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LONGER-TERM SAFETY OF PIMICOTINIB IN
TENOSYNOVIAL GIANT CELL TUMOR (TGCT):
INTEGRATED ANALYSIS OF PHASE 1 AND PHASE 3
MANEUVER TRIAL DATA

PLAIN LANGUAGE SUMMARY

e TGCT is a rare disease where an overexpressed signal
in the body, CSF-1, causes inflammatory cells to build
up in and around the joint, leading to pain, stiffness,
and reduced movement. Treatments that block CSF-1
may help to address the underlying problem

e This safety analysis combined data from phase 1 and 3 o
clinical trials of pimicotinib to assess its safety in a
larger group of people who were treated with
pimicotinib for an average of around 1 year

Results from the safety analysis showed that most
side effects of pimicotinib were generally mild,
manageable, and reversible, and there was no
evidence of serious liver damage or changes in hair or

skin color, consistent with previous findings!.2°

Hans Gelderblom,! Vinod Ravi,? Vishal Ghori,* Aimar Zhang,* Niki Karachaliou,> Boyao Shan,® Qingping Zou,® Xiaohui Niu”’ e In total, 158 patients were included in the integrated safety analysis (Table 1) Table 3. Summary of TEAEs
- The median (range) age was 40.0 (18-76) years and 65.8% of patients were female s
1Departme.nt of Medical O.n_cology, Leiden University Medical Center (LUM(_Z), Leidgn, Netherlands; °The University of Te_)_<.as MD _Anderson .C_ancer Center, Houston, TX, USA; - At baseline, 12.7% of patients had prior exposure to systemic therapy
3Ares Trading S.A. (an affiliate of Merck KGaA, Darmstadt, Germany), Eysins, Switzerland; “Merck Serono Co., Ltd., Beijing, China, an affiliate of Merck KGaA, Darmstadt, Germany; e The median (range) duration of pimicotinib exposure was 12.7 (0.5-36.6) months (Table 2) Anv TEAE T T
5The Healthcare business of Merck KGaA, Darmstadt, Germany; 6Abbisko Therapeutics, Shanghai, China; ’Beijing Jishuitan Hospital, Capital Medical University, Beijing, China v ( )
e e e ! e e ! e ¢ - 53.2% of patients had exposure to pimicotinib for =12 months Any treatment-related TEAE 154 (97.5)
Table 1. Baseline demographics and clinical characteristics LoD LIS (SRR SRET)
Any treatment-related TEAE Grade =3 41 (25.9)
N=158 Any treatment-related serious TEAE 1 (0.6)
Co N C LU SIO N Median (range) age, years 40.0 (18-76) Any TEAE leading to dose modification 102 (64.6)
Sex, n (%) Any TEAE leading to dose reduction 33 (20.9)
) ) .. ) _ Male 54 (34.2) Any TEAE leading to dose interruption 95 (60.1)
e Long-term pimicotinib demonstrated a consistent and manageable safety profile across phase 1 and Female 104 (65.8) Any treatment-related TEAE leading to dose modification 85 (53.8)
- = = = = - Race, n (%) Any treatment-related TEAE leading to dose reduction 31 (19.6)
phase 3 trlals n patlents Wlth TGCTI Wlth no new Safety S|gna|5112 Asian 108 (68.4) Any treatment-related TEAE leading to dose interruption 75 (47.5)
- Black or African American 5(3.2) Any TEAE leading to treatment discontinuation 8 (5.1)
Most treatment-emergent adverse events (TEAEs) were low grade, and there was no evidence of White 40 (25.3) O e e T [ 5 e Gl i 5 (3.2)
= = = = = Other® 5 (3.2 ing i
cholestatic hepatotoxicity or drug-induced liver injury oo 2 Ay TEAE R I e 1(0.6)
Tumor location, n (%) Any treatment-related TEAE resulting in death 0
= = = = = Knee 82 (51.9)
Adverse events of clinical interest (AECIs) were mostly mild-to-moderate and resolved without dose Ankle 56 : :
- - . _ : Table 4. Post-baseline worst-result in AST, ALT, and CPK laboratory parameters
modification :“pt 2111((17363)) by Common Terminology Criteria for Adverse Events
00 0
H 1 iNni H 1 1 1 1 1 Wrist 8 (5.1) Integrated safety analysis group
Pimicotinib was associated with few serious TEAEs, with most being asymptomatic and manageable st seD
Wlth dose mOdlﬁcatlon Prior systemic therapy use, n (%) AST increased, n (%)
) ) o . . L. ) L. Yes 20 (12.7) Grade 0 25 (15.8)
These findings support the use of pimicotinib in the clinical management of TGCT, where maintaining No 138 (87.3) Grade 1 127 (80.4)
A 0 - 0 O - 0 o Prior anti-cancer surgery, n (%) Grade 2 6 (3.8)
tolerability is an important consideration in treatment selection and may enable sustained treatment STy — 0 76 Grade 3 0
1 prior surgery 54 (34.2) Grade 4 0
2 prior surgeries 18 (11.4) ALT increased, n (%)
3 prior surgeries 15 (9.5) Grade 0 85 (53.8)
=4 prior surgeries 12 (7.6) Grade 1 70 (44.3)
aIncludes not reported, unknown, and multiple; *Includes elbow, shoulder, right foot (big thumb), left jaw, metacarpophalangeal joints, toes, and test Grade 2 2 (1.3)
not done Grade 3 1 (0.6)
Table 2. Median duration of treatment with pimicotinib Grade 4 0
INTRODUCTION OBJECTIVE CPY Ineréased, n (%)
N=158 Grade 1 66 (41.8)
e TGCT is a rare and locally aggressive neoplasm characterized by colony-stimulating factor-1 e To evaluate the safety of pimicotinib through an integrated, longitudinal safety analysis Median (range) duration of treatment, months 12.7 (0.5-36.6) Grade 2 60 (38.0)

