Zelenectide pevedotin (BT8009) plus pembrolizumab in first-line cisplatin-ineligible locally advanced/metastatic
urothelial carcinoma: Update on Duravelo-1 B/
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INTRODUCTION

» Additional therapeutic options are needed for patients with locally advanced or metastatic urothelial
cancer (la/mUC) as current antibody-drug conjugate-based first-line treatments are associated with high
rates of treatment-related events, including skin toxicities and severe reactions'

» Bicycle® molecules are an innovative therapeutic class in development that offer the manufacturing and
pharmacokinetic properties of a small molecule with the high binding specificity of a biologic,#* making
them ideally suited for the targeted delivery of a range of payloads such as cytotoxins to solid tumors
without the potential adverse events associated with monoclonal antibodies

» Zelenectide pevedotin (zele, formerly BT8009) is a first-in-class Bicycle® Drug Conjugate (BDC®) with low
molecular weight (4.2 kDa), comprising a highly selective Nectin-4-targeted Bicycle® peptide conjugated
to the cytotoxic drug monomethyl auristatin E (MMAE) via a cleavable linker (Figure 1)~

» DURAVELO-1/BT8009-100 is an early-phase study of zele across advanced solid tumors, including
urothelial carcinoma, that demonstrated promising antitumor activity and a generally tolerable safety
profile in 2 settings: previously treated , enfortumab vedotin (EV)-naive la/mUC and first-line cisplatin-
ineligible la/mUC in combination with pembrolizumab (pembro) [expansion cohort B7]8°

RESULTS

PATIENT DEMOGRAPHICS AND CHARACTERISTICS

» As of 1 August 2025, 22 patients were treated with zele 5 mg/m? on D1/8/15 plus pembro (Table 1)

- Median age was // years

= Most patients had an Eastern Cooperative Oncology Group (ECOG) performance status (PS) of
2 (45.5%) or 1 (31.8%)

TABLE 1. PATIENT DEMOGRAPHICS AND CLINICAL CHARACTERISTICS

Patients (N=22)

Patient characteristic

FIGURE 1. ZELENECTIDE PEVEDOTIN STRUCTURE’

Bicycle® peptide
targeting Nectin-4

MMAE cytotoxin

Molecular weight: 4.2 kDa Spacer

OBJECTIVE

» To report updated efficacy and safety of zele + pembro in previously untreated, cisplatin-ineligible patients
with la/mUC (Cohort B7)

METHODS

FIGURE 2. DURAVELO-1 STUDY DESIGN
Early
Development

A-1 Dose escalation

Selected Regimen for

Combination Expansion Dose Expansion Cohorts®

Urothelial carcinoma cohorts

B1: Post-EV la/mUC
Zele 5 mg/m? 1V oS am

Zele monotherapy on B3: EV-naive previously treated la/mUC
(N=49) Days 1/8/15
B7: Zele + pembro
+ 1L cisplatin-ineligible la/mUC (N=22)
Pembro 200 mg IV ]
A-2 Dose de-escalation on Other solid tumor cohorts
SEVA B4: Ovarian
Zele + pembro of a

B5: Triple-negative breast cancer

(N=7) 21-day cycle

B6: Non-small cell lung cancer

2B1-B6 were monotherapy dose-expansion cohorts at RP2D; B7 was combination expansion cohort.

» Adults with la/mUC who were ineligible for cisplatin per Galsky criteria'® and had not received prior
anticancer systemic therapy for la/mUC were eligible

» Patients received intravenous zele 5 mg/m? on Days (D) 1, 8, and 15 plus pembro 200 mg on D1 on a
21-day cycle

» The primary endpoint was investigator-assessed ORR per RECIST v1.1

» Secondary endpoints included treatment-related adverse events (TRAE) per CTCAE v5.0, duration of
response (DoR), disease control rate (DCR), and progression-free survival (PFS)

Median age, years (range) /77 (61-85)
Sex, n (%)

Male 15 (68.2)
Female 7 (31.8)
Race, white, n (%) 19 (86.4)

ECOG PS, n (%)
O 5(22.7)
1 7 (31.8)
2 10 (45.9)
CrCl, n (%)
=60 mL/min 12 (54.5)
<60 mL/min 10 (45.5)
Metastatic disease sites,® n (%)
Bone 6 (27.3)
Liver 7 (31.8)
Lung 11 (50.0)

2Excludes sites other than bone, liver, and lung. Patients may have metastatic disease in more than one location.

