
	● MANEUVER (NCT05804045) is an ongoing, global, phase 3, randomized, placebo-controlled trial investigating the efficacy and safety of pimicotinib in patients with TGCT
	● In Part 1 (double-blind), patients were randomized 2:1 to receive either oral pimicotinib 50 mg once daily or placebo for 24 weeks. In Part 2 (open-label), eligible patients continued or switched to 

pimicotinib for a further 24 weeks. After completing Part 2, eligible patients could continue treatment with pimicotinib in Part 3 (open-label extension) (Figure 1)
	● This analysis includes patients randomized to pimicotinib with approximately 1 year of follow-up, with data cutoff on March 12, 2025 (after the last patient completed the Week 49 visit)
	● Safety evaluations included TEAEs, TEAE grade, and dose modifications in patients who received at least one dose of pimicotinib

	– TEAEs (graded using the Common Terminology Criteria for Adverse Events, version 5.0) were 
defined as any AE that occurred after administration of the first dose of pimicotinib and through  
30 days after the last dose of pimicotinib, any event that was considered drug-related regardless  
of the start date of the event, or any event that was present at baseline but worsened in severity 
or was subsequently considered drug-related by the investigator

	● Concomitant medications used for management of AECIs were evaluated in the intent-to-treat 
population

	● Grouped terms for key AECIs were defined as:
	– Elevation of blood creatine phosphokinase (CPK) – blood CPK increased, blood CPK-MB increased
	– Elevation of aminotransferase – aspartate aminotransferase increased, alanine transaminase 

increased
	– Periorbital edema – periorbital edema, eyelid edema, eye edema
	– Edema (excluding periorbital edema) – face edema, edema peripheral, generalized edema,  

edema, swelling, peripheral swelling
	– Pruritus – not a grouped term
	– Rash – rash, rash maculo-papular, dermatitis, eczema, rash erythematous, rash macular, 

dermatitis allergic, intertrigo

	● TGCT is a rare and locally aggressive soft-tissue tumor associated with significant morbidity and reduced  
quality of life1–4

	● Management includes surgery, systemic therapy, and active surveillance; however, surgery is not suitable for  
all patients and carries significant recurrence risk and cumulative morbidity. Systemic therapies play an important 
role, with treatment selection requiring careful consideration of clinical benefit and tolerability in routine practice3–5

	● As TGCT is a chronic disease, effective clinical management must support symptom control and functional 
outcomes over time. In this context, the identification and management of TEAEs are critical to long-term clinical 
decision-making3–5

	● Pimicotinib is an oral, once-daily, highly selective, and potent small molecule colony-stimulating factor-1 receptor inhibitor. In the global phase 3 MANEUVER trial, pimicotinib has demonstrated clinically 
meaningful improvements in tumor reduction, symptoms, and function, with a manageable safety profile in patients with TGCT1,6

	● Previous reports have shown that laboratory adverse events of clinical interest (AECIs) had early onset in MANEUVER, with relatively quick resolution, whereas clinical AECIs were generally slower to 
occur and resolve7

	● Here, we describe the management of TEAEs associated with pimicotinib in patients with TGCT from the phase 3 MANEUVER trial

ADVERSE EVENTS AND THEIR MANAGEMENT IN PATIENTS 
WITH TENOSYNOVIAL GIANT CELL TUMOR TREATED 
WITH PIMICOTINIB, AFTER LONGER-TERM FOLLOW-UP 
FROM THE GLOBAL PHASE 3 MANEUVER TRIAL

 ● Pimicotinib demonstrated a consistent and manageable safety profile in the phase 3 MANEUVER trial, with no new 
safety signals observed with longer-term follow-up

 ● Most treatment-emergent adverse events (TEAEs) were low grade and effectively managed through dose 
modifications and standard concomitant medications, enabling sustained dosing and minimal discontinuations

 ● These findings highlight the feasibility of managing safety in clinical practice and support the use of pimicotinib in 
patients with tenosynovial giant cell tumor (TGCT)
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	● Overall, 63 patients were randomized to, and received at least one dose of, pimicotinib
	● Patient demographics and baseline characteristics were previously reported1

	– Median (interquartile range) age was 41 (31–52) years and most (71%) patients  
were female

	● Patients were followed for a median (min, max) of 14.3 (2.6, 22.6) months

OVERALL SAFETY PROFILE
	● All patients treated with pimicotinib reported a TEAE; serious TEAEs (11.1%, n=7), serious 

treatment-related TEAEs (1.6%, n=1), and treatment discontinuations (6.3%, n=4) were 
infrequent (Table 1)

TEAES BY GRADE
	● Most reported TEAEs were Grade 1–2 (Table 2)

	– The most frequently reported laboratory abnormality TEAE was increased CPK  
(71.4%, n=45); the most frequently reported clinical TEAE was pruritus (60.3%, n=38) 

	● The most common Grade ⩾3 TEAEs were elevated CPK (15.9%, n=10) and rash (6.3%, n=4) 
(Table 2)
	– There were no reported Grade ⩾3 cases of periorbital or facial edema (Table 2) 

AE MANAGEMENT STRATEGIES
	● TEAEs for patients treated with pimicotinib were managed primarily through dose modification 

