
	● MANEUVER (NCT05804045) is an ongoing global, Phase 3, randomized, 
double-blind, placebo-controlled study of symptomatic adult patients with 
TGCT who had histologically-confirmed unresectable and measurable 
disease (Figure 1)

	● In Part 1 (double-blind), patients received pimicotinib 50 mg or matching 
placebo (2:1) once daily for 24 weeks. In Part 2, all eligible patients were able to 
receive pimicotinib open-label for a further 24 weeks

	● The primary endpoint was ORR by BIRC per RECIST v1.1 at Week 25

	● Key secondary endpoints included: ORR by BIRC per TVS at Week 25;  
mean change from baseline at Week 25 in Relative ROM, Worst Pain 
Numerical Rating Scale (NRS), Worst Stiffness NRS and Patient-Reported 
Outcomes Measurement Information System-Physical Function (PROMIS-PF) 
T-score

	● Other secondary endpoints included mean change from baseline in EuroQoL 
Visual Analog Scale (EQ VAS) score at Week 25

	● TGCT is a rare and locally aggressive soft tissue tumor affecting an 
otherwise healthy adult population, with potentially devastating morbidity1–3

	● In TGCT, tumor cells overexpress colony-stimulating factor 1 (CSF-1),  
a growth factor that drives the recruitment, proliferation, and accumulation 
of CSF-1 receptor (CSF-1R)-expressing inflammatory cells into the  
tumor site3,4

	● Treatment options for TGCT include surgery (standard of care) and  
systemic treatments; however, recurrence rates from surgery are high  
and currently approved systemic treatments are limited by modest 
response, safety concerns, and global access2-4

	● Pimicotinib is an oral, once-daily, highly selective and potent small molecule 
inhibitor of CSF-1R5

	● The primary analysis of the MANEUVER study (at Week 25) demonstrated a 
statistically significant improvement for pimicotinib in its primary endpoint of 
objective response rate (ORR) per Response Evaluation Criteria in Solid Tumors, 
version 1.1 (RECIST v1.1) versus placebo, and in all key secondary endpoints, 
including ORR by tumor volume score (TVS), Relative Range of Motion (ROM), 
and patient-reported outcomes (PROs), including pain6

	– More than 90% of patients treated with pimicotinib experienced a 
reduction in tumor size (RECIST v1.1) at Week 25 

	– Treatment was well tolerated and there was a low incidence of treatment 
discontinuations and dose reductions

PIMICOTINIB IN TENOSYNOVIAL GIANT CELL TUMOR (TGCT): EXTENDED EFFICACY, SAFETY,  
AND PATIENT-REPORTED OUTCOMES FROM THE PHASE 3 MANEUVER STUDY

 ● In this longer-term analysis of the global MANEUVER study, with a median follow-up of 14.3 months, patients receiving pimicotinib from baseline (n=63) achieved:

 – an ORR of 76.2% (95% CI 63.8–86.0) by BIRC per RECIST v1.1

 – an ORR of 74.6% (95% CI 62.1–84.7) by BIRC per TVS, and

 – a median DOR not yet reached

 ● Clinically meaningful improvements continued to be observed across clinical outcome assessments (Relative ROM, Worst Stiffness, Worst Pain, and physical 
function)

 ● Patients who received pimicotinib from baseline showed numerical improvements in EQ VAS scores by Week 25, with ongoing improvements up to Week 73

 ● Pimicotinib continued to be well tolerated with few discontinuations due to TEAEs, and no evidence of cholestatic hepatotoxicity, drug-induced liver injury,  
or skin or hair hypopigmentation

 ● If approved, pimicotinib could offer an effective, convenient, and tolerable systemic treatment option for patients with TGCT, providing early and durable tumor 
responses with sustained relief from pain and functional impairments
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METHODS

CONCLUSIONS

	● Here, we report extended efficacy and safety results from a longer-term analysis when all patients had completed the Week 49 visit

OBJECTIVE

Key eligibility criteria7

• Aged ⩾18 years

• Histologically-confirmed 
unresectable TGCT

• Measurable disease as defined 
by RECIST v1.1 with ⩾1 lesion 
of ⩾2 cm

• Symptomatic disease because 
of active TGCTa

N=94b

Stratification factor:
China vs non-China5

Part 1: Double-blind (24 weeks)5

Pimicotinib
50 mg QD, oral (n=63)

Pimicotinib from baseline (n=63)e

Switched from placebo to pimicotinib (n=31)