EFFICACY

» Confirmed ORR was 50% (n=11 confirmed responses), with 5 (23%) achieving a complete response (Table 2)
— 2 additional patients had unconfirmed PR for a total ORR of 59%

» Confirmed Disease Control Rate (cDCR) was 81.8% (95% CI 59.7-94.8)

» Median duration of treatment with zele and pembro was 23.4 weeks (range 1.0-84.1) and 26.9 weeks
(range 3.0-85.9), respectively

» Median follow-up time was 11.8 months (range 1.0-19.4, as 14 of 22 patients were ongoing at the time of analysis)
» Median DoR was not mature

» Median PFS was 13.0 months (95% CI 3.8-not estimable [NE]; Figure 3)
= Median PFS in patients with ECOG 2 was 19.3 months (95% CI 1.9-NE)

TABLE 2. CONFIRMED BEST OVERALL RESPONSE IN PATIENTS WITH la/mUC TREATED
WITH ZELE PLUS PEMBRO

Best overall response Patients (N=22)

Confirmed ORR, n (%) [95% ClI] 11 (50.0) [28.2-71.8]°

Complete response o (22.7)
Partial response 6 (27.3)°
Stable disease 7 (31.8)
Progressive disease 2 (9.1)
Not evaluable 2 (9.1)
Median time to confirmed objective response, months (range) 1.8 (1.7-3.7)

DCR, % (95% ClI)
CBR, % (95% CI)®

DoR =9 months amongst confirmed responses, % (95% CI)

81.8 (59.7-94.8)
68.2 (451-861)
81.8 (44.7-951)

2aAn additional 2 patients had unconfirmed partial responses for a total ORR of 59%; both patients have discontinued treatment. PCBR defined as
cCR + cPR + SD =16 weeks.

FIGURE 3. PROGRESSION-FREE SURVIVAL WITH ZELE PLUS PEMBRO IN PATIENTS WITH
la/mUC (N=22)
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» No Grade 4 or Grade 5 TRAEs of clinical interest occurred (Table 5)

= Only 1 patient experienced motor peripheral neuropathy (Grade 1)
- Hyperglycemia and eye disorders were all Grade 1 or 2

— Skin reactions were mostly Grade 1 or 2 and only one patient withdrew from a treatment-related skin
reaction (Grade 2)

= No events of Stevens-Johnson syndrome or toxic epidermal necrolysis were reported

» All Grade 3 TRAEs of clinical interest were improved

» Peripheral neuropathy was most commonly managed with zele dose interruption

- Treatment discontinuation resulting from any-grade treatment-related peripheral neuropathy occurred in
O patients (23%)
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» TRAESs of any grade occurred in all patients; however, serious zele-related adverse events (AEs) occurred
in only 9% of patients (Tables 3 and 4)

» Grade 4 zele-related AEs were limited to hypomagnesemia and neutropenia in one patient each; one
Grade 4 pembro-related AE of pneumonia was reported

» No Grade 5 TRAEs occurred

TABLE 5. TRAEs OF CLINICAL INTEREST IN PATIENTS TREATED WITH ZELE PLUS PEMBRO

Patients (N=22)
Grade 2 Grade 3

TRAE of clinical

interesta®

Grade 1 Grade 4 Grade 5

Any Grade

Peripheral neuropathyc | 14 (63.6) o (22.7) 6 (27.3) 3 (13.6) O O
Sensory events 13 (59.1) 4 (18.2) 6 (27.3) 3 (13.6) O O
Motor events 1(4.9) 1(4.5) O O O O

Skin reactions® 11 (50.0) o (22.7) 4 (18.2) 2 (9.1) O O

Hyperglycemia® o (22.7) 4 (18.2) 1(4.5) O O O

Eye disorders' 4 (18.2) 3 (13.6) 1(4.5) O O O

alncludes AEs related to zele, pembro, or zele + pembro. °PPatients can have multiple preferred terms within a category. ¢Includes TEAEs Related
to Study Drug of Peripheral Neuropathy [Broad](SMQ). 9Includes the MedDRA SMQ [broad] for Severe Cutaneous Adverse Reactions (SCAR) and
the following high-level terms (HLTs): “bullous conditions”, “dermatitis and eczema”, “rashes, eruptions and exanthems NEC”, “erythemas”, and
“dermatitis ascribed to specific agent”. ®Preferred term. 'SOC of eye disorders.

TABLE 3. SAFETY SUMMARY OF PATIENTS TREATED WITH ZELE PLUS PEMBRO

Category, n (%) Patients (N=22)

Grade =3 17 (77.3)

Zele-related? Pembro-related®

TRAEs 22 (100) 21 (95.5) 22 (100)

Grade =3 16 (72.7) 14 (63.6) 12 (54.95)
SAEs 13 (59.1) 2 (91) 6 (27.3)

Grade =3 11 (50.0) 2 (9) 5 (22.7)
TRAESs leading to death O
Dose modifications

TRAESs leading to dose reduction 10 (45.5)

TRAESs leading to dose interruption 18 (81.8)

TRAESs leading to discontinuation 8 (36.4)

alncludes adverse events related to zele and zele + pembro. PIncludes adverse events related to pembro and zele + pembro.

