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Background

Pembro + enfortumab vedotin is approved for la/mUC, with an ORR of 67.7% and median PFS of 12.5 mo. Sac-TMT is a TROP2-directed ADC
with a unique, bifunctional linker that maximizes delivery of a belotecan-derived topoisomerase I payload to tumor cells. In the phase 1/2
2870-001/KL264-01 study (NCT04152499), sac-TMT 5 mg/kg Q2W monotherapy had antitumor activity in participants (pts) with previously
treated la/mUC, irrespective of TROP2. We present updated results of sac-TMT + pembro from the la/mUC cohort of the phase 2, multicohort
2870-002/SKB264-II-06 study (NCT05642780).

Methods

Eligible pts were cisplatin-ineligible and had previously untreated la/mUC. Prior (neo)adjuvant platinum-based therapy or nivolumab was
permitted if pts had disease recurrence >12 mo after completion of therapy. Pts received IV sac-TMT 4 or 5 mg/kg on days 1, 15, and 29 +
IV pembro 400 mg on day 1 of each 42-d cycle until PD or unacceptable toxicity. Primary endpoints were ORR per RECIST v1.1 and safety.

Results

As of November 17, 2025, 40 pts had received sac-TMT (4 mg/kg, n=26; 5 mg/kg, n=14) + pembro. Median study follow-up was 20.5 (range,
17.5–27.7) mo. Median age was 66.5y, 88% had ECOG PS ≤1, and 60% had upper tract UC. Confirmed ORR was 68%; responses were
observed irrespective of TROP2 and PD-L1 (Table). Median (range) DOR was 19.4 (2.0–23.0+) mo. Median (95% CI) PFS was 11.2 (5.8–NR)
mo. Median OS was NR. 24 pts (60%) had ≥1 grade 3/4 treatment-related AE; the most frequently occurring were anemia (15%), decreased
neutrophil count (15%), and stomatitis (10%). No fatal treatment-related AEs occurred. Updated data will be presented.Table: 4739RO

Sac-TMT + PembroN=40
Confirmed ORR 68 (51–81)
Confirmed ORR by TROP2 H-scorea

< medianb 72c (47–90)
≥ medianb 68d (43–87)
Confirmed ORR by PD-L1 status
CPS < 10 72e (53–86)
CPS ≥ 10 50f (16–84)

Data are reported as % (95% CI). aAnalyzed in pts with available TROP2 or PD-L1 IHC: cn = 18, dn = 19, en = 32, fn = 8. bMedian TROP2 H-
score was 270.



Conclusions

Sac-TMT + pembro had promising antitumor activity, irrespective of TROP2 and PD-L1 expression, in cisplatin-ineligible pts with previously
untreated la/mUC. Safety was manageable and consistent with that of each agent. These data form the basis for a planned global phase 3
study in UC.

Clinical trial identification

NCT05642780.
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