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Background

ZWI-ZW191-101 (NCT06555744) is an ongoing, first-in-human study evaluating ZW191, a folate receptor α  (FRα)–targeting antibody-drug
conjugate. In Part 1 dose escalation, ZW191 was well tolerated and demonstrated antitumor activity across therapeutic doses (6.4-9.6
mg/kg). Here, we report efficacy and safety results from combined Part 1 and Part 2 dose optimization (data cutoff: 17 July 2026; median
follow-up 5 months).

Methods

Eligible adults with PROC who had progressed on available systemic therapies were enrolled regardless of histology, FRα  expression, or
number of prior lines. In Part 2, patients were randomized 1:1 to doses of 6.4 mg/kg and 9.6 mg/kg administered IV every 3 weeks. Primary
objectives included safety, tolerability, and antitumor activity.

Results

Eighty patients (Part 1, n=15; Part 2, n=65) received ZW191 at 6.4 mg/kg (n=37) or 9.6 mg/kg (n=43); median age was 61 years (range, 40–
79). Median (range) baseline FRα  H-score and PS2+ score were 147.5 (0-300) and 45 (0-100), respectively. Median prior lines of therapy
were 4 (range, 1-10); patients had received prior platinum and taxane (100%), bevacizumab (84%), PARPi (56%), checkpoint inhibitors
(19%), and mirvetuximab (5%). 58% of patients (n=23 per dose) remained on treatment. The most common treatment-emergent adverse
events were nausea (6.4 mg/kg, 32%; 9.6 mg/kg, 60%), neutropenia (19%; 42%), and anemia (27%; 26%); Grade ≥3 events were
neutropenia (8%; 23%), anemia (8%; 14%), and pleural effusion (5%; 9%). The objective response rate across all histology except clear cell
carcinoma was 58% for both doses (Table). Median duration of response (DOR) was not reached. Updated DOR and progression-free
survival with longer follow-up, and efficacy by FRα  expression, will be presented.Table: LBA40

ZW191-related efficacy summary in response-evaluable patients

PROCa (excluding clear cell carcinoma) 6.4 mg/kg (n=31) 9.6 mg/kg (n=38) Overall (n=69)
ORRConfirmed ORR 58%52% 58%45% 58%48%
DCR 100% 92% 96%
All PROCa (including clear cell carcinoma) n=36 n=42 n=78
ORRConfirmed ORR 53%47% 52%41% 53%44%
DCR 97% 93% 95%

aPatients had ≥1 post-baseline scan. DCR, disease control rate; ORR, objective response rate; PROC, platinum-resistant ovarian cancer.

Conclusions

ZW191 showed remarkable antitumor activity in heavily pretreated PROC, with a well-tolerated safety profile. The presented data will guide
optimal dosing for further development.



Clinical trial identification
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