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(2023.8)

Isotype Linker Payload Indications Clinical Status

Accelerated

1 ImmunoGen fli/lait\?:uximab soravtansing) FRa IgG1k Sulfo-SPDB (cleavable) DM4 kA OF Approval
(2022.11.14)
S chi Sank h i i henvlalani r=d2Y,
5 Daiichi Sankyo: Enhertu HERD rar Gycllne—g ycine—phenylalanine— DXD Ryt Phase ||
AstraZeneca (Trastuzumab deruxtecan) glycine (cleavable) Ltaot g
3 Gilead Trodelvy(Sacituzumab govitecan) + rpops  ocic CL2A (dleavable) SN-38 H| A A ZH (1) Phase I
Pembrolizumab
Polivy(Polatuzumab vedotin) + Ol ok Ad o — >
M Z{CHBM| Z 2 =X
4 Gennentech Rituximab + Cyclophosphamide +  CD79b IgG1k Valine—citrulline (cleavable) MMAE | EATHBA Approval
(Roche) .. . (1L) (2023.4.19)
Doxorubbicin + Prednisone
i iri O Ebd B ZE E S
5 ADC ' Zynlqnta(LoncastUX|mab tesirine) + D19 19G T Valine—citrulline (cleavable) PBD SG3199 [Pt HCHBA Ph'ase II'
Therapeutics Rituximab (1L) (Discontinued)
. Accelerated
Seagen, Padcev(Enfortumab vedotin) Nectind  1gG1k Valine—citrulline (cleavable) MMAE QEMNIMNZER(L) Approval
Astellas US Pembrolizumab (2023.04.03)

(Source: &, Antibody-drug conjugates come of age in oncology, Nature Reviews Drug Discovery)
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2[5/ 0f(Elahere, ImmunoGen, Mirvetuximab soravtansine, FRa ADC)

5| O (Elahere, ImmunoGen, Mirvetuximab soravtansine, FRa ADC/ttAQh= "A =24 2o ZAe oty 9 "ot Jhs53 27,
2l XX 2l HO|EIA|O0|E H|O|ZE 'DM4'ZE MAE ADCLE 20223 118, AA3IA(SORAYA, NCT04296890)2 =7{E FDAZ]
715502 BFQICH O[O X =Hr2 FZHO|

;‘2

_IQ

Ue Mg Mad Hagd/He/dd s94Y SXE ez e HhEE(ORR)
324%(CR 5%, PR 29Q =g, HtEX|&7|7F SALU(MDOR) 6.971ES LSH7| WZO|LCt
714550 Ol eZfETHQl 202313 58, O|Rc2 YY3Y(MIRASOL, NCT04209855) A7 ZItE 27 =Z A2t3|0{9 FDA FA&el
= MEIMCEH ASC020230 A ZEE A7 Zto| [MEH MIRASOL YHAI™ES 153 W3 KMoty A SX; 4532 ISR
FAe 22 72 TALACE THEE7(ZE SLUMOS)2 164670 H(vs 127571 )2 2t =T CHH| AFYSIRO0] 33%
A5l om, RRMMET|IZE ZSAZLMPFS)2 5.6270H(vs 3977 )2 ZEHO| Tl I AHLQIE0| 35% ZARUCH HUH HSE
(ORR)2 42.3%(vs 15.9%) {20, CRIt PR ZtZt 5%(vs 0%), 37%(vs 16%)S =48l ststa ¥ CHH] 248 LS
I5{E (Enhertu, Daiichi Sankyo-AstraZeneca, Trastuzumab deruxtecan, HER2 ADC)
S| E (Enhertu, Daiichi Sankyo—AstraZeneca Trastuzumab deruxtecan, HER2 ADC/S-8HQF 2|2, H|AMEZEH )= ASCO 20230(|A Kt
2ot M o LEAIY HE AIEEY, A=aLofef, A, MEQ, 7|EF 18 S HER2 Hod =4 TMM £= ™olg ¢
| EXE a2 oF A424(DESTINY-PanTumor02, NCT04482309) I+ S7t2A ZutE LEIUCH 15 HItHss My g
SE(ORR), 2At EIMHw= HSX[E7[ZHDoR), FLUYYE7ZHPFS), HHEEZ[ZH0S), e, LHefd SOIUE. HH 2HAtel ORR
2 37.1%(CR15%, PR 84 Zehglol, Y SHE(DCR)2 68.2%ALt ™A 2HXIS| mDoR2 11.87HEE ORR 4 Xt & 49.6%
= 149 20|k 838 |RA[oH A2 LEIG2O PFSQt OS= OFF =X FOo|Cf.
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ofE #(Padcev, Seagen, Enfortumab vedotin, Nectin-4 ADC) - F&=F0f

