(M+2H)>":1138.9,

[0412]  SEEfF121

[0413]  LEP2SHIE L :
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Q
/ —OTBS
A NOZ?NO _NaBHs TBSCHL DME ™ Zin Powder
\OI;VLH/N 2 THF N/;\@\ (38 o NQ\Q HCOOH, MeOH
o] ot
17
NG
Q Fmos! HN{
aock O O O
NHp £ OTES i OC”NIHY, 5 Oﬁ HN, 9 L THE

R Finoc-VAPABG-PNP NLﬁN_@,\ j
5N o]
/D\Q UME DIEA o .y £OTBS
A g
|
0
FiocHN FmochN
o

HN
L o
-\ oxalyl chiloride , $ Hn —4
~—oH _ PMSO ° e} ’ og WA
Et N.DEM < L2 DMF,EEDQ
22 Ny D\O\ g SN
s
23 o]
Y/ Y.
HIN- HiN:
r—Q e} 4
o ol H il O H o]
HN ) Y
_TEADCWRT ° HN § Hy B

N H “ o bt H
K(N *—NBoc " -
o .
COBuU N~ GOk ~o N 7
25 0 o

[0414]  ZB—D: EMISIE L

[0415)  ZMBEFICN102933236AF “ILEH126” IS ISR &18, AE250mL=[]
i, IIAEE17(3e,6.7mmol), 50mLI/KTHF, RN, OKRLERE
0°C, IIANEENE K (384me,10.2mmol), £E0°C NI 30min, JH2 =5 S
2h, TLCHRISRER . RVETRE, RRBRZE TR, ZH8IIA50mLK
PFERISL, FIMANINMHCIE ZAE SN, AR CHEAE(60mL*3),
EHANAE, FMTOMEIEBRTRMNR, TOKRERT T, I8, Wkt
fto M EATAE(DCM/MeOH=20:1-5:1), 13E{LE)18(2.08g, B (4[]
1y, W#74.3%, LC-MS: [M+H]"=415.1,

[0416] B0 EMIMIE L

[0417]  ZE100mLF REF I G 1918(2g,4.8mmol), TBSCI(1.32g,8.8mmol), bR
(1.2g,17.6mmol), 15mLA/KDME/AME, =i TR 3h, TLCHEMIR M . &
RSP R R A A30mLK T, FIDCMAEER 25mL*3), SHAHAE, F7KA
KPR KBRS TR a0k, S8 MBS AL Z 4T (PE/EA
=5:1-1:2), FEMLEM19Q.28g HAl{A), Y#89.3%, LC-MS: [M+H]"=
529.2,
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[0418]
[0419]

[0420]

[0421]

[0422]

[0423]

[0424]
[0425]

B ALEWR0E K

FE100mLE THH AL 5 119(2.2¢,4.16mmol), 5% IR/ IR ZAA30mL,
RIS AIESCATN, Bkt TS IINEN (5.44g,83.2mmol), FETHE =0 AV
1h, TLCHEMIR 2SS, ROVETREEHAEE, IOV = BBk, JERIA
YRR E AR HE 7, SRIET45°C MEMk4s, BRiasm, Ballztke
Y, IIN60mL DCM, SrHAAHZ, FIEMEEKEE—R, JoKEERH
T, IR, T45°CTRERYE, FEHM. MRS EN4PE: EA=
1:1-1:3), R EY20(1.87g, ¥ (A[E1A), U#90.1%, LC-MS: [M+H]"=
500.2,

S Ew2IE K

FE50mL A TR Y A #920(1 8g,3.6mmol), Fmoc—VA—PABO—PNP(4
3%, 2.45g,3.6mmol),15mL DMFIATH, FIIADIEA893uL,5.4mmol), & M.
2h, HPLCHEMISIE flo RMETRS, RN S0t &2k, 152077
mnil A, BRT, BRI G212.94g, W AEE), F78.3%, LC-MS:
[M+H]"=1040.5,,

B AWM E K

AES0mL LA AL E521(2.9g,2.78mmol), 8mLTHFAISmL/KVEAE, 1N
AN20mLVKCPR, RO, HPLCHRIR N2 i, ONETRIE, KR8
HBIR N AOOmLIIANERIR Z A h . QIR CBEASEL(100mL*3), SIFAIAR,
RIKMIER KSR TKRBRP TRIF 22 k, S2IEE . AR ZhT
(DCM/MeOH=10:1-5:1), 1F2EYI22(1.94g, B I [E 1K), W75%, LC—
MS: [M+H]*=926.3,

