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Background and Rationale Study Design Assessments
« mUC is an aggressive malignancy with 5-year survival rates of <5% PHASE 2 o OPEN-LABEL o MULTICENTER « Tumor response assessments will be performed according to RECIST v1.1
« The current standard of care, cisplatin-based 1L chemotherapy, can be difficult for many patients to tolerate'* « cORR and DCR per RECIST v1.1 by BICR and investigator assessment will be evaluated in the Response Evaluable analysis set;

« In recent years, immunotherapy and ADCs have changed the later-line treatment of mUC?3 corresponding 95% Cl using the Clopper-Pearson method will be presented
- Overexpression of HER2 has been associated with poor outcomes in LA/mUC* Cohort A » Blood samples will be collected for PK and ADA analysis and will be summarized using descriptive statistics
oho

« DV is a HER2-directed ADC that elicits antitumor activity through proposed multimodal mechanisms of action including direct cytotoxicity, HER2+ (n=75) » For Cohorts Aand B, the patient reported outcomes will be assessed
bystander effect, and ICD? Eligibility « Safety assessments will include monitoring and recording of AEs (including SAEs), concomitant medication, changes in laboratory test
o DV comprises a fully humanized immunoglobulin G1 monoclonal antibody (disitamab), the clinically validated microtubule-disrupting : '—A/mFJCa _ DV results and vital signs, ECOG PS, ECGs, and cardiac ejection fraction results. AE severity will be graded using CTCAE v5.0
agent MMAE which induces apoptosis, and a protease-cleavable mc-vc linker that attaches MMAE to disitamab and enables No prior anti-HERZ2 agents or monotherapy
preferential release of MMAE within target cells® MMAE ADC Eligibility Criteria
1-2 lines of prior Cohort B

o MMAE released from disitamab vedotin can induce ICD, which promotes activation and recruitment of immune cells to tumors to elicit

Key Inclusion Criteria
antitumor activity® y

platinum-containing therapy HER2-low (n=75) Primary

. . . . L . for Cohorts A and B endpoint - Histologically-confirmed, locally advanced, unresectable or metastatic urothelial cancer, including UC originating from the renal pelvis, ureters,
» The capacity of DV to induce ICD supports the rationale for its combination with immunotherapy agents’ No prior LA/mUC therapy for DV + pembrolizumab SRR SRR o e s
*C ! : . . .
o Preclinical data in xenograft mouse models show combining DV with immunotherapy enhances antitumor immunity and primes the Cohort C (n=50) BICR Y + HER2-expression status determined by central laboratory to be IHC 1+, 2+, or 3+, in the provided tumor sample
immune system to mount a memory T-cell response’ Eligible to receive cisplatin- Cohorts A and B onl
: e _ y
« DV has been conditionally approved in LA/mUC and gastric cancer in China and was granted Breakthrough Therapy designation by the oricanooplatinscontaining Cohort C Single arm DV + * Patients must have received only 1 or 2 lines of prior systemic treatment for LA/mUC, including 1 line of platinum-containing chemotherapy
FDA for post-platinum treatment of HER2-expressing LA/mUC? chemotherapy per HER2+/HER2-low pembrolizumab (neoadjuvant or adjuvant systemic chemotherapy with or without a PD-L1 inhibitor, with progression within 12 months of completing last dose,

_ _ _ . _ - investigator for Cohort C (n=120) (n=20) is considered a line of prior therapy)
« RC48G001 (NCT04879329) is a phase 2, multicohort, open-label, multicenter trial to evaluate the antitumor activity, safety, and PK of DV - Radiographically documented disease progression during or after the most recent line of therapy for LA/mUC

monotherapy, and DV with pembrolizumab, in patients with HER2-expressing la/mUC DV monotherapy - ECOGPSof0or1
(n=50)

Cohort C only
* No prior systemic therapy for LA/mUC (neoadjuvant or adjuvant systemic chemotherapy with or without a PD-L1 inhibitor, with progression
after 12 months of completing last dose, is allowed)