Pimicotinib
50 mg QDd, oral

Matched placebo (n=31)

Randomized 2:1

Part 2: Open-label extension (24 weeks+)5,c

MANEUVER: A global, Phase 3, randomized, double-blind, placebo-controlled study of pimicotinib in TGCT

The study is ongoing and being conducted at 12 sites in China, 7 sites in Europe, and 6 sites in North America

Primary endpoint: ORR by BIRC per RECIST v1.1 at Week 25

Key secondary endpoints: ORR by BIRC per TVS at Week 25; mean change from baseline at Week 25 in 
Relative ROM, Worst Pain NRS, Worst Stiffness NRS, PROMIS-PF T-score

Data cutoff date Mar 12, 2025 
(last patient's Week 49 visit)

Figure 1. Study design
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Figure 3. Tumor response from primary and longer-term analyses 
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Table 2. TEAEs in ≥20% patients randomized to pimicotinib at 
baseline in the primary and longer-term follow-up analysis

Pimicotinib from baseline (n=63)

Most common TEAEs 
(≥20%), n (%) Primary analysisa

Longer-term follow-up 
analysisb

Preferred term​ All grades​ Grade 3/4​ All grades​ Grade 3/4​

Clinical AEs
Pruritus 33 (52.4) 2 (3.2) 38 (60.3) 2 (3.2)
Facial edema 30 (47.6) 0 31 (49.2) 0
Rash 22 (34.9) 2 (3.2) 24 (38.1) 4 (6.3)
Periorbital edema 20 (31.7) 0 23 (36.5) 0
Fatigue 18 (28.6) 0 18 (28.6) 0
Nausea 17 (27.0) 0 18 (28.6) 0
Headache 13 (20.6) 0 16 (25.4) 0

Laboratory AEs
Blood CPK increased 45 (71.4) 8 (12.7) 45 (71.4) 10 (15.9)
Blood LDH increased 36 (57.1) 0 36 (57.1) 0
AST increased 34 (54.0) 0 35 (55.6) 0
Amylase increased 22 (34.9) 0 24 (38.1) 0
Alpha-HBDH increased 16 (25.4) 0 16 (25.4) 0
Lipase increased 15 (23.8) 2 (3.2) 17 (27.0) 2 (3.2)
Blood CKMB increased 12 (19.0) 0 13 (20.6) 0
ALT increased 11 (17.5) 0 14 (22.2) 0

aData cutoff date Sept 23, 2024; bData cutoff date March 12, 2025; median follow-up in patients randomized to 
pimicotinib at baseline: 435 (range 78–686) days (14.3 months)
AE, adverse event; alpha-HBDH, alpha-hydroxybutyrate dehydrogenase; ALT, alanine aminotransferase;  
AST, aspartate transaminase; CKMB, creatine phosphokinase-MB; CPK, creatine phosphokinase;  
LDH, lactose dehydrogenase; TEAE, treatment-emergent adverse event

Table 1. ORR at longer-term follow-up (after last Week 49 visit)
in patients randomized to pimicotinib at baseline

Pimicotinib from baseline
(n=63)a

BOR per RECIST v1.1,b n (%)
CR 4 (6.3)
PR 44 (69.8)
SD 12 (19.0)
PD 0
NE 3 (4.8)

ORR BIRC RECIST v1.1, % (95% CI) 76.2 (63.8–86.0)

ORR BIRC TVS, % (95% CI) 74.6 (62.1–84.7)
aData cutoff date March 12, 2025 (last patient Week 49 visit; follow-up for the majority of patients was ~1 year); 
bPatients who did not have a valid post-baseline tumor assessment were assigned “NE” as BOR
BOR, best overall response; CI, confidence interval; CR, complete response; NE, not evaluable;  
PD, progressive disease; PR, partial response; SD, stable disease
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prior to randomization (based on a scale of 0 to 10, with 10 representing “stiffness as bad as you can imagine”); bBetween April 27, 2023 and March 29, 2024, 94 adults with TGCT underwent randomization: 63 were assigned to 
pimicotinib 50 mg QD and 31 to matching placebo; cAll patients who complete 24 weeks of dosing in Part 2 will be eligible to enter the open-label extension treatment phase (i.e., Part 3) for a longer treatment period and safety follow-up; dIf 
a patient has dose modification in Part 1/Part 2, the patient will continue to be administered at the modified dose in Part 2/Part 3; e63 patients were eligible to enter the open-label extension; 52 patients received treatment 
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	● Overall, 94 patients were randomized (63 to pimicotinib; 31 to placebo) 
and all patients who completed Part 1 were eligible to receive pimicotinib 
in the open-label extension phase