BN ALEW23E R

F100mL= A AL 5 #)22(1.9¢,2.0mmol), 40mLIZKDCMIEE, R R
PR, IADess—Martin =i 771(0.93g,2.2mmol), ZE N 4h, TLCE IR
Ko RNETRIE, 38, BRI TOMRER AR /K. TSR
Yedk, JOKBREREN 1, IRGREEMES, M2 s, 5romifils
W, BT E23161g 28 AAafEA), WZ85%, LC-MS: [M+H]"=924.4,
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[0426]  EE-LF: HWEMR4RIE K

[0427]  T-50mLE CH A A P23(1.5¢,1.62mmol), 15mLDMFATH, FFIIA3mL
ZOKE, FRRMNh, TLCIMIR N2, VAR, R RS IRE AN100mLH
SR, ATHRECR, 3R, SRR RO R S A T 15mL DMEPH,
TN G YIA—4(0.92g,1.62mmol), EEDQ(0.48g,1.94mmol), %N 2h, HPLC

WIS B8 5o ONIER R, SN Eesd SRl s 2t , 180 P il 4
W, HTRELEYI2401.308 R A EEI), IR64.2%, LC-MS: [M+H]" =
1248.5,

[0428]  B5/\2: ALEW25E K

[0429]  F50mLEL FURHUIIAAL 5 H)24(500mg,0.4mmol), 5SmLDCMIEfE, FIIA =R
JBR(GmL), ZFK N 1h, HPLCI MR N A k. VARG, 45°CIREIREER
EIH, 1R, ForWad maiiisl &2t Sromilsim, HTHEM
EW125(294mg), WH67.4% , LC—MS: [M+H] =1092.4,

[0430]  SjEfEI22

[0431]  {LEYIPBDOL HIEK

0 OH OH

NE\H)’i /\!’N \i C/\ O_<
o~Cr°
[0432]  ZMSLFEHIO G RELR, DMEEW2s b EYB- 2158t & HPBD01’ (45.2
me); LC—MS m/z(M+2H)*":869.0,
[0433]  SEJfA123
[0434]  {LEYPBDO2” IEK
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OH

HO,,. WOH
oH O" "o OH
5 H = H
‘/\0/\/0\/\0/\/!\1 . OH
_N, O OH OH
L
N

Og_NH 9 oH,
OXOH j/ NLO o . J\N/LG/O,O/
,\iH HN //\({)r HN\_)LN/Q/\ 9
© = " /O s}

VIR e

[0435]  ZHALHEBNSIE gLk, DML EYRSFE &YB-315 8t 5 HPBD02’ (31.6
mg); LC—MS m/z(M+2H)*:825 8.,

[0436]  Fafflo4

[0437]  EPIRTIE K :

e
H 1,
Km NGy Né H (‘:)N‘ 0

SN o 0. HQ
o ™ Iﬁo 1.9 e ‘(“{\@
RN N i /©/\ © N e}
BOC,N g /‘\g/ my \EJ'LH MMAE
ﬁo " = DIEA, DMF
o ’
(m
O N g a SN @
OO~ | ¢ | ¥
\,\c; \s: Nj://\rmﬁo o ,H\N \/l\NI(N - N ZnBry
0 H i 7 .
Boe” \\(Lo o HN\;)LN AN O OA£ HQ CHaND
E / “\K\Q
HesO
Oﬁ 26 ° 3

Q,

o r\gm S ~
on . Al XL 21
v Xy o AT 9%5 |
u K([*o I Y y . 0 o / [3e]
Oﬁo 27 < \K\O
[0438]  ZB—. LEWR6IIEK
[0439]  T50mLEEUEA, IIAEYIA—6(2.0012g,1.99mmol), LEPIMMAE(H

K, 1.36g,1.90mmol),20mL DMFAME, FIIADIEA(0.48mL,2.80mmol), Z=E %
Mi2h, HPLCYRMIR M 25 i, RNERIE, RN IRES SRoAin] &4, 52
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PR, B RE T, BRI EY262.210), WERT3.5%, LCMS: [M+H]"
=1584.0,

[0440] 20 HEWRTHIEK

[0441]  F100mLE DT, JIAAP26(2.0g,1.26mmol), AL (5.69g,25.25mm
o), 40mL CHNOJEME, 40°CHIAIN0.5h, KR4S CIRGEIR AT, 73
Portl. B et el SRr-aklsR, flemkt, 52
W& W127(773.5mg), WE43%, LCMS: [M+H] =1427.8,