(CSF-1)-driven recruitment and accumulation of inflammatory cells within and around the of data from phase 1 and phase 3 MANEUVER trials in patients with unresectable TGCT Patients with duration of treatment by category, n (%) Grade 3 19 (12.0)

joint, resulting in pain, stiffness, and functional impairment that progressively affects patients’ =1 month 155 (98.1) Grade 4 7 (4.4)

quality of life. Inhibition of the CSF-1 receptor may address the underlying biology of TGCT3-5 =3 months 149 (94.3)

e Surgery remains the standard of care for TGCT but it is associated with high recurrence rates, i: EZ:E:? ﬁ; Ejg':; Table 5. Overall summary of AECI and AECI management and resolution by episode

cumulative morbidity, and not all patients have disease amenable to surgical management. ;12 p— 84 (53 '2) S

. . . . - = o esolve

Systemic therapies have emerged as an important treatment option; however, durability of M ETHODS =18 months 51 (32.3) (n)‘/' Resolved Resolved Concomitant

clinical benefit and tolerability over time is important.4-®¢ Additionally, risk of hepatotoxicity and \ =24 months 27 (17.1) AECI category = Grade 3 : dose not | (n)/dose | (n)/dose medication

skin/hair hypopigmentation has been reported with CSF-1 receptor inhibition’ o o _ _ _ e ] ':=(§/f)8 EP'(S:)"es Ch"’('aged "ed(“lﬁgm“ '“te"("lf";’tm“ n“(iz)

- As TGCT is increasingly recognized as a chronic disease, effective management ¢ T.h|s. '”t,eggat‘;d safety al’(;al.T/SI.S |nr<]:Iudre1d adult PTt'er(‘:tSOW'tgz-;GCT treaf:cfed with Figure 1. TEAEs occurring in >10% of patients over time Elevated
requires sustained symptom and function control over time, supported by a glmlcott;m 351 ?C)gzz)nced il"]y |nht € g ISISAGNELK/IER(tN' -ll- (EETO;‘;(;:;E toff Laboratory AEs Clinical AEs blood CPK 114 (72.2) 21 (13.3) 290 189/263 0/4 19/22 5(3.2)
safety profile that is manageable in clinical practice*-¢ ecember 51, and the phase ria » cuto o <12 months >12 months <12 months >12 months Elevated

March 12, 2025 Hypertriglyceridemia Arthralgia ; 94 (59.5) 1 (0.6) 246 172/238 0/2 4/4 10 (6.3)
e Pimicotinib is a once-daily, oral, highly selective, and potent small molecule CSF-1 receptor _a:?h | g | bh 1 stud dth fety. tolerabilit q Blood ALP increased uTt ::t::ranﬁerase
inhibitor that has been approved in China for the treatment of patients with unresectable, € open &,] € .p ase ; s u .y -as.sesse. N s§ ety, tolerability, an Blood creatinine increased URTI (excluding POE) 86 (54.4) 0 129 50/106 2/5 11/16 22 (13.9)
symptomatic TGCT® pharmacokinetics of pimicotinib in patients with TGCT not amenable to surgery? Veutrophil count decreased Edema peripheral R 73 (46.2) 7 (4.4) e 57/88 7/8 13/20 38 (24.1)
- MANEUVER | h ffi fi f pimi inib i i ith | WBC count decreased Pyrexia ' . . .
e In the phase 1 trial, over a median duration of 20.7 months, pimicotinib demonstrated TGCTL:Jacros(zV: ;ii/deteke Zoft?lce%t?l?:dsa ?;:Zeobop-l?olﬁ(t)::)r;:zn phaat;eer.lt: vzvl‘t_wliar;r:sectab © Lipase increased Hypertension Pruritus 68 (43.0) 2(1.3) 119 88/103 3/3 9/10 31 (19.6)
sustained tumor activity and tolerable safety; most TEAEs were Grade 1 or 2 and there N ' P red p ! ! Blood CPK MB increased covib-19 POE 65 (41.1) 1(0.6) 91 40/76 2/2 9/13 13 (8.2)
. . . . . . open-label, pimicotinib treatment phase; and an ongoing long-term extension? ) g Dizziness
were no signs of hepatotoxicity or hair/skin hypopigmentation? ¢ | e | ) ] “th | HDL increase Headache h ; | ted AECIS of q ; tic CPK elevati 29 29,
’ i ercholesterolemia o .