(Figure 2)
	– Dose interruptions were reported in 66.7% (n=42) of patients over a median (min, max)  

of 11 (1, 73) days per interruption episode; dose reductions were reported in 25.4% (n=16) 
of patients

	– A high median (min, max) dose intensity (percentage of the intended dose) was 
maintained at 88.2% (40.9%, 100%)

	● Concomitant medications were also used as mitigation strategies for AECIs (Figure 3) 
	– The most commonly used concomitant medications for AECIs were local corticosteroids for 

rash (25.4%, n=16) and pruritus (19.0%, n=12), antihistamines for rash (20.6%, n=13) and 
pruritus (27.0%, n=17), and diuretics for edema (excluding periorbital edema; 11.1%, n=7)
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INTRODUCTION

Key eligibility criteria
• 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

Part 1: Double-blind 
(24 weeks)

Part 2: Open-label 
(24 weeks)c Part 3: Open-label extensionc

Long-term treatment 
periodd and safety 

follow-up

This is an ongoing trial conducted 
at 40 specialized sites: 

23 in China, 7 in Europe, 
10 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 ROM, Worst Stiffness NRS, 
Worst Pain NRS, PROMIS-PF T-score
Data cutoff date: March 12, 2025 (through Week 49)

Pimicotinib from baseline (n=63)e

Pimicotinib 
50 mg once daily,d oral

Switched to pimicotinib (n=31)

Pimicotinib 
50 mg once daily, oral (n=63)

Matched placebo (n=31)

Stratification factor: 
China vs non-China

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

Randomized 2:1

Figure 1. Study design1,6

aDefined as one or more of the following: (i) a Worst Pain score of ⩾4 within 2 weeks prior to randomization (based on a scale of 0 to 10, with 10 representing 
“pain as bad as you can imagine”), (ii) a Worst Stiffness of ⩾4 within 2 weeks 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; cAll patients who completed 24 weeks 
of dosing in Part 2 will be eligible to enter 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
BIRC, blinded independent review committee; NRS, numeric rating scale; ORR, objective response rate; PROMIS-PF, Patient-Reported Outcomes Measurement 
Information System-Physical Function; RECIST v1.1, Response Evaluation Criteria in Solid Tumors, version 1.1; ROM, range of motion; TVS, tumor volume score
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Figure 2. Patients treated with pimicotinib (n=63) with A) dose interruption,  
or B) dose reduction due to a TEAEa

Figure 3. Use of concomitant medications to mitigate AECIs in patients treated 
with pimicotinib

aDose interruption and/or reduction were not mutually exclusive; patients may have received both dose mitigation strategies

PLAIN LANGUAGE SUMMARY
	● TGCT is a rare disease that causes a tumor to grow in and around a joint, 

resulting in joint dysfunction, movement difficulties, and reduced quality of life
	● In the phase 3 MANEUVER clinical trial, pimicotinib, a medicine used to treat the 

underlying mechanism of TGCT, reduced the majority of patients’ tumors over 
time and improved the ability for patients to carry out daily activities1 

	● This study reports the side effects associated with pimicotinib and ways they 
were managed

	● Most patients treated with pimicotinib reported side effects; however, these 
were often mild to moderate

	● These side effects were frequently managed by stopping treatment for a short 
period of time or by reducing the amount of medicine taken by the patient

	● Additional medications were prescribed alongside pimicotinib, to help manage 
side effects such as rash and itching, and swelling

Table 1. Summary of TEAEs

Parameters, n (%)
Patients treated with pimicotinib 

(n=63)

Patient with any TEAE 63 (100)

Patients with any treatment-related TEAE 62 (98.4)

Patients with any serious TEAE 7 (11.1)

Patients with any serious treatment-related TEAE 1 (1.6)

Patients with any TEAE leading to dose reduction 16 (25.4)

Patients with any TEAE leading to dose interruption 42 (66.7)

Patients with any TEAE leading to discontinuation of treatment 4 (6.3)

Patients with any TEAE leading to death 0

Table 2. Grades of most common TEAEs (⩾30%) in patients treated with 
pimicotinib (n=63)

TEAEs, n (%)a Any grade Grade 1 Grade 2 Grade ⩾3

Asymptomatic laboratory abnormalities 

Blood CPK increased 45 (71.4) 20 (31.7) 15 (23.8) 10 (15.9)b

Blood lactate dehydrogenase increased 36 (57.1) 35 (55.6) 1 (1.6) 0

Aspartate aminotransferase increased 35 (55.6) 33 (52.4) 2 (3.2) 0

Amylase increased 24 (38.1) 16 (25.4) 8 (12.7) 0

Clinical

Pruritus 38 (60.3) 26 (41.3) 10 (15.9) 2 (3.2)

Face edema 31 (49.2) 22 (34.9) 9 (14.3) 0

Rash 24 (38.1) 18 (28.6) 2 (3.2) 4 (6.3)

Periorbital edema 23 (36.5) 18 (28.6) 5 (7.9) 0

aTEAEs were not mutually exclusive; patients may have had more than one TEAE; bIncluded one patient with a Grade 4 event

	● To report the safety profile and adverse event (AE) 
management strategies after ⩾1 year of treatment with 
pimicotinib in the phase 3 MANEUVER trial

OBJECTIVE