[0442]  SJEf5125

[0443]  fLEPIMOL HUET AR :

ga -

HO\%F) H " &

HO HO%\(/‘OH
Q. < HO o

HONOH o
‘N

OH j’NH " )L\ ‘ \JlN |:,,\9 N

Yoy Ko AI@{E

o~y s

(0444]  SBIBIHBIBEIEIRERER, DMLA W27 B —FIRIS & 500 ER Sk (b &

01’ (85.5mg); LC—MS m/z(M+2H)2+:l294.50
[0445] SHE126
[0446]  TLEIMO2’ HIETK :
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‘ © = H ~ 7w o LS

[0447])  ZSERIGEHISHI GRS LR, DM E Y27 ik 5B 113211 &5 9IM02° (293.2m
g); LC—MS m/z(M+2H)*":1374.0,

[0448] S 5127

[0449]  {LEYIMO3” BB R

O

qvtf ~AN e V@;{ gﬁ

[0450]  SHRAGEBIONIE IR, DMEEYRTALEYB-213 2L AIM03” (98.2mg
)5 LC—MS m/z(M+2H)**:1037.1,

[0451]  sKJiEfh128

[0452]  BEHHURFS:

[0453]  FICD33HIRANTI-CD33[1 54

[0454]  >E2HE-LC
DIQLTQSPSTLSASVGDRVTITCRASESLDNY GIRFLTWFQOQKPGKAPKLEMYAASNQGS
GVPSRFSGSGSGTEFTLTISSLQPDDFATYYCQQTKEVPWSFGQGTKVEVKRTVAAPSVF

IFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSL
SSTLTLSKADYEKHKVYACEVTHQGLSSPVCTKSFNRGEC

[0455] >HEHE-HC
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[0456]
[0457]

[0458]

[0459]
[0460]

[0461]

[0462]
[0463]

EVQLVQSGAEVKKPGSSVKVSCKASGYTITDSNIHWVRQAPGQSLEWIGYTYPYNGGTD
YNQKFKNRATLTVDNPTNTAYMELSSLRSEDTAFYYCVNGNPWLAYWGQGTLVTVSS

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDKRVEPKSCDK THTCPPCPAPELLGG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQY
NSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEK TISKAKGQPREPQVY TLPPSR
DELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDK

SRWQQGNVFSCSVMHEALHNHY TQKSLSLSPG

Pl Trop2 P ASANTI-Trop2— 11 FF 41
SEEE-1C

DIQMTQSPSSLSASVGDRVTITCRASQDINKYLAWY QQKPGKVPKLLIYSTSTLQSGVPS
RFSGSGSGTDFTLTISSLQPEDVATYYCLQYDDLFTFGQGTKLEIKRTVAAPSVFIFPPSDE
QLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLS
KADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

>EHE-HC

QVQLVQSGAEVKKPGASVKLSCKASGY TFTSFDINWVRQAPEQRLEWMGWIFPGDGNT
KYSQKFQGRATITRDTSASTAYMELSSLRSEDTAVYYCVRGEALYYFDYWGQGTLVTV
SSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKR VEPKSCDK THTCPPCPAPELL
GGPSVFLFPPKPKDTLMISRTPEVTICVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPP
SRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTV
DKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPG

PiTrop2 P ANTI-Trop2 -2 JF 41
SEREE-L.C

DIQMTQSPSSLSASVGDRVTITCRASQDINKYLAWYQQKPGKVPKLLIYSTSTLQSGVPS
RFSGSGSGTDFTLTISSLQPEDVATYYCLQYDDLFTFGQGTKLEIKRTVAAPSVFIFPPSDE
QLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLS
KADYEKHKVYACEVTHQGLSSPVCTKSFNRGEC

>HiE-HC

QVQLVQSGAEVKKPGASVKLSCKASGYTFTSFDINWVRQAPEQRLEWMGWIFPGDGNT
KYSQKFQGRATITRDTSASTAYMELSSLRSEDTAVYYCVRGEALYYFDYWGQGTLVTV
SSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELL
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPP
SRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTV
DKSRWQOGNVFSCSVMHEALHNHYTQKSLSLSPG

PTHER2HUA Trastuzumab(Tras) 1571

>EEEE-1.C
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[0464]

[0465]
[0466]

[0467]

[0468]
[0469]
[0470]

[0471]

[0472]

DIQMTQSPSSLSASVGDRVTITCRASQDVNTAVAWYQQKPGKAPKLLIYSASFLYSGVP
SRFSGSRSGTDFTLTISSLQPEDFATYYCQQHYTTPPTFGQGTKVEIKRTVAAPSVFIFPPS
DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL
TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

>HjE-HC

EVQLVESGGGLVQPGGSLRLSCAASGENIKDTYIHWVRQAPGKGLEWVARIYPTNGYT
RYADSVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCSRWGGDGFYAMDYWGQGT
LVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFP
AVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDK THTCPPCPA
PELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQV
YTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYS
KLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG

