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r/m HER2+ GC
RC48

r/m HER2+ UC
RC48

r/m HER2+ BC
RC48

RC118

BLA

1L HER2+ r/m UC
RC48 + PD-1

2L HER2 low BC
RC48 mono

ITTHA

1L sgNSCLC
RC148 + Chemo

2L NSCLC

RC148 + Chemo

1L HER2 positive mGC
RC48 + PD-1 + trastuzumab

1L HER2 low mGC
RC48 + PD-1 + chemo

1L Ph2/3 CRC
RC148 + Chemo
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==
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1138

1L NSCLC
RC148 + Chemo

2L NSCLC
RC148 + Chemo

2L NSCLC (Plan)
RC278

1L mGC
RC48 combo

2L CLDN18.2+RC148

MIBC
Perioperative RC48 + PD-1

2/3L CRC (Plan)
RC278
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Disitamab vedotin (DV) plus toripalimab (T)
versus chemotherapy (C) in first-line (1L)
locally advanced or metastatic urothelial
carcinoma (la/mUC) with HER2-expression

The NEW ENGLAND
JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Disitamab Vedotin plus Toripalimab in
HER2-Expressing Advanced Urothelial Cancer

Key Inclusion criteria

» No prior systemic treatment for
unresectable locally advanced or
metastatic UC

Central lab-confirmed HER2 IHC
1+, 2+, 0r 3+

Measurable disease per RECIST

v1.1
- Eligible  for ciscplatin  or
carboplatin N=241.

ECOGPSOor1

Median PFS | Stratified HR | 2-sided
N | Events | g950;cl), mo | (95% Cl)
100 DV+T 243 126 13.1(11.1-16.7)
@ b 46 <0.0001
Chemo 241 149 6.5 (5.7-7.4) R
80 =
$ 12-m rate
; 60 —f
% 18-m rate
Q
S . 38.4%
S 40 — |
= :
[
o
o 16.2% DV+T
| 7.5%
i Chemo
0 —
1 T T 1 1 T I 1 T T I T 1 T 1 T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
No. at risk Time (months)
DV+T 243 220 201 174 141 98 81 68 51 37 29 16 7 4 1 1 0
Chemo 241 181 143 86 42 25 15 9 6 4 3 2 0

N¥E] Disitamab vedotin + Toripalimab

i1 20265F B _FBIX/EBLAHL/E

Per BIRC

76.1%

80.0% (95% Cl: 70.3-81.3)

no set maximum cycles S

60.0%

50.0%

&
S PR: 71.6%

RD: 26.0% (95% CI: 17.6-34.1)

80.0%

70.0%

60.0%

50.0%

40.0%

30.0%

PR: 49.0%

20.0%

10.0%

RemeGen
=EEY

3

Per Investigators
RD 21.9% (95% CI: 13.3-30.2)

71.6%

(95% CI: 65.5-77.2)

PR: 67.5%

PR: 46.5%

DV+T Chemo DV+T Chemo
N=243 N=241 N=243 N=241
Median OS Stratified HR| 2-sided
N [Events| 959 cl), mo | (95% CI) P
100 DV+T 243 81 315Q1.7-NB) (¢,
12-m rate © 41-0 73) <0.0001
Chemo 241 117 16.9 (14.6-21.7) *™ =
79.5%
18-m rate .
80 , Median follow-up: 18.2 months
o Y01 1 0,
= J 64.6% 24-m rate
) S i
Q\‘; 60 - 52.8%
g 62.5%
= 40 -
o — DV+T
8 48.1%
{ 39.4% Chemo
20 -
0 -
I I I I I I I I 1 ) I I I 1 1 1 I I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
No. at risk Time (months)
DV+T 243 240 232 225 213 176 149 127 102 78 64 41 31 19 12 6 2 0
Chemo 241 220 215 202 183 148 109 93 73 61 45 38 24 13 8 5] 3

2025 ESMO
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RCH48E & 17/ % — 2818 /T HER2FH M B 15 /B & T H 1L R HT /73K

Disitamab vedotin (DV) plus toripalimab (Tor) and
chemotherapy (C)/trastuzumab (Tra) as first-line (1L)
treatment of patients (pts) with HER2-expressing
locally advanced or metastatic (la/m) gastric cancer

A CORR A=15.7% A=13.6? B
HER2 -pOSItI ve GC & G %0 12-m PFS rate:
100.0% 30 o
82.4% =] 67.0%
80.0% 0 ~—
DV 2.5 mg/kg + Toripalimab + CAPOX 66.7% e g " 66.3% i Lo
(OX: 130 mg/m?, CAP: 1000 mg/m?) 60.0% =] 33.6%
o L -
40.0% 30 o
= R DV 2.5 mg/kg + Toripalimab + Trastuzumab* 2] e 0 e T Tt
n_51 1:1:1 5 g g p 20.0% 104 ——— Tor;Trastuzumab + CAPOX
04
_| Toripalimab + Trastuzumab* + CAPOX 0.0% ' ' . 5 3 O % 1'3
(OX 130 m ’lmZ CAP: 1000 m /m2) DV 2.5mg/kg DV 2.5 mg/kg Tor + Tras + DVZC.'-ﬁam;?kg+Tor+CAPOX 18 16 13 'me (Ton S)T 5 1
: LS : g + Tor + CAPOX + Tor + Tras CAPOX DV25 mohgs Tor + Tras m 1 B I & 2 !