ot E 4l (Padcev, Seagen, Enfortumab vedotin, Nectin-4 ADC)2| HEF0 ALE F0| =Ct 2023H 48, TtEAN 7| EZCHKeytruda,
o BEBL

MSD, Pembrolizumab, aPD-1 mAb)2| BHE2QH 0| FDAS| 7}&5012 2SIUCEH HEE XR2H Ol A|AE PE._( |sp|atin) et X228
22 = gl 72 Y 52 HO|Y QEHIO|Y =Kol 1%} X|2XHZ ADCRt PD-1 HASLAME HEoH x[Zx0| S A7t &
Z40[LC}

Ol 7I&£5012 QA 2AHKEYNOTE-869, NCT03288545) =& 2UZZW/ASTEA/ASEKT T 121HO| ™ HI2EORR)IF EHEX|
£7|2HDoR)S ZHZ ZAFEEIQUCE ST AFE NSLSES 1L L 2L A[AESE BEXZA XS M40 2 oM 7| ERCHE
HERN, QAT EATE 1L A|AERE £XZ SIXE ez otEMY | ERL H&F(, AT EKT S 2T 5 FAHY =&
SIXE ez medit 7[ERCHE HE8FY St WAz FEE THE[/UCH TH ORRES 68%(CR 12%, PR 55% ZEEhH= I}
EM CH=F0|T ORR 45% CiH| |ol0lst Atgfe ol 8T /AT EATS mDoRE 22.17fE2 7|EJCHIZZEKT Ok
th. F|ERCtet TtEMol HE2oWe Hx| T FQ AA3ZA(KEYNOTE-A39, NCT04223856)2| H+ZAD0f et A7t K27+ Z2

(2023.8)

Elahere SORAYA(R &24}) B XEd At 32.4% 4.8% 27.6%
(Mirvetuximab soravtansine) MIRASOL(QAF34}) BT K ShA] LhA O 42.3% 5% 37%
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Enhertu DESTINY-PanTumor02(&3d) | At 85 50.0% 5% 45%
(Trastuzumab deruxtecan) R Lyaket 57.5% 17.5% 40%

ChAa ot 45% 10% 35%

Er ot 22% 2.4% 19.5%

240 39% 2.4% 36.6%

718t ey 30% 0% 30%
Enhertu DESTINY-CRCO1(24f24) Hold g 453% 0% 453%
(Trastuzumab deruxtecan)
Trodelvy EVOKE-02( &l At24h H| A M| = | 2t Cohort A 69% Cohort A 0% Cohort A 62%
(Sacituzumab govitecan) (TPS250%) (TPS250%) (TPS=50%)
+ Pembrolizumab Cohort B 44% Cohort B 0% Cohort B 38%

(TPS<50%) (TPS<50%) (TPS<50%)

Padcev(Enfortumab vedotin) | KEYNOTE-869(4H1/24h Q=4O 68% 12% 55%
+ Pembrolizumab
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3. F2 AMAY 11 - ADC EEEH

(2023.8)