PIHER2F A Tras— 0161 JF %)

>EABE-LC
DIQMTQSPSSLSASVGDRVTITCRASQDVNTAVAWYQQKPGKAPKLLIYSASFLYSGVP
SRFSGSRSGTDFTLTISSLQPEDFATYYCQQHYTTPPTFGQGTKVEIKRTVAAPSVFIFPPS

DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL
TLSKADYEKHKVYACEVTHQGLSSPVCTKSFNRGEC

>HiE-HC
EVQLVESGGGLVQPGGSLRLSCAASGENIKDTYIHWVRQAPGKGLEWVARIYPTNGYT
RYADSVKGRFTISADTSKNTAYLOQMNSLRAEDTAVYYCSRWGGDGFYAMDYWGQGT
LVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFP
AVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPA
PELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTK
PREE QYNSTYRVVSVLTVLHQD WLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQV
YTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYS
KLTVDKSRWQQGNVF SCSVMHEALHNHYTQKSLSLSPG

SEHEA5129

FLEEADC(DAR =8) Rl # (%)

BB RA SL1-D 18k L2 D2 8k — 2o BB

1441 A Rk Wi Protein ASEAIEMNT S0 FIRIENT b 2 5, DUlkAR E
17-20mM NaAc—HAc, pH6.OMJZEHIR, IRGEE EMBEDURAE B IR
Smg/mL. {8 FIN,N—- " FEZ B DOMAEHL1-D1ELL2- DA 10me/mLE
Ho

N TATTHURAREER g, JetelBaFHb N5 2255 =R LIk
(TCEP), JHEZ FRS2he M FEE IIN15-25fF L1 -D18kL2-D2JAIR,
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[0473]

[0474]

[0475]

[0476]

[0477]

[0478]

[0479]

[0480]

PR PR N2h, RN LRSS, i F30RDaBREIRAEE i, BRI A1
D1skL2-D2%ER, RS EIHTAA-DIDAR =8)EiHTRA-D2@) .

FEHEAA30

FLEADC(DAR = 10)HIMEADCDAR =2+8) 1] #5 G TE)

BB UABSLI-D1, L2-D2#l#&HiAB-D2(2)-D1(8). HAB-D1(2)~
D2(8). HUAB-D1(10)EFUAB-D2(10) BB -

1E T AR T Protein ASEMENT B FIRENT 4t 2 5, DuikBIE
#F20mM NaAc—HAc, pH6.OMZEMIEH, IRGEECEMBEIUABEE IRE N
Smg/mL. i FIDMAZS B L1—D1AIL2—D27Af# 2 10me/mL#

BRI T LU IIN15-25/% I TCEP, 7E%E1R PR 2—4h, MITEHUABEER
TRRBEAGUA S IR IR MR TR AR, REEIE, HHI30RDaB
IRGEEHR, KRSl BISRIDUABIR IR

IS T EEAEDUABIA BRSSPI L NN 525 % P S DA M R (AH AV AT
ez SR 2—4h, FEGUA AT TP RS ER A st I i g, 6 IN5-15
fEEIL2-D2EX L1 —D AR S HUE b 5N HAr =05 MRV 2h, RV E5R S
H FI30KDa B EIRAE B b, FAMAEC FiL2-D2sk FL1-D1EER, RIS EIHik
B-D2Q) S AB-D1Q RN .

I LA BUAB-D2Q BT AB-D1QH A5 -25 (% TCEP, {EZiR I
SRizh, I HUAB-D2Q)E ITAB-D1(2) b Hfkfustil —met, HIIA15-
25fF L1 D1 L2-D2IA R S HUARGE ] BB =05 RN 2h, RV AR,
FEHIBORDABIEIRGEE 0, BN AIL1I-D1skL2-D2 ARk, RIS EIHiAB-
D2(2)-D1(®). PiAB-D1(2)-D2(8). HAB-D1(10)EFTIAB-D2(10) B,

