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Background and Rationale Study Design Eligibility
» Metastatic urothelial carcinoma. (mUQ) is an aggressive malignancy with 5-year survival rates of .<5%12 PHASE 2 . OPEN-LABEL MULTICENTER Key Inclusion Criteria Key Exclusion Criteria
The current standard of care, cisplatin-based 1L chemotherapy, cannot be tolerated by many patients » Histologically-confirmed, locally advanced, unresectable or » Known hypersensitivity to DV or
There is a strong need for improved 1L and later lines of therapy metastatic urothelial cancer, including UC originating from the pembrolizumab (Cohort C only)
« HERZ2 !s part_ of the human epider_mal growth factor receptor _family e_znd IS expressed c;n multiple tumor Cohort A renal pelvis, ureters, bladder, or urethra e Prior antitumor treatment within
types, including UC. Overexpression of HER2 may be associated with poor outcomes® and no HER2+ (n=75) - HER2-expression status determined by central laboratory to be 2 weeks of study start
HERZ2-directed therapies are currently approved for UC in the US and EU IHC 1+, 2+, or 3+, in the provided tumor sample - Toxicity from previous treatment
* Disitamab vedotin (DV) is a HER2-directed ADC that elicits antitumor activity through proposed . ?r\., » Cohorts A and B only: that has not returned to
multimodal MOAs including direct cytotoxicity, bystander effect., and immunogenic cell death. DV has Eligibility Onotherapy > Patients must have received only 1 or 2 lines of prior systemic Grades 0 or 1 (exception:
previously shown promising efficacy in combination with PD-1 inhibition in patients with mUC* « LA/mUC* treatment for LA/mUC, including 1 line of platinum-containing alopecia)
» DV has been conditionally approved in LA/mUC and gastric cancer in China and was granted ' EA?\AFXE;%@_HERZ agents or HEISZO- T'O?A',rt(fzm | chemotherapy (neoadjuvant or adjuvant systemic chemotherapy with . prior MMAE-based ADC or
Breakthrough Therapy designation by the FDA for post-platinum treatment of HER2-expressing LA/mUC?® .\ 1-5 lines of or AIEL or without a PD-(L)1 inhibitor, with progression within 12 months of HER2-directed therapy
. . . . . . —~ llinkss @IF e Endpoint completing last dose, is considered a line of prior therapy) |
« RC48G001 is a phase 2, multicohort, open-label, multicenter trial to evaluate the antitumor activity, latinum-containing thera : « cORR Db . . . . . e P heral
. . . . . . P J Py DV + pembrolizumab 4 - Radiographically documented disease progression during or after eripheral sensory or motor
safety, and PK of DV monotherapy, and DV with pembrolizumab, in patients with HER2-expressing for Cohorts A and B, and no n=50 BICR graphicatty Prog J Y > G 5
- (n=30) the most recent line of therapy for LA/mUC neuropathy = Grade
LA/mUC prior LA/mUC therapy for PY : s
Cohort C Cohort C Single arm DV + » ECOGPSoffort O gtheearr;n c?ll‘lgrgz?:ngrz? Z;Sc\évltthtlr?e
- _ _ _ HER2+/HER2-low pembrolizumab . Cohort C onlv: years o P
y
Disitamab Vedotin Proposed Mechanism of Action (n=120) (n=20) following:

o No prior systemic therapy for LA/mUC (neoadjuvant or adjuvant

. . . . . o Treated prostate cancer (treated
systemic chemotherapy with or without a PD-(L)1 inhibitor, with

DV Monotherapy with definitive intent) 21 year prior

(n=50) progression after 12 months of completing last dose, is allowed) to treatment start
DIS I TAMAB VE DOTI N PrOpOSGd mechanism of action of o Must be platinum eligible > Malignancies that can be cured
an antibody-drug conjugate directed to HER2* - ECOG PSof0, 1, or 2 following treatment
. . ADC: antibody-drug conjugate; BICR: blinded independent central review; cORR: confirmed objective response rate; DV: disotimab vedotin; HER2: human epidermal growth
o Aeivaizel el factor receptor 2; LA/ImUC: locally advanced unresectable or metastatic urothelial carcinoma; MMAE: monomethyl auristatin E
antizocy HER2 Immunogenic cell ‘Histologically-confirmed, including UC originating from the renal pelvis, ureters, bladder, or urethra Assessments
/ Subdomain IV death (ICD)*
Tumor TCR
e e 2 orioeny | _ _ _ * Tumor response assessments will be performed according to RECIST v1.1
B e o _— Objectives and Endpoints . . . .
- y ol  cCORR and DCR per RECIST v1.1 by BICR and investigator assessment will be evaluated in the Response
Protease- umor <