Isotype Linker Payload Indications Clinical Status
. SYD985 Valine—citrulline . Received CRL
! Byondis (Trastuzumab duocarmazine) HER2 l9GTK (cleavable) Duocarmycin HER2+ BC (2023.05.15)
. MGC018 Valine—citrulline .
2 Macrogenics (Vobramitamab duocarmazine) B7-H3 lgG1k (cleavable) Duocarmycin Prostate cance Phase II/1ll
Merck Sharp & MK-2140 Valine—citrulline
. . ROR1 IgG1 MMAE DLB Ph 1/
3 Dohme (Zilovertamab vedotin) o 961K (cleavable) ¢ ase Ilf
4 EAeshE)n Biotech: ¢ goga TROP2  IgG1 Stable linker Belotecan TNBC Phase Ill
5 Daiichi Sankyo, DS-1062 TROP2 I9GK (ﬂyqne—chme—phenWabrune— DXD BC Phase I
AstraZeneca (Datopotamab deruxtecan) glycine (cleavable)
g Sanof SAR408701 , CEACAMS IgGlk  SPDB (cleavable) DM4 NSCLC Phase I
Innovent (Tusamitamab ravtansine)
7 Daiichi Sankyo 0> 1402 HER3 gg1k  cWvcine-glycine-phenylalanine- DXD NSCLC Phase Ill
(Patritumab deruxtecan) glycine (cleavable)
Ambryx, . Amberstatin
NovoCodex ARX788 HER2 IgG1 Oxime (non-cleavable) 269 HER2+ BC Phase Il

-11-
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No 3|ALH XY Target Isotype Linker Payload Indications Clinical Status

Jiangsu
9  HengRui SHR-AT811 HER2 lgG1k u/d Rezetecan HER2+ BC Phase IlI

- (Trastuzumab rezetecan)
Medicine
Auristatin F-

Mersana XMT-1536 . . . Phase I~Il

10 Therapeutics (Upifitamab rilsodotin) NaPi2b lgG1k Dolaflexin polymer scaffold hydroxypropyl  Ovarian cancer (Discontinued)

amide

(Source: X E, Antibody-drug conjugates come of age in oncology, Nature Reviews Drug Discovery)

CEZEfE) LIEAE[ZHDatopotamab Deruxtecan; Dato-DXd, Daiichisankyo-AstraZeneca, TROP2 ADC)
CHO| O | At R (Daiichisankyo)2t OtA E 2K | 7HAstraZeneca)l| CHEZELRS O E AH|ZHDatopotamab Deruxtecan; Dato-DXd, TROP2
ADC/He, HIAMZEHH2 EZZH|QL FASHA TROP2E HASH= ADCLL IgG1 TROP2 THYEE 2|7} HEZMEEO|E 7|Hto

o
2T 7tse 7S S AMHTZE A TOPT MK HOo|Z2=0 RAEN As F==2 A0 ULt m2Tdd Z2 HO|
(e)

g H[AMZEHQ A&34H(TROPION-Lung01, NCT04656652) X T O|4 HR*/HER2- S & &34(TROPION-Breast01, NCT05104866),
NLE = 2715 B2 Fo|H ME5SH St AA3IAM(TROPION-Breast02, NCT05374512) S CtFst TROP2 HA Z0f CHsH
12702 [|aA|I™EO| Tl FO|Ct.

K|t 78 39, Dato-DXd2| H|AMZH AA34(TROPION-Lung01, NCT04656652) 217t LEE|ACt CrO|O|W ARt OfA E K|
Hote STYSETIZHPFS)0l |olOlstA S0iLt SFE el ZAME AT LEYCE X M HOIH= SHEX @2, 0S
%

HOHE =8 S0 UL

-12-
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SHH 98 10, WCLC 2023(M A H| &3 M HASAX }EX|(Imfinzi, AstraZeneca, Durvalumab, oPD-L1 mAb)2te| HE8E0 AN
1bAHTROPION-Lung04, NCT04612751) H+ZA17} & - YEX|ef 2K HEQROME A2E HHEE(ORR) 50%(PR 78 £
gh, 28 EXNEDCR2 R2.9%S ZMMon, WX FIIZ FHEE2tEl(Carboplatinyg H$H 34 HE2L2HO0|AME ORR 76.9%,
O g