ZM FAR T, HPURANTI-CD33, ANTI-Trop2—1, ANTI-Trop2—

2. Tras. Tras—01655 B&E K FAIADC:
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FE 5 2 HR DAR
ANTI-CD33-Ex01 10
ANTI-CD33-R01-1-Ex01 2 (RO1-1) +8 (Ex01)
ANTI-CD33-Ex01-R01-1 2 (Ex01) +8 (RO1-1)
ANTI-Trop2-1-Ex01 8
ANTI-Trop2-2-Ex01 10
ANTI-Trop2-2-R01-1-Ex01 2 (RO1-1) +8 (Ex01)
ANTI-Trop2-2-R02-Ex01 2 (RO2) +8 (Ex01)
Tras-Ex01 8
Tras-016-Ex01 10
Tras-016-R01-1-Ex01 2 (RO1-1) +8 (Ex01)
Tras-016-R02-Ex01 2 (R02) +8 (Ex01)
[0481]  MRMBI: PACD33. Trop2. HER2JJHE &N EEAD CAHU S5 525
[0482] 1. &%, M5
[0483] Al
e HFR R s
CellTiter 96 One Solution Reagen Promega G3581
MTS far il 0.25%Trypsin-EDTA (1x) Gibco 25200
0.4% Trypan Blue Gibco 15250
[0484] K&
INE R =
A LA EQ4044
HWS-24 B #r R /KA 8 EQ4032
Airstream 1 2% A2 BN 244E EQ4007/EQ4008
CO B 9558 BQ4025
88 S EQ4055
Count Star B 540 IH421% EQ4027
PO okeE EQ4020
i R4 INS-Q-070
(R EQ4092
[0485]  #fif
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PNkt RSNk el ) HL-60
IEELZR 20 M bk 2 e U937
NS B A o 2 CMK
AL 40 [ 1 2095 4 HEL92.1.7
B SR 5855 4 A431
N B N8§7
NES EL W e 4 SW620
i [l 40 H1975
NFLIREA N MDA-MB-453
NS I 24 SK-BR-3
N MDA-MB-468
2, FERfEE
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FE A FR

DAR

A7
Gillin

LKL

ANTI-CD33 mAb

4°C

1 CD33 [

ANTI-CD33-Ex01

10

4C

PL CD33 HEE S
L:2R5 N Y
ADC

ANTI-CD33-R01-1-Ex01

2 (RO1-1)> 48
(Ex01>

A4C

PL CD33 AL S
BRI R 2R
ADC

ANTI-Trop2-1 mAb

/

4°C

U Trop2 HI#HL

ANTI-Trop2-2 mAb

/

4°C

1 Trop2 HI#LHT

ANTI-Trop2-1-Ex01

4°C

DL Trop2 LY
LR
ADC

ANTI-Trop2-2-Ex01

10

4C

LA Trop2 ML A
LSRR
ADC

ANTI-Trop2-2-R0O1-1-Ex01

2 (RO1-1) +8
(Ex01)

4°C

PL Trop2 4R &1
RO SR
ADC

ANTI-Trop2-2-R02-Ex01

2 (RO2) +8
(Ex01)

4T

LA Trop2 4L kil
LSNPV e+ N
ADC

Trastuzumab

/

4T

$L HER2 [#U1

Tras-Ex01

4°C

DL HER2 A2 A1
PN R R
ADC

Tras-016-Ex01

10

4°C

VL HER2 ¥ &1

PHURECR SR
ADC

Tras-016-R01-1-Ex01

2 (RO1-1) +8
(Ex01)

4°C

LA HER2 Jy¥E A1
LEIRENTSE+ N
ADC

Tras-016-R02-Ex01

2 (RO2) +8
(Ex01)

4C

VL HER2 Ay 25 1)
RPN R R
ADC

3. RE5Tk

3.1 MTSTEAR A 5 540

2N, E AR 9o AU IR — & B AT AR AR, FRAEE
NEEEFS (R H T R D4/ND, AR I RS ELEARE Y 208, 7EH
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[0490]

[0491]
[0492]
[0493]

[0494]

[0495]
[0496]

[0497]

—ERI TR, AR TR . R ERIN RIZ SRS, IDN—E B RIMTS
37°C, 5%CO, MR 1-4/NN, FFAMTSIAFE AR, BRI
OD 490nmMOEAE , AT RGN ABIIICS0,

HAIMTS[3—(4,5—diethylthiazol—2—yl)—5—(3—carboxymethoxyphenyl) —2—(4—
sulfophenyl)—2H—etrazolium,inner sale] 87— U EME IEERA 51, HAA0AFIER
(A Formazan/ ¥/KIAEAEEMERE 5, TR, ©EMTTRR AR,
BV iE an Sk e ) Z2 R B AR IR IR i % B i B, B GRR S
SRR PR TS A e — B TE BN = ARG

3275k

3.2.1 KRl

INZGRT, MRPEEA SRS AR, TR 1 % FBSI R B R Ak
5.0 w MECHIZGH0(5 < BHRIREE) , SRIG10RREEIR MRS, JRirs&mills, WE
R, B R PR IR ARG AR S), — K2~ 3sec, [H]f@lsec, IR
%, BE2~3K,

T MU 259 4R N 0(Vehicle) . 0.6pM, 4.25pM., 29.75pM. 0.21n
M, 1.46nM. 10.20nM, 71.43nM., 500nM;

3.2.2. 500

DAIRE SRR A T 37° /KB IS, BOmL T BLOE R WA
Buhami, BIZIE37°Coatt M REI TRl BRHMBET s it
ELLE, ZEiR1000mpmESL3ming 77 1, MimLg el ERI0E, &t
SRR, WG, DAREN Al rits s Kamlaire = v, 18
37°C, 5% COMARREE 95 % AR A s 4iife, & 24n/a e i
RAS, I M Bt e 5L, ST A T 4.