TABLE 4. COMMON TRAEs IN PATIENTS TREATED WITH ZELE PLUS PEMBRO
Patients (N=22)

TRAEs, n (%) Any Grade Grade =3
Anemia 16 (72.7) O
Asthenia 15 (68.2) 3 (13.6)
Diarrhea 12 (54.5) 2 (9)
Decreased appetite 10 (45.9) 1(4.95)
Nausea 10 (45.9) 1(4.5)
AST increased 9 (40.9) 2 (9.1)
ALT increased 8 (36.4) 4 (18.2)
Rash 7 (31.8) 1(4.5)
Neutropenia 6 (27.3) 3 (13.6)
Vomiting 6 (27.3) 1(4.5)
Pruritus 5 (22.7) O
Alopecia o (22.7) O
Hyperglycemia o (22.7) O
Neuropathy peripheral o (22.7) 1(4.9)
Hypomagnesemia 5 (22.7) 2 (9.1)

alncludes AEs of any grade related to zele, pembro, or zele + pembro at occurred in =20% of patients or AEs of Grade =3 occurring in =5% of patients.

CONCLUSIONS

» Longer follow-up confirmed the clinical benefit of zele + pembro with a median PFS of 13 months, high ORR
and median DoR not reached in this cohort of patients with a historically poor prognosis with first-line therapies

= Outcomes were favorable including in patients who were particularly unfit, with 45% of patients with
ECOG PS of 2 in this Cohort

» The safety profile was generally tolerable in this cisplatin-ineligible patient population

= No new safety signals were observed
— No serious skin toxicities were observed on trial

» A Phase 2 study of zele in patients with la/mUC (NCT06225596; Duravelo-2) recently completed an interim
analysis for dose optimization, including a cohort examining zele in combination with pembro (Cohort 1)

Please visit more presentations about zele at ASCO 2026

» Abstract #4516: Loriot Y, et al. Interim Analysis Results from Duravelo-2: Zelenectide Pevedotin + Pembrolizumab in Patients With Previously
Untreated Locally Advanced/Metastatic Urothelial Carcinoma. Rapid Oral presented Monday, June 1, 2026 starting at 8:00am CDT

» Abstract #4563: Reig Torras O, et al. Zelenectide pevedotin (BT8009) monotherapy in previously treated metastatic urothelial carcinoma:
Update on Duravelo-1

» Abstract #4566: Petrylak D, et al. Interim analysis results from Duravelo-2: zelenectide pevedotin (BT8009) in patients with previously
treated locally advanced/metastatic urothelial carcinoma

» Abstract #4567: Lu Y, et al. Identify optimized dosage for zelenectide pevedotin in locally advanced/metastatic urothelial carcinoma using
quantitative analyses

REFERENCES

1. Powles T, etal. N EnglJ Med. 2024;390(10):875-888. 6. Mudd G, et al. J Med Chem. 2022;65(21):14337-14347.

2. Eder M, et al. Cancer Res. 2019;79(4):841-852. 7. Kaufman et al. ESMO 2025. Abstract 628TiP.

3. Mudd GE, et al.  Med Chem. 2020;63(8):4107-4116. 8. Giannatempo P, et al. J Clin Oncol. 2025;43(16_suppl):4567.
4. Walsh SJ, et al. Cancer Res. 2024,84(6_Suppl):5807-5807. 9. Reig Torras O, et al. Ann Oncol. 2024,35:5515-S516.

5. Rigby M, et al. Mol Cancer Ther. 2022;21(12):1747-17506. 10. Galsky MD, et al. J Clin Oncol. 2011;29(17):2432-2438.

ABBREVIATIONS

AE, adverse event; ALT, alanine aminotransferase; ASCO, American Society of Clinical Oncology; AST, aspartate aminotransferase; BDC, Bicycle Drug
Conjugate; CBR, clinical benefit rate; cCR, confirmed complete response; cPR, confirmed partial response; CrCl, creatinine clearance; CTCAE, Common
Terminology Criteria for Adverse Events; D, day; DCR, disease control rate; DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group
performance status; EV, enfortumab vedotin; HLT, high-level term; la/mUC, locally advanced/metastatic urothelial carcinoma; MedDRA, Medical
Dictionary for Regulatory Activities; MMAE, monomethyl auristatin E; NE, not estimable; ORR, objective response rate; PFS, progression-free survival,

PR, partial response; pembro, pembrolizumab; RECIST, Response Evaluation Criteria in Solid Tumors; RP2D, recommended Phase 2 dose; SAE, serious
adverse event; SCAR, Severe Cutaneous Adverse Reactions; SD, stable disease; SMQ, Standardized Medical Dictionary for Regulatory Activities (MedDRA)
Queries; SOC, MedDRA system-organ class; TEAE, treatment-emergent adverse event; TRAE, treatment-related adverse event; zele, zelenectide pevedotin.
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