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Telitacicept for IgA Nephropathy — Interim
Analysis of a Phase 3 Trial
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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

e NEW ENGLAND
JOURNAL of MEDICINE

I ORIGINAL ARTICLE l

Disitamab Vedotin plus Toripalimab in
HER2-Expressing Advanced Urothelial Cancer

EHETE2025 4

Key Inclusion criteria

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

Central lab-confirmed HER2 IHC

1+, 2+, or 3+

« Measurable disease per RECIST
vl

+ Eligible for ciscplatin  or
carboplatin

N=241

.

ECOGPSOor1

N=243 Disitamab vedotin + Toripalimab

no set maximum cycles AL

Median PFS | Stratified HR | 2-sided
N | Events | (950, Cl),mo | (95% Cl) P
9 S DV+T 243 126  13.1(11.1-16.7)
0.36 <0.0001
(0.28-0.46) -
Chemo 241 149 6.5 (5.7-7.4)
80 =
<§ 12-m rate
E 60 —f
E 18-m rate
8 38.4%
S 40 = !
= ‘
[V
a
- 16.2%
! 7.5%
f Chemo
0 —
I I I I 1 1 1 I 1 I 1 1 I 1 1 1
0 2 4 6 8 10 12 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 2241 181 143 86 42 25 15 6 4 3 2 0

FRE12026 FEF _FLH1B LAHE

Per BIRC

76.1%

800% (95% CI: 70.3-81.3)

60.0%

50.0%

ORR

PR: 71.6%

400%

30.0%

200%

0.0%

DV+T
N=243

100 -

12-m rate

79.5%

80 -

A& LT, HIFIREE

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

Lo

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

71.6%

(95% Cl: 65.5-77.2)

PR: 67.5%

PR: 46.5%

DV+T Chemo
N=243 N=241

Median OS [Stratified HR| 2-sided

(95% ClI), mo ‘ (95% CI) P
31.5 (21.7-NE) . 42‘?373) it
16.9 (14.6-21.7) ™ =

18-m rate

Median follow-up: 18.2 months

——  DV+T

Chemo

<
=2
>, 60
£
o)
© o
3 2.5%
= 40
%
%)
O
20
0 -
T T T T T T T T T
0 2 4 6 8 10 12 14 16
No. at risk
DV+T 243 240 232 225 213 176 149 127 102
Chemo 241 220 215 202 183 148 109 93 73

Time (months)

30 32 34
6 2 0
5 3

2025 ESMO
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HERZ2-positive GC

DV 2.5 mg/kg + Toripalimab + CAPOX
(OX: 130 mg/m?, CAP: 1000 mg/m?)

n=51 C@—» DV 2.5 mg/kg + Toripalimab + Trastuzumab*
_| Toripalimab + Trastuzumab™* + CAPOX
(OX: 130 mg/m?2, CAP: 1000 mg/m?)

HER2-low GC

HER2-median/low-expressing cohort
Stage 2: dose optimization

DV 2.5 mg/kg + Toripalimab + CAPOX
(0X: 100 mg/m2, CAP: 750 mg/m2)

>

— R
n=45 Q1D—>

_| Toripalimab + CAPOX
“| (0X: 130 mg/m?, CAP:1000 mg/m?)

DV 2.0 mg/kg + Toripalimab + CAPOX
(OX: 100 mg/m2, CAP: 750 mg/m2)

cORR
100.0%

80.0%
60.0%
40.0%
20.0%

0.0%

cORR
100.0%

80.0%
60.0%
40.0%
20.0%

0.0%

A=15.7T%

66.7%

DV 2.5 mg/kg

+ Tor+ CAPOX

71.4%

DV 2.5mg/kg +
Tor + CAPOX

A=13.6%
82.4%
68.8%

DV 2.5mg/kg Tor + Tras +

+ Tor + Tras CAPOX

A=15.1%

A=10.4%
66.7%
56.3%

DV 2.0 mg/kg + Tor + CAPOX

Tor + CAPOX

No. at risk

PFS (%)

2025 ASCO

ANNUAL MEETING

Disitamab vedotin (DV) plus toripalimab (Tor) and

RemeGen
=EEY

3

chemotherapy (C)/trastuzumab (Tra) as first-line (1L)