Evaluable analysis set; corresponding 95% CI using the Clopper-Pearson method will be presented

antigen
° o o u u u | ]
Direct cytotoxicity | MHC — Prima Obiectives Prima Endpoints : : : : . T
) Antiger B compex i e it Y D » Blood samples will be collected for PK and ADA analysis and will be summarized using descriptive

cleavable
mc-vc linker

binding .~ pry. EO gy i loting signals » Evaluate the efficacy of DV £ pembrolizumab * CORR per RECIST v1.1, assessed by BICR statistics
/‘sﬁ release s S _ Al - - - . :
)'é % \B M“.”A.E | . , Sy Secondary Objectives Secondary Endpoints « For Cohorts A and B, the patient reported outcomes will be assessed
o )\) . | | « Safety assessments will include monitoring and recording of AEs (including SAEs), concomitant
ENS -  oa [ ceiovee ) E‘S‘F'{“aé%tsh%egp'faﬁ doggv t pembrolizumab as measured by iCnc\)/eRslji paetE)I;{ECIST v1.1, assessed by medication, changes in laboratory test results and vital signs, ECOG PS, ECGs, and cardiac ejection
S rr N .Flgﬂ;;o;;;:;'e N e ! ! ’ J fraction results. AE severity will be graded using CTCAE v5.0
Ny P el s . . I > i - Evaluate the safety and tolerability of DV + pembrolizumab *cDOR, PFS, and DCR (cCR, cPR, and SD)
s : ngggtt;;rsnor adl - N\ 4B » Investigate the PK characteristics of DV + pembrolizumab, free ﬁ]e\/restlizglti: v1.1, assessed by BICR and Summary
_ &HERZ‘W " 2y slalar Ll MMAE, and total amount of antibody J
R S — Ly Jh0 r | e * Investigate the PK characteristics of pembrolizumab when *OS  HERZ2 is overexpressed in multiple tumor types, including UC, and may be associated with poor
cellular cytotoxicity (ADCC)* fecgl!:)atorsy”apse : administered in combination with DV * Incidence of AEs, dose alterations, laboratory outcomes. No HER2-directed therapies have been approved in the US and EU for LA/mUC, and novel
NK cel £, 4 + Evaluate the immunogenicity of DV + pembrolizumab and ECG abnormal.ltles, ADAs treatment options are urgently needed for this disease
AKT:.F.)rotein kinase. B; APC:ar.1tigen—pres.enting Cé”; HER2: human epider.mal growth lfa.ctor receptor 2; MHC: major.mstocompatibili.ty complex; NK: natural kiIIe.r; Pl3f(: phosphoinositide 3-kinase; TCR: T-cell receptor ° Eva uate tqe ImmunogenICIty Of pembrthumab When ° Change frOm basellne LVEF ® DlSltamab VedOtIn IS a nOvel, |nveSt|gat|Ona| ADC COmprlsed Of a HERZ'dlreCted mAb Conjugated tO
TAdditional mechanisms of action and their potential to complement the direct cytotoxicity of some MMAE-based antibody-drug conjugates are currently underinvestigation adm|n|Stered |n Comblnatlon W|th DV ® PK parameters (AUC, Cmax, Tmax’ trough) MMAE that e“CltS antltumor aCtIVIty thrOugh proposed MOAS IﬂClUdlng MMAE'dlreCted CytOtOX|C|ty,
© 2072 Sesqenlie, BofEIl WA SECRT Al Bhic recerMIE T S [ bystander effect, and immunogenic cell death

 The RC48G001 trial is a phase 2 multicohort, open-label multicenter trial to evaluate the antitumor
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J
' 1L: first-line; ADA: antidrug antibody; ADC: antibody-drug conjugate; AE: adverse event; AUC: area under the concentration-time curve; BICR: blinded independent central
o -
Cohort B will evaluate DV as a monotherapy fOI’ HERZ lOW tumors (IV’ QZW) References review; cCR: confirmed complete response; cDOR: confirmed duration of response; C__ : maximum concentration; cORR: confirmed objective response rate; cPR: confirmed
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EsE | | | | | | o 3. Zhao J, Xu W, Zhang Z, et al. Prognostic role of HER2 expression in bladder cancer: a systemic review and meta-analysis. Int Urol Nephrol. 2015; 47:87-94. MOA: mechanism of action; mUC: metastatic urothelial carcinoma; OS: overall survival; PD-1/PD-(L)1: programmed cell death protein 1/programmed death-ligand 1;
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