100 4 .
HER2-low GC cORR A=15.1% -0 ._ 6-m FTFS rate:
100.0% 1 | 80 1 L 72.7%
A=10.4% 70 71.4%
HER2-median/low-expressing cohort 80.0% 71.4% e
Stage 2: dose optimization e “re 66.7% £
) 0 =50 o : }=—— =
DV 2.5 mg/kg + Toripalimab + CAPOX 60.0% 96.3% o —il | 53 30;.'_‘
| (OX: 100 mg/m2, CAP: 750 mg/m?2) [y | B
40.0% =1 ,_.._avzsmg\g-rm—c:\;cxi
AR R DV 2.0 mg/kg + Toripalimab + CAPOX 0 e ov20mgig+Torscarox|
1::1/ (0X: 100 mg/m?, CAP: 750 mg/m?) 20.0% i = i
0 I
| Toripalimab + CAPOX 0.0% 0 5 5 9 12
s 3 0. atris Ti th
(OX: 130 mg/m?, CAP:1000 mg/m?) DV2.5mgikg+ DV 2.0mghkg+  Tor+ CAPOX ovoimyimsTuscaror 14 g Tme(rionths)
-
:

coo

Dv2o0 kg + Ti CAPOX 15 12 8
Tor + CAPOX Tor + CAPOX Tors CAROY I 2 3
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RC48-C039:

—ZBHER2{E#Z A
=g A1t

RC48-C040:

—ZBHER2 G F
=g A1k

Arm A

1L HER2-low (IHC
1+/2+FISH-) GC/GEJ

1L HER2-positive
(IHC 3+/2+FISH+)
GC/GEJ

Arm B

Arm A

—
Arm B

DV+ tislelizumab + CAPOX

Tislelizumab+ CAPOX

DV+ Trastuzumab + Approved

PD-1

CAPOX + Trastuzumab +
Pembrolizumab

EX 3783
PFS (per IRC)

RERELE
oS

EX 3783
PFS (per IRC)

RERELE
oS
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RC148(PD-1/VEGF)

Anti-PD-1 antibody

Anti-VEGF nanobody

*Design of RC148

RC148 [GFHEE
RGF:

1. RE: BEENITIET — &80 IR3E/ N Aa AT
HAIl& IR

2. FE: BREUTriaTr —&ip/ N EIA G
PR &SH ST %

3.%E: BRAWITiEfr —& 3R/ A i IHR I
75

40 4
30 A
20 1---|
10 4

Best tumor change from baseline (%)

10
-20
=30 4
40
50
60 4
70 4
80 4
90

sanscLe

saNSCLC

SaNsCLC

B RC148 10 mghkg + Docetaxel

RCI48BEEADCHET B 41E

A TPS 250% 90 1

6-mo rate (95% Cl)

1 49.1 (25.9-68.8)

PFS probability (%)

10 4 —+— RC148 10 mg/kg + Docetaxel

Lo

RC148 + ZFHE:
20mg/kgFIE4H vs 10mg/kgF &R
20mg/kgFIEH B~

ESAICORR (HIAEVEME) (66.7%
vs 28.6%)

EKHmPFS (ML HRETH) (828

0 i 2 3 4 5 & 1 &8
Number at risk, % Time (months)

10 mg/kg

ITT patients Patients with prior PD-(L)1 therapy
1 100 ;
" 3-mo rate 6-mo rate % | 3-mo rate | &-mo rate
% ! 1 5 901 1
~ ) |
g w | = & i
2 i 2 o
g 62.4% g
g ow T IR
2 w0 5 0
: o b e
3 ¥ v E3
£ » 5 2 :
g % 10 :
o]~ RC118+Toripaimab Median follow-up: 4.1 mo i RC118+Toripalimab Median follow-up: 4.1 mo
0 1 2 4 5 7 8 9 0 i H i 3 7 3 3
Number at risk Time {monhs) Number at risk Time (months)
21 21 15 10 8 6 4 3 1 16 16 15 s 6 4 2 1 1
RG118+Toripalimab 21 18 12 8 8 3 2 2 2 RC118+Toripalimab 15 13 8 5 5 2 1 1 1
Events, Median PFS, mo Events, Median PFS, mo
HR (35% CI| s 3 o
n (%) (95% CI) (95% CI) " ) e, HR (25% CI)
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ADC + BCG

BCG naive NMIBC

ADCH+PD-1+chemo

1L HER2 low mGC

RC148+Chemo

1L NSCLC, 2L NSCLC
1L CRC

ADC + RC148

2L CLDN18.2+ mGC
1L HER2+ TNBC

ADC + PD-1
1L HER2+ mUC

MIBC Perioperative
HER2+ GC Perioperative

ADC+PD-1+Tras

1L HER2 high mGC
- PD-1
* PD-1 VEGF BsAb
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