B : B TN R E IR, BT TR e 7.
FRIRIUE S (AR R, B 76 1 % FBSHUANIUS 7R AR AT IR B,
FIAN96ALIH, 80w L/9L, mAFIAGAR NN ERI96 LI IIA200 n L
KEPBSEHUK HddHOPTHL, MEECOIEI AP &I,
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[0498]  EMEMEANT TR NRE N LR, RAEE20 w L/ALRS (ERIFIUTHIR

[0499]

[0500]

[0501]

[0502]

[0503]

[0504]
[0505]
[0506]
[0507]

JERIZGMAZIFLAR P (@: B2ZEB10, C2EC10, D2EDI10EFE2EEL0, F2%
F10. G2ZEG10), IUEFLZMIRE /51000nM, —Bo6fLH AT DUIIN B AR 25
Y. —#B11, Cl1, DII=ANHLAEA4, [CRMA20 w L 1% FBSHIRT 7 3E(E
NEVERTE. E11, F11, GIUNASAHAN, (U5H 100w L 1% FBSHAG IR+
B2 R

HIEH, ADCZWALIRN [R5, MIRIEINZ5/5124h . 48hA172h Al 3] & B3
BOE 2 E B DL

5) A—20°CEUH Cell Titer96® One Solution Reagen MTSIH, MM CIEH
FOTIRIEIR SIS, AL et AL NEEZAE100 w LATfRE AR AR DN
20w L CellTiter96® One Solution Reagen MTSIRA, AFELHEIE TR AR ELF0
AMTSIRH, BRI, EMTSIARIREHAG, BT 4iiass e hiet
BE B B 2h—4h,

ORPMIEEIRSE, BH6AUMR, TR HASIOD490nmIB A, FHb T4
S, B T,

DI T A THIRA TR K b, THR AR 2R = N a7

DD G CFEENY e O Oae VRN A

SRR -

VPO A

8)K i Graphpad Prism 9.0FUEAFRF AR S HOE AU SRS TAL IR #2640
CHEN

H1C50,

4, RS0

4.1.CD334ME R 5 5550

5y HILACD33m ik 2 MERE 2 AR AN RHELY2.1.7, CD33HFREAVERER
HIMFRAII ACMK . U937AIHL—60, AN AFRCDI3I R Rz iA431h
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i, EiemE e A CD33RA K, FafS R FIMTSIE TN
CD33WFHADCIHIAINEAAGIENE. WEI1—10 MFAFIFR2,

[0508] 1 RLIMICD 3358KK15 M,
2 Itk 2 PR CD33 Ratio CD33 Status
HEL92.1.7 20.88 EFRIk
CMK 15.65
U937 8.79 hRIk
HIL-60 8.42
A431 0.98 35 14
[0509]  FR2ZAPIE AR FRYICS0
S22 i ICs0(nM)
iy ANTI-CD33 ANTI-CD33- | ANTI-CD33-R01-1 (2) -
- mADb Ex01 (10) Ex01 (8)
HEL92.1.7 >500 10.089 2.136
CMK >500 11.462 2.525
U937 >500 31.642 6.627
HL-60 >500 5.387 222
A431 >500 87.217 14.671
[0510] 51t
[0511]  ASCIREAT T, fE4NAMLANJERRFNIAS |- 57 S AN A g R G S8ah
[0512] 1. CD33[HHANTI-CD33—mAbX ZREAMLANI TG B3 A5
[0513] 2. {ECD33E k. HFRIANCDIAEABERET, HiCD33hUARRERE T
MRS AN AN S SRR TS EADC: ANTI-CD33-R01-
1(2)—Ex01(8) 4} 2 PR AMLTRE 41 i ) A S MEURe M B 2 HABEE T & S e 5
g8 E Z2ADC: ANTI-CD33—Ex01(10),
[0514] 4.2. Trop2 45405 5555 «
[0515] 2> APA Trop2im A4 ANS7, DL TR A A431+SW620 B4,

B el R A A e SRR Trop2 76k 7K, BBfE R FIMTSIE TR Trop2 M2
ADCHIZNREAATE . WEI11-14 M 3R3HM5R4.