Proposed Mechanism of Action of Disitamab Vedotin

. . @Histologically-confirmed, including UC originating from the renal pelvis, ureters, bladder, or urethra. . i A f
D I S I TAMAB VE DOTI N Proposed mechanism of action of : 'I\Eﬂgztgepgfﬂnouw e(llrglzble
an antibody-drug conjugate directed to HER2* Study Treatment o
Key Exclusion Criteria
ﬁ?;;czgfal - Acteted Teel » Cohort A will evaluate DV as a monotherapy for HER2-positive tumors (IV, Q2W) « Known hypersensitivity to DV or pembrolizumab (Cohort C only)
SIvEeS Immunogenic cell . . S
o death (ICD) - Cohort B will evaluate DV as a monotherapy for HER2-low tumors (IV, Q2W) * Prior antitumor treatment within 2 weeks of study start | |
. S Tumor  TCR ] ) ) . » Toxicity from previous treatment that has not returned to grades 0 or 1 (exception: alopecia)
sty b \‘ y MHacmigen\ | » Cohort C will evaluate DV (IV, Q2W) = pembrolizumab (IV, day 1 of each 6-week cycle) for treatment-naive HER2-positive and - Prior MMAE-based ADC or HER2-directed therapy
Py ° class | -4l TCR — HER2-low tumors - Peripheral sensory or motor neuropathy 2 grade 2
Proteese: — [ \ ;g];;;;nJo . . . « Other malignant tumors within 3 years of treatment except the following:
meve linker — o e i Objectlves and Endpomts - Treated prostate cancer (treated with definitive intent) 21 year prior to treatment start
B ~ntigen internalization | and immunedy o > Malignancies that can be cured following treatment
binding =) i e En<.:ioplasm|c stimulating signals . . . . . .
\ Jg g MMA:' e I , < , e Primary Objectives Primary Objectives
Y& . J | Sl - Evaluate the efficacy of DV # pembrolizumab . GORR per RECIST v1.1, assessed by BICR
)\3. W Summary
»Lym /O ; (5 SloEy Secondary Objectives Secondary Objectives HERS | d4i tiole ¢ t o oluding UG. and i iated with t Cat tod th i
HER2 signaling o N B icrotubuie B « Evaluate the efficacy of DV + pembrolizumab as measured « cORR per RECIST v1.1, assessed by investigator : roe:ihor\::;e;;gezi:n t:glr%”bfneefiijm;';er{fsej\;i tIrT(IJ—IlIJEIIangex ;eas,r;inm?gmc?rsssoma ed with poor outcomes, a fargeted therapeutic
K F 0 A by DOR, PFS, DCR, and OS . ¢DOR, PFS, and DCR (cCR, cPR, and SD) per RECIST . D‘z/p. e P et ADC ot o .tp - o P ) g  imodal mechanisms of act
,,,\w . @ pirecttumor cell -« _ » Evaluate the safety and tolerability of DV £ pembrolizumab v1.1, assessed by BICR and investigator 'S a ~ |rec.e. a e_'C' S _an tumorac 'V'_y roug propqse _mu 'moda mec amsr_ns oraction o _
hd HER2 apoptosis MM-AE‘, - | Bystander killing’ . Investigate the PK characteristics of DV + pembrolizumab . 0S o The capacity of disitamab vedotin to induce ICD, which promotes activation and recruitment of immune cells to tumors to elicit antitumor
\;;"‘lv - _'émcrecnet” froe MIS\J/IAE and total amount of antibod; P ’ . Incid fAES d lterat aborat 4 ECG activity, supports the rationale for its combination with immunotherapy agents
A G e T U8 s . g : ’ Sy . nelaence o = PLERD GHIEIE, [E1LCIELEn/ el « The RC48G001 trial is a phase 2 multicohort, open-label multicenter trial to evaluate the antitumor activity, safety, and PK of DV alone, and
cellular cytotoxicity (ADCC)" Foylla " g  Investigate the PK characteristics of pembrolizumab when abnormalities, ADAs in combination with bembrolizumab. in atier;ts with HER2-expressing LA/mUC ’ ’ ’
receptor 0.0 . c c g -
NK cel ) administered in combination with DV « Change from baseline LVEF _ _ P _ ’ P _ P _ 9 _ _ N
: . . . . « Enrollment is ongoing in North America and planned in Europe, Latin America, Asia-Pacific, and Israel
AKT: protein kinase B; APC: antigen-presenting cell; HER2: human epidermal growth factor receptor 2; MHC: major histocompatibility complex; NK: natural killer; PI3K: phosphoinositide 3-kinase; TCR: T-cell receptor y Evaluate the ImmunogenICIty Of DV i pembrOIIZLImab ¢ PK parameters (AUC, Cmax’ Tmax’ trough)
*Additional mechanisms of action and their potential to complement the direct cytotoxicity of some MMAE-based antibody-drug conjugates are currently underinvestigation ° Evaluate the |mmunogen|C|ty Of pembro“zu mab When
*Disitamab vedotin is an investigationgl agent, and its safety and efficacy have not been established. adm|nlstered |n Comblnat|0n Wlth DV AbbreViationS
© 2022 Seagen Inc., Bothell, WA 98021. All rights reserved. USM/DV/2022/0001
1L, first-line; ADA, anti-drug antibody; ADC, antibody-drug conjugate; AE, adverse event; AUC, area under the concentration-time curve; BICR, blinded independent central review; cCR, confirmed complete response;
Disclosures: ThIS StUdy was Sponsored by Seagen |nC., Bothell, WA, USA in CO”aboration with Merck Sharp & Dohme LLC, a Subsidiary Of cDOR, confirmed duratiqn of response; Cl, confidence interval; Cmaf, maximum concentra’_(iqn; cORR, co_nfirmed objective response rate; cPR, confirmed partial response; CTCAE, common terminology for adverse events;
. . . . Cuough, trough concentration; DCR, disease control rate; DOR, duration of response; DV, disitamab vedotin; ECG, electrocardiogram; ECOG PS, Eastern Cooperative Oncology Group Performance Status; FDA, US Food and
Merck & Co., Inc., Rahway, NJ, USA and RemeGen Co., Ltd., China. Dr. Powles is employed by Roche and reports consulting agreements with Drug Administration; HER2, human epidermal growth factor receptor 2; HER2+, HER2-positive; ICD, immunogenic cell death; ICMJE, International Committee of Medical Journal Editors; IHC, immunohistochemistry;
Refe rences BiOMOtiV Janssen Dend reon Meer GlaXOsmlth K"ne BristoI-Myers SCIUIbb AstraZeneca |psen Pﬁzer Novartis Seagen |nCtye Roche IV, intravenous; LA/mUC, locally advanced unresectable or metastatic urothelial carcinoma; LVEF, left ventricular ejection fraction; MMAE, monomethyl auristatin E; mUC, metastatic urothelial carcinoma; OS, overall survival;
Exelixis ’MSD Me’rck Astella,s Johnéon 8 Johnson EI,SaI Mashup Ltd. Dr P’owles reports ,researé;h fund,ing from I’QOChe Br’_lstol M’yers Sq;Jlbb PD-L1, programmed death-ligand 1; PFS, progression-free survival; PK, pharmacokinetics; Q2W, every 2 weeks; RECIST, Response Evaluation Criteria in Solid Tumors;SAE, serious adverse events; SD, stable disease;
’ ’ ’ ’ ’ ) . . ’ = ’ Tmax time to maximum concentration; UC, urothelial carcinoma.
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