	● Patient demographics and baseline characteristics were previously 
reported6

	– Median age was 40 years (range 18–69), 68% were female, and 50% 
had disease in the knee

EFFICACY

	● At the data cutoff (March 12, 2025), patients randomized to pimicotinib at 
baseline (n=63) had a median follow up of 435 (range 78–686) days  
(14.3 months)

	● An increased number of patients at baseline randomized to pimicotinib 
achieved a tumor response of 76.2% ORR (RECIST v1.1) and  
74.6% ORR (TVS) at longer-term analysis—an increase from 54%  
per RECIST v1.1 in the primary analysis at Week 25 (Table 1)

	● Duration of response (DOR) rates at 6 and 12 months were 98% and 
92%, respectively; median DOR was not reached (Figure 2)

	● 93.7% of pimicotinib-treated patients experienced a reduction in tumor size by 
BIRC per RECIST v1.1 at longer-term follow-up (Figure 3) 

	● Patients randomized to placebo at baseline (n=31) also derived benefit when 
switching to pimicotinib. With a median follow-up of 260 (range 85–505) days 
(~8.5 months) after switching to pimicotinib, ORR was 64.5% by BIRC per 
RECIST v1.1 and per TVS

CLINICAL OUTCOME AND QUALITY OF LIFE ASSESSMENTS
	● Pimicotinib continued to demonstrate durable improvements in clinical 

outcome assessments beyond 1 year (Figure 4). At Week 73, mean  
changes from baseline with pimicotinib included:

	– An improvement of 23.9% in Relative ROM (n=22) 
	– A decrease of 2.9 points and 4.4 points in Worst Pain (n=21) and  

Worst Stiffness (n=21), respectively 
	– An increase of 10.0 points in PROMIS-PF (n=23)

	● A mean 7.4% improvement in quality of life, as assessed by EQ VAS score from 
baseline, was observed at Week 25 with pimicotinib treatment (Figure 4)

	– With a longer-term follow up, this improvement increased to 13.1% (n=23) 
at Week 73

SAFETY

	● Pimicotinib was well tolerated with longer-term follow-up; no new safety 
signals were observed compared with the primary analysis (Table 2)

	● No new treatment-related serious adverse events emerged with longer-
term treatment

	● There was no evidence of cholestatic hepatotoxicity, drug-induced liver 
injury, or skin or hair hypopigmentation

	● Low rates of dose reductions (25.4%) and discontinuations (6.3%) due to 
TEAEs were observed

	● Median dose intensity (percentage intended dose) remained high (88.2%)

aData cutoff date Sept 23, 2024; bData cutoff date March 12, 2025 (last patient Week 49 visit; follow-up for the majority of patients was ~1 year); Median duration of treatment: pimicotinib from baseline, 432 (range 56–684) days (14.2 months); 
cThis patient with PD initially experienced a decrease in tumor size of 52% (PR) by Week 13 and then a subsequent increase of 38% (PD) at Week 25; however, by Week 37 the tumor size had reduced by 62% (PR), and patient was still on 
treatment

aData cutoff date Mar 12, 2025 (last patient Week 49 visit; follow-up for the majority of patients was ~1 year);
bThere were 4 patients who did not complete the Relative ROM questionnaire at baseline; cThere was 1 patient 
who did not complete the PROMIS-PF T-score questionnaire at baseline
BPI, Brief Pain Inventory; SE, standard error; W, week 

RESULTS

PLAIN LANGUAGE SUMMARY
	● Long-term treatment with pimicotinib 
continued to shrink most patients’ 
tumors over time

	● Pimicotinib improved the range of 
motion of affected joints, stiffness, 
pain, and physical function  
(i.e., ability to carry out daily 
activities) 

	● No new side effects were observed 
with long-term treatment

	● Most side effects in patients who 
took pimicotinib were mild

aTotal number of patients at risk (48) is based on the number of patients who had a response, defined as a BOR 
of PR or CR
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Figure 2. DOR at longer-term follow-up by BIRC per RECIST v1.1 in 
patients randomized to pimicotinib at baseline

Figure 4. Clinical outcome assessments in patients randomized to 
pimicotinib at baseline in the longer-term follow-up analysisa