[0516]  F3Z AU Trop2 7k H M
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MO RR AL R Trop2 Ratio Trop2 Status
N§7 298.50 HRIE
A431+SW620 0.92 B
AW AR | RIICS0
AR 1Cs0(nM)
, ANTI- ]
gy | ANTE | ANTE [ ANTE 0 ANTE | Trop22- | AN
Trop2-1 | Trop2-2 1p " | Trop2-2- | ROI- ROIZJ(Z-) )
mAb | mAb © | Ex01(10) | 1(2)- N
Ex01(8) Ex01(8) Ex01(8)
N87 >500 | >500 | 33649 | 6410 | 2499 26.55
A431+SW620 | >500 | >500 | >500 | 63530 | 18536 | 161.17
it

[0518]
[0519]
[0520]

[0521]

[0522]

[0523]

[0524]

INOM e S S N R i i 7RI RPN M v

1. Trop2HEHIANTI-Trop2—1—mAbMIANTI-Trop2—2—mAbX 241l 50

EFERAGIENE;

2., TETrop2i F5A MR A rh M BAME4R R T, FiTrop 2 AE Bk 2515
TE PR IR RSB TSRS S EIHIR TS HNEADC: ANTI-
Trop2—2—R01-1(2)—Ex01(8) FHIANTI-Trop2—2—R02(2)—Ex01(8)% e 4 fri 4
SMBURBIE BT S USRI S R A R 7 155 22 ADC: ANTI-Trop2—1—
Ex018), HEENLTHHEADC: ANTI-Trop2—2—Ex01(10),

4.3 HER2ZN A 575 5555

53 B PAAFIRE EEHER 236 E 410 RSK-BR -3, H1975, MDA—-MB—4537]
MDA-MB-468 841, & Jeilid il e A HER 2R 2K, S
A AMTSHEATHER 2 BEADCRUA AL ME, WE15-18 MaR5FIEKe6,

F55% A HER 23K 16

AR PR 2 FR P(Iféi jjgjiﬁ HER?2 Status
SK-BR-3 822,659 AR
MDA-MB-453 158,428 sk
H1975 6,697 iRk
MDA-MB-468 Undetectable 3
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[0525]

[0526]
[0527]

[0528]

[0529]

[0530]
[0531]

[0532]

[0533]

[0534]

[0535]

Feosz W AIfE/KF_EICS0

1C50 (nM)
41 Tras-Ex01 Tras-016- | Tras-016-R01- Tras-016-
(DARS) Ex01 1(2)-Ex01(8) RO2(2)-
(DAR10) Ex01(8)
SK-BR-3 >500 >500 343.44 178.42
MDA-MB-453 >500 >500 119.76 123.88
H1975 365.85 162.92 36.46 21.72
MDA-MB-468 99.20 22.06 5.11 3.92

ity

it
AEIGEAET, R4 R R A5 5056

1. HIHER2HUAASEIE S R 1S MR A3 B BADC: Tras—Ex01(DARS)
M Tras—016—Ex01(DAR10)X IR 4RI R 3G VEA B2, DARJN10BEYE
R EA=T

2, FEHER2A[EFEX AL R T, HTHER2FUATE R = A0 450 77
[ T REE AT B EAHIFI TR R EADC: Tras—016—-R01-1(2)—
Ex01(8) M Tras—016—R02(2)—Ex01(8)X} e 41 it A AR SMBURCE B 22 A0 T U
B AT VE G ) L ZRADC Tras—Ex01(DARS), HILPERELT 5
ADC Tras—016—Ex01(DAR10).

MRA12: ELISARSIIHTCD33 A HT A 20 R 5 B 20 A CD33 8 A4 &

PUARMPUR IS G e 7] FHELISASKRWIZE FINT . X P A P EE4H A CD33 8 A H]
SELERES L, IIN—FRINKREBRE I CD33 A TH I,

1A A1 X PBSHIBECD3350.5wg/mL, HFL100w L, 4°CHBITR,

2.0l FHPEAREEMTIR (1 X PBS+0.05 % Tween20)Jiii3iK, H:FL200wL, HRE
B 1min,

3B SR THERS , IIANE SR X PBS+0.05%
Tween20+1%BSA), &EL200wL, 37°CEH M1/,

4. PARZITRYAR3IK, 41200 L, AT E Imin,

AN
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[0536]

[0537]

[0538]
[0539]

[0540]
[0541]

[0542]
[0543]

[0544]