3 treatment of patients (pts) with HER2-expressing

locally advanced or metastatic (la/m) gastric cancer

100
90
80 <
70+
60 —
50 4
40 <4
30
20 4

10

12-m PFS rate:

DV 2.5 mghkg+ Tor + CAPOX
DV 2.5 mg/kg+ Tor + Tras
Tor + Tras + CAPOX

No. atrisk

DV 2.5 mg/kg + Tor + CAPOX
DV 2.0 mg/kg + Tor + CAPOX

Tor + CAPOX

PFS (%)

100 4
90
80
70
60
50
40
30 4
20

10

0

67.0%
DX )| E—
953.6%
PV———
——*—— DV 2.5 mgtkg#+ Tor + CAPOX
——=—— DV 2.5 mg/kg+ Tor + Trastuzumab
———=—— Tor + Trastuzumab + CAPOX
0 3 6 3 12 15 18
Time (months)
18 16 13 1 7 5 1
17 14 13 10 ] 2 1
16 12 9 8 7 2 0
6-m PFS rate:
'
P 72.7%
1
71.4%
[« =
-—
93.3%

eV 2.5 ey + Tt + CAPOX
e DV 2.0 mgiig + Ter + CAFOX
o Tor+ CAPOK

14 12
15 12 8
16 12 3

3 ]
Time (months)
9
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Arm A

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

Arm B

Arm A

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

—-
Arm B

DV+ tislelizumab + CAPOX

Tislelizumab+ CAPOX

DV+ Trastuzumab + Approved

PD-1

CAPOX + Trastuzumab +
Pembrolizumab

FRL A
PFS (per IRC)

KR BL X
(O

PFS (per IRC)
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RC148(PD-1/VEGF)
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3

40 100
3 zz 4 - A TPS 260% _ 7 | — ‘ 6-mo rate (95% Cl) RC148 + gﬁ'ﬂt%
P €] | 20mg/kgF| &4 vs 10malkgFI&4
. . E 0 = | i _
Anti-PD-1 antibody g £ 22 ] 149.1 (25.968.8) 20mg/kgFI EHE
| . i
fw o ESMCORR (FHIAEMEME) (66.7%
) :Z vs 28.6%)
E 750 | RC148 10 mgikg + Doc S N
& w1 LR B+ EKMMPFS (PATHRETFL) (8.28
: n R ’ ; ; —vs 5.82/B; HR: 0.445),
AntI-VEGF nanObOdy EE ] e 04 + Number atm:.% ‘ ’ T\medfmnnlh:) ’ ! ! °
h 10 mgikg
2025 ESMO 10
*Design of RC148 . o
ITT patients Patients with prior PD-(L)1 therapy
‘:Z 3.mo rate 6-mo rate R 122 : | 3-mo rate 6-mo rate
g F) :é 8 - | .
RC148 |G/ E §n i o RC148 + RC118 vs RC118 + PD-1:
§a M
i £l o ITT AR ORR 57.1% vs 33.3%; mPFS
L. EP . L £ 7.9vs 4.3/ F (HR 0.43),
° E*'%'f'tﬁ_zﬂé}ﬁﬁ%){kjlz /J\gﬂi H@Hfﬁﬁl I I'Hﬁ“ﬁi% 0 : _'_1 RC”Z'“"P@":“ sMed\a: fo\low—vup:fl 1:10 . o |_—— Rc118+Toripalimab Median follow-up: 4.1 mo
4 0 1 2 3 4 5 7 8 9
_IEE )\QH_ Number at risk Time (manths) Number at risk Time (months) e o N
- 2 2 15 10 8 6 4 3 1 1% 1 1 8 6 4 2 " " E%TEEPXQQPD‘(L)17S§?E‘Q%%WZH¢
\ K : K % IR T RC118+Toripalimab 21 18 12 8 8 3 2 2 2 RC118+Toripalimab 15 13 8 5 5 2 1 1 1 !
- BREWTIRTT —Z%AESHRIE/ N RAR AT 2 1 HA IR T , ORR 62.5% vs 20.0%; mPFS 6.1 vs 4.3
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