- The most common TEAEs were asymptomatic and recovered quickly after treatment ° se oy anayees '”Cﬂ‘jjed apatents dﬁta i Fl’arts e el B S ncertoter aminotransferase elevation (59.5%), edema (excluding POE; 54.4%), rash (igvzi/l;nagd s
interruption; these included elevated blood creatine phosphokinase (CPK; 88.1%) and up tot e. ata cutoff date. For those who switche .ror_n placebo to pimicotinib in Part 2, Amylase increased Nausea o 2700 9 1 TEI0), &0 P
elevated lactate dehydrogenase (LDH; 83.3%)! the baseline safety assessments are the last non-missing measurement recorded before s - Fatiwe (43.0%) (Table 5)

e In the pivotal phase 3 MANEUVER trial p,imic.otinib met its primary endpoint (objective the first pimicotinib dose in Part 2 AST increced reorbttsleceme - Serum enzyme elevations were consistent with the known mechanism of CSF-1 pathway
! i 0od LDH increase e edema inhibition (depletion of Kupffer cells resulting in decreased enzyme clearance)!*

response rate per Response Evaluation Criteria in Solid Tumors, version 1.1, at Week 25), * AIITEAEs and AECIs were analyzed and reported as frequencies and percentages BBlloo: 222 increasej ) Prjritus e Most episod f AECI Ived without d dificati Table 5

demonstrating clinically meaningful improvement in symptoms and function with a * Grouped terms for key AECIs were defined as: N R TR L L LT LT PP TP PR PR PR SR oSt episoces o s resolved without dose modification (Ta ° ) _

manageable safety profile. At 1 year, tumor responses and clinical outcome assessments - Elevation of blood CPK - blood CPK increased, blood CPK-MB increased o g el o g e e The mOSE comrgon QECIS_ leading to dose FS?U%’CIOH Welre rash (5.1 /0()) and zdem: (ech:)Jdlng

were sustained, and safety was consistent with prior reports*® - Elevation of aminotransferase - aspartate aminotransferase (AST) increased, AE, adverse event; ALP, alanine phosphatase; COVID-19, coronavirus disease of 2019; HBDH, hydroxybutyrate dehydrogenase; HDL, high-density POE; 3.2%) .an to_ ose. interruption were bloo C_PK N ev_atlon (13.9%) and ras (103'3 )

- In MANEUVER, most TEAEs were Grade 1 or 2 and there was no evidence of cholestatic alanine aminotransferase (ALT) increased lipoprotein; URTI, upper respiratory tract infection; UTI, urinary tract infection; WBC, white blood cell ° Treatmenot discontinuation due to AECIs was rare; these included face edema (0.6%) and
hepatotoxicity, drug-induced liver injury, or skin or hair hypopigmentation?® - Periorbital edema (POE) - POE, eyelid edema, eye edema e Majority of TEAEs were low grade (Grade 1: 8.9% [n=14/158]; Grade 2: 53.2% [n=84/158]) rash (0'§ o) o '

- Elevated blood CPK (13%) was the only Grade =3 TEAE occurring in >10% of patients - Edema (excluding POE) - face edema, edema peripheral, generalized edema, edema, and most occurred <12 months after starting pimicotinib treatment (Figure 1) ancomltir;tzn;eédlc_?_tlgT was most commonly used for rash (n=38/73), pruritus (n=31/68), and
treated with pimicotinib, and rates of dose reduction (8%) and treatment discontinuation swelling, peripheral swelling e Rates of dose reduction (19.6%; n=31/158) and treatment discontinuation (3.2%; n=5/158) due f e_lr_:a (n=22/86) ( al € S)d ) dicati for th AECI ) ”
(2%) were low? - Pruritus - not a grouped term to treatment-related TEAEs were low (Table 3) e most commonly used concomitant medications for these s were corticosteroids

. . . s . . . . . . (n=26/38), antipruritics such as antihistamines and anesthetics (n=24/31), and diuretics
e Here, we report an integrated safety analysis of data from the phase 1 and phase 3 studies - Rash - rash, rash maculo-papular, dermatitis, eczema, rash erythematous, rash e There was no evidence of cholestatic hepatotoxicity or drug-induced liver injury (Table 4), and no (n=12/22), respectively
of pimicotinib in patients with unresectable TGCT macular, dermatitis allergic, intertrigo patients reported hair or skin hypopigmentation !
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