5.—Pr A FIFERARR (L X PBS+0.05 % Tween20+1 % BSA)RHLIA 25k
PRI BT M2 o g/mL SEERBRERRE ;. PR RpEIRG K, 4200 0L,
TR ERE 1min,

6. —Pi EFE: MR IR (1L X PBS+0.05 % Tween20+1 % BSA)¥jSolarbio AT
1:100008F 2/AL100w L, 37°CHEE 17N,

7.0 VeARGE MR BEINGIR, L2000 L, FEHREE Imin,

8L JIANTMBE AR AEFAL50 L), B 7minf5 JIARI2M HSO(REFL
50w L)L BEAMY450nm RN o

SR EERAE19, 2087,

518 PICD33M TR YMBIYEFEADC: ANTI-CD33-Ex01(10), Bl&E
ADC: ANTI-CD33—-R01-1(2—Ex01(8), ANTI-CD33—Ex01(2—R01-1(8)5 &
A\ CD338 A WA & REIAHLL TRRIIANTI-CD33 5 41 A CD33 R HINEL ik
NER—E, LERFER.

MR B34 CD33RI DU S Frifk 2 B I A PRt

i E ANTI-CD-33# 5 FIADC(ANTI-CD33-R01-1(2)—Ex01(8) 5 XL 1gGIIA

FIRAW, BHEPURADCIIZORE R0.6me/ml, JUE T 37°CHIRAE T /KA
aHirE, FENRIRENOR, 3K, 7K, FNEERTE RO AR
BB, S SRR FISEC-HPLC T EEIE o 45 R AnFT7AT R,

w7 IMEARE LR
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3 ANTI-CD33 | ANTI-CD33-R01-1
” B (2) -Ex01 (8)
, . RHEY 5.82 7.88
N ok e 2= 4E
e ;Fg’a o 94.19 92.13
FEfE Y% 0.00 0.00
EE% 8.48 9.11
5 i = A0/
i Mg ok | H ;ii/o 91.52 90.89
¢ ZJO
bk b ‘m 0.00 0.00
SEC IR AR, 14.65 11.04
MKMEE 3K | BiE% 85.35 88.96
A5 % 0.00 0.00
EHE% 15.18 19.00
MAFMEE 7K | BiE% 84.82 81.00
P At % 0.00 0.00

(0545 £5it: AEALTFHIADCHRASEVERSYY, AR, IRRERIF A,
BA B ARG

[0546]  RVEARL AR RS e 22 it (HARGUSEARA GUREEf# -
RIECEATHITAES, FTLON AT & MESORIALS), JFHXEes
FEAL AR PRI YERE 2 A o A4 BH 04 PV Rl R TSR 2R B HA A 22 A4
2t
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AbJGHEAIERSY, EBUAR. PUAR B A B Fe-Rl S 1 5
DN EE—4W, FriksE— 24 SLAEER:
DONSE 251, Firid 8 258 B DNASs B2 I, Frkss

A S LA

Lo —ERe T, Wk s — i O A 56— 200 5 i ki
AT 5

Loy B SRR IT, AR S iR B ou TR 5 20 S iR i
[F] 47 5

mi 5 0—20 5L

nis H§ 1-200 %45

FRIFAR ZE R AR R BC AR 2RI B H ST A A i, AT 24
H2 P B s A% P TR il &, Hoh, s
25k BATRIMIF] . ATMATIHIF . PARPHIFIF. WEE1HIfH]
. CHK1HIF] . DNA-PRIIHF;

e, FrRATRIMHIF%EH
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eveits, XuEHO. S;

Bk, X hO;

Xy X585 BRI HBE AN, CH;
Lk, XN, XsHCH;

Xiv X5y X EHOIHIE AN, CH;
oeith, X, X NN, X HCH;
XAEAN, CRo);

fRliith, X HCRY);

RoiE HA. C1-Cokift. R,RN—;
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Ra\ Rb%ﬁzﬁijf@jiggx Cl_C6J\/]%_E’%;
fLakedth, R, RN
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ﬁﬁﬁi&y R1\ sz R3\ R4\ RS% Ezﬁjfﬁﬁggx '%*E*R
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i, Rﬂggf‘ng Ri. Ry Ryy RONE;
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RJEHEZ. Cl-C6litt;
L, RakHC1-Cobidk;
B, ROVFHE;

Re. Ry Ry RofS FUZHIZE AL, C1-Cokidt;
flazetth, Rev Roy Rew RoNE;
RaEHEZ. Cl-Cokidt;
Lk, RafiHC1-Colitt;
B, ROYHE;

pE 1. 2. 3. 4. 5. 63
fLakesth, pEE1. 2, 3;
B, s

B, AT RIES
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