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- HER2 IHC2 IHC =21+ : hasta el 70% CU. \\ o e

- ADC anti-HER2 efectivos en UC HER2 post-
guimio.

- Aprobados: Disitamab-Vedotin (China) / T-
DXd (EE.UU).

ADC

- Tumor inmunogeénico con alta carga de
mutaciones somaticas.

- Disitamab-Vedotin + Toripalimab demostro
eficacia prometedora en pacientes con UC no
seleccionados en un ensayo clinico fase 1b/2 .

Sheng X, et al. J Clin Oncol 2022;40(25):2940-49.
Sheng X, et al. Ann Oncol 2023;34(S2):S1318.
Robertson AG, et al. Nature 2017;550(7676):331-36.
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Key Inclusion criteria ._ _ . Dual primary endpoints:
YEPYE] Disitamab vedotin + Toripalimab R TSSPYTERrrr Rovg:1 (e
+ No prior systemic treatment for
unresectable locally advanced or g N, « 0§
MatAetic C Secondary endpoints:

+ Central lab-confirmed HER2 IHC

14,24+, 0r 3+ « PFS assessed by investigators
+ Measurable disease per RECIST « ORR (per RECIST v1.1), DCR, and

v itabi
+ Eligible for ciscplatin  or a‘p‘s:::‘ n/ ‘. 'l?‘?’zsifgs::;fsd i

i ‘ n

el S - s

. or
& maximum of 6 cycles « Qol, PK, and immunogenics
Stratification factors ~Treatment continued until disease progression/death, intolerable toxicity, or consent

withdrawal,
+ Cisplatin-eligibility (eligible vs ) ) ) )
ineligible) ~In the Chemo group, assignment of cisplatin or carboplatin was protocol-defined. Chemo was
administered for a maximum of 6 cycles.
+ HER2 expression status (1+ vs 2+/3+) S ; .
) ~Statistical plan for analysis: the first analysis was planned to be performed after approximately
* Visceral metastases (present vs absent) 278 PFS (final) and 183 OS events (interim).

D é’gre ﬁf‘pat’falﬁzoza LBA7 (RC48-C016 Study)
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. . - Overall Survival
Degﬁgtm ee Survival accordmg to BIRC Clinically meaningful reduction in the risk of death by 46% with DV« T
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§a%2ety Summary
Incidence of grade 23 TRAEs: 55.1% with DV+T vs 86.9% with chemo

DV+T (%) Chemo (%)

Any TRAE (4577 T —— DV4+T

Chemo
Aspartate sminotrarsferase increased (WA T e (N = 243) (N = 222)*
Nanine aminotransferase icressed A58 O #a
Anoemia 416 saless R T Treatment-emergent adverse 243(100) 222100}
Nopeda 4O 170 it the
Hyposesthesia (3347 B s
Asth : B 1 SR Treatment-related adverse events
cnia  [B38 (TRAES) 240 (988} 222 (100)
Welght decreased 334 7 rsa
Hypertriglyceridosmia (272 o Grade >3 TRAEs 134(557) 193 (86.9)
Decreased appetite 29.3 _
Nausea (280 (B Grada 3 107 (440) 93 (419
Prurtus  |33557
Hyposlbuminsomia  [E5 [T Grade 4 2499 97 (43.7)
Gamma-glutamyltrarsterase increased (4 . | 74080 77 Grade S 3.2) 301.4)
Neutrophil count decreasad 164
Rash A |l 1) Serious TRAEs 69 (284) 90 (40.5)
Neuropathy peelpheral 953 Koo
Wihite blood call count decrazsed NI IMMUNe-1oisied SIe SVemts
Hyponutraenia  SHERI EIDCINAY Any grade 114 (46.9) /
Vomiting [0 DO
Blood creatinine mcressed  [IRA jom - ] Grade 23 46 (189) /
Grade 1-2  Grade 23

Upase incressed 82 EERY 36

B ooptocyte cout deomased 88 TN TRAE leading to discontinuation
Cheno of 30{123) 23(104)
et Mypokalaemia 02V EEICTIN? any study treatment

Flatelet count decreased 53 XTI

DVt

*19 patients i The chemo aroud chd NOT W 1he Assaned taatment

Sheng X, et 4R§48-C016 Study)
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- El estudio fase Ill RC48-C016 demostré6 que DV+T prolonga significativamente la SLP y la SG
frente a quimioterapia en pacientes con la/mUC con expresion de HER2 no tratados previamente
(SLP: 13,1 vs 6,5 meses (HR 0,36); SG: 31,5 vs 16,9 meses (HR 0,54); beneficios consistentes en
todos los subgrupos).

- Perfil de seguridad mas favorable que la quimioterapia, con menos TRAEs de grado =3 (55,1% vs
86,9%).

- DV+T re Wedion O6 raperted fum various Phaoe I isks of . therepios® un potencial nuevo estandar de primera linea en

(NO CROSS-TRIAL COMPARISON IS ALLOWED')
Ia./mUCH [ ORIGINAL ARTICL) ]

Disitamab Vedotin plus Toripalimab in
HER2-Expressing Advanced Urothelial Cancer
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