DCR 923%E E-dofl 34 &AM Rlbjgt 2t =Yty AFE2 SHRICh

= L— AA

N
s
|
il
2 1
il

XMT-1536(UpRi, Mersana Therapeutics, Upifitamab Rilsodotin, NaPi2b ADC)

Ofo

X't 6Y, AL (Mersana Therapeutics)2| XMT-1536(UpRi, Upifitamab Rilsodotin, NaPi2b ADC/HA QN2 555 &9 &d 25t
OF QI5t0] StXt 5HO| AFUSHHAM 1AL g TIZd At obXp Ciaf XMT-1536 EH=8 B(UP-NEXT, NCT05329545/ % 232
)i = DIZhY HAQF BHXF CHA XMT-1536+7HE Z2+El(Carboplatin) B-€ 2 H(UPGRADE-A, NCT04907968/ 21 A4 14h) 0 T At
E

0z

<

)

N
Ju

30 0
[

=g B

UMEFT ZX[0f maf 271 LA FTF At HFO| FEHEl G 0]0] 8&0|= OfHEAEl(Avastin, Bevacizumab, oVEGF mAb/&2
2, HaQ, OEY 5) 2 PARP MMz 1~42] X2 O|H0| Ys Ha XNIFd HAY X iy =9 B(UPLIFT,
NCT03319628/ A4t 1b/24)) AU 1A SEHEE SFOHK| XSS LHIUCH UPLIFT A7l 14 SZF = A4A BI7F A2H
HFSE(ORR)OIALH, 2X ZATE2 M =Xl ORR, BHSX|E7(2t eHHd, Wefd SO|RALE XMT-15362| H+A E7F ORR2
15.6%(CR 28/1.4%, PR 208/14.2%), X ORR 13.1%(CR 3H/1.1%, PR 32H/11.9%) 2 CtY 3}5tQBO| ORR 12% CHH| |o/0|st
NS HOIX|E XS H{AtLb= UPLIFT @719 1A+ SZF 0|5F Laet 2/ o8d ZHE OlfE XMT-15362| /i St &

H UL,

-13-
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SYD985(Byondis, Trastuzumab duocarmazine, HER2 ADC)

SYD985(Byondis, Trastuzumab duocarmazine, HER2 ADC/+
Fo|A Surotol| T3 FDAZ)
A ZA
ADOZ Kz 2itE fjdez LU
kinase inhibitor) S 2)&{4! El(Herceptin, Trastzumab, aHER2 mAb)1t2|

ELf2 HER2 ¥4
AMOOIHE 2+

HiohE ESMO20210f Al 2HE &l
S0l MERCE it 53 150 CRLE
d4ATE O[O %[ 27kK| 8 =2 AM L2t (Kadeyla, Trastuzumab emtansine, HER2
C} SYD985 Ch=Q B0 o[Al MEl X222 1)EfO[H E (Tykerb, Lapatinib, HER1/HER2

Hg9Y S0 HXTOR ML PUYMEI|Z 5Y7

QI AF3AHTULIP, NCT03262935) ¥ ZANtE
Htom A HIULV|ZHE HOojM Tt

Cl. TULIP

(mPFS)2 77H & (vs 4.97H )0 Lt MAMET[ZE SLL(MOS)2 217 EH(vs 195/ F) 2 SAXLZE Fo|0|gt ZIE HO|X| %Y
Ch Eoh kN HEEE(ORR)2 27.8%(vs 29.5%)2 CiETat 2 XHo|7h gledl Hlgi ot Zof, =257 HOoHE H|ZoH d2st #%
80| 18.4%(vs 8.76%) 2 UM =7 HO|HE F 2 oz =QIC}
[ 5. ADC 2EE=H Fa &4
(2023.8)

gy X EEE | ORR CR PR

Datopotamab Deruxtecan TROPION-Lung04(2 &t 1ba}) H| A M| =2 | 2t 50% 0% 50%

+ Durvalumab

Datopotamab Deruxtecan 76.9% 0% 76.9%

+ Durvalumab

+ Carboplatin

Upifitamab Rilsodotin UPLIFT( & 1b/24)) ChA Qb 13.1% 1.1% 11.9%

Trastuzumab duocarmazine | TULIP(Q 434 [k 27.8% n/d n/d

-14-
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Az o0, AACR 20230(A 142HS| ADC &3 Z==0| HHE HE=Z SHHOME 40| EAHR ADC A|E2 HRER

