
2690MO
Extended efficacy and safety from the phase III MANEUVER trial of pimicotinib in patients with tenosynovial giant cell
tumour (TGCT)
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Background

TGCT is a rare, benign, locally aggressive synovial tumour driven by overexpression of colony stimulating factor-1 (CSF-1). Pimicotinib is an
oral, once daily, highly selective, and potent CSF-1 receptor inhibitor. The global Phase 3 MANEUVER trial met its primary endpoint;
pimicotinib significantly improved objective response rate (ORR) at Week 25 vs placebo (54.0% vs 3.2% [p<0.0001]) (NCT05804045; Niu et
al. ASCO 2025).

Methods

In MANEUVER, patients were randomized 2:1 to receive pimicotinib 50 mg once daily or placebo for 24 weeks (Part 1); at Week 25 patients
continued or switched over to pimicotinib for 24 weeks (Part 2), followed by an extension phase (Part 3). Here, we report extended efficacy
(including clinical outcome assessments [COAs] assessed at the end of Part 2) and safety outcomes (data cutoff: 12 March 2025).

Results

At baseline, median age was 40 years (range: 18–69); 68.1% of patients were female; 47.9% were located in China. With median follow-up of
62 weeks, patients randomized to pimicotinib in Part 1 (n=63) had an ORR of 76.2% (95% CI 63.8, 86.0) per RECIST v1.1 and 74.6% (95%
CI 62.1, 84.7) per tumour volume score, as determined by blinded independent review committee. Median duration of response was not
reached (range: 0.03–19.81 months). At the end of Part 2, ongoing improvements were observed for all COAs (Table). No new safety signals
emerged; there was no evidence of cholestatic hepatotoxicity or drug-induced liver injury, nor hair/skin hypopigmentation. Four patients
(6.3%) discontinued pimicotinib due to a treatment-emergent adverse event. Patients who switched from placebo to pimicotinib (Part 2)
derived ORR and COA benefits.Table: 2690MO

Clinical outcome assessments at the end of Part 2 (Week 49) for patients randomized to pimicotinib at baseline

Change from baseline at end of Part 2 (Week 49) Patients randomized to pimicotinib at baseline Mean (SD)
Active Range of Motion n=44 16.44 (21.84)

Worst Stiffness Numeric Rating Scalea n=46 −3.70 (1.91)

Brief Pain Inventory worst paina n=46 −2.56 (1.89)

PROMIS-PFa n=49 6.55 (7.73)

aPatient-reported outcome. PROMIS-PF, Patient-Reported Outcomes Measurement Information System-Physical Function; SD, standard



aPatient-reported outcome. PROMIS-PF, Patient-Reported Outcomes Measurement Information System-Physical Function; SD, standard
deviation.

Conclusions

This extended analysis of MANEUVER demonstrated that tumour responses to pimicotinib continued to improve and are durable, with
ongoing improvements in COAs and a consistent safety profile, supporting the timely initiation and long-term treatment of eligible patients
with pimicotinib.

Clinical trial identification

NCT05804045 Release date: 13 March 2023 [first submission date to ClinicalTrials.gov].
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