HAHMNE X&S AHo 2 HOIL
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Antibody-drug conjugates come of age in oncology, Nature Reviews Drug Discovery

https://www.nature.com/articles/s41573-023-00709-2

Nuances in SORAYA Data Highlight Role of Mirvetuximab Soravtansine in FRa-High Platinum-Resistant Ovarian Cancer, Onclive

https://www.onclive.com/view/nuances-in-soraya-data-highlight-role-of-mirvetuximab-soravtansine-in-fr--high-platinum-resistant-ovarian-cancer

Phase Il MIRASOL (GOG 3045/ENGOT-ov55) Study: Mirvetuximab Soravtansine vs. Investigator’s Choice of Chemotherapy in Platinum-Resistant, Advanced High-Grade Epithelial

Ovarian, Primary Peritoneal or Fallopian Tube Cancers with High Folate Receptor-Alpha (FRa) Expression, /mmunogen Presentation in ASCO2023

https://www.immunogen.com/wp-content/uploads/2023/06/ASCO_MIRASOL_2023-Oral.vF_.pdf

ENHERTU® Demonstrated Clinically Meaningful and Durable Responses in Patients Across Multiple HER2 Expressing Advanced Solid Tumors, Dajichisankyo

https://www.daiichisankyo.com/files/news/pressrelease/pdf/202306/20230605_E.pdf
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Early Activity With Frontline Sacituzumab Govitecan/Pembro in Metastatic NSCLC, 7argeted Oncology

https://www.targetedonc.com/view/early-activity-with-frontline-sacituzumab-govitecan-pembro-in-metastatic-nsclc

Pembrolizumab monotherapy for PD-L1 >50% non-small cell lung cancer, undisputed first choice?, N/H

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6685838/

Final results of DESTINY-CRCO1 investigating trastuzumab deruxtecan in patients with HER2-expressing metastatic colorectal cancer, Nature Communications

https://www.nature.com/articles/s41467-023-38032-4

FDA Approves Enfortumab Vedotin Plus Pembrolizumab for Locally Advanced or Metastatic Urothelial Carcinoma, Onclive

https://www.onclive.com/view/fda-approves-enfortumab-vedotin-plus-pembrolizumab-for-locally-advanced-or-metastatic-urothelial-carcinoma

Enfortumab Vedotin With Pembrolizumab May Usher in New Standard for Treatment of Urothelial Carcinoma, Onclive

https://www.onclive.com/view/enfortumab-vedotin-with-pembrolizumab-may-usher-in-new-standard-for-treatment-of-urothelial-carcinoma

TROPION-Lung01 Trial of Datopotamab Deruxtecan Meets PFS End Point in NSCLC, 7argeted Oncology

https://www.targetedonc.com/view/tropion-lung01-trial-of-datopotamab-deruxtecan-meets-pfs-end-point-in-nsclc

Upifitamab Rilsodotin Fails to Meet ORR End Point in NaPi2b+ Platinum-Resistant Ovarian Cancer, OnclLive

https://www.onclive.com/view/upifitamab-rilsodotin-fails-to-meet-orr-end-point-in-napi2b-platinum-resistant-ovarian-cancer

Byondis' breast cancer drug fails to bloom as FDA denies approval, Fierce Biotech

https://www.fiercebiotech.com/biotech/fda-denies-approval-byondis-her-2-breast-cancer-treatment-citing-too-little-information

SYD985 vs. Physician's Choice in Participants With HER2-positive Locally Advanced or Metastatic Breast Cancer (TULIP), ClinicalTrials.gov

https://clinicaltrials.gov/study/NCT03262935?cond=NCT03262935&rank=18&tab=history&a=41
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