Safety and efficacy of vimseltinib in tenosynovial giant cell tumor (TGCT): Long-term phase 1 update
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INTRODUCTION RESULTS Table 3. Dose modification due to any TEAEs in patients with Figure 3. Best percentage change in target lesions in patients
TGCT recelving vimseltinib with TGCT receiving vimseltinib
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with advanced solid tumors and - _ _ _ _ . _ _ s = » : : = = = >
TGCT (NCT03069469) | « Overall, 15 (47%) patients discontinued the study treatment; the most common reasons * Overall, two patients (6%), both in Cohort 5, had treatment-related Grade 3/4 serious — - - = — >
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METHODS — No recurrence of vaginal hemorrhage occurred after rechallenge with study drug — C— = = "
- = Cohort 5
SAFETY

« This phase 1 trial is designed to determine the recommended phase 2 dose (RP2D) EEFICACY - ~ - - ~ - - = cononts
and the maximum tolerated dose using a pharmacologically guided 3 + 3 design Table 2. TEAEs in 215% of patients with TGCT receiving o oo e . 0 - w— g ° CR
(Figure 2) | | | vimseltinib Table 4. Response assessed by RECIST v1.1 by IRR in S - 50
— Cohort 5: 30 mg once-daily (QD) loading dose for 5 days and 30 mg twice weekly thereafter t] i ith TGCT .. : Itinib — = = - Ongoing
— Cohort 8: 30 mg QD loading dose for 3 days and 10 mg QD thereafter Cohort 5 Cohort 8 Cohort 9 Total patients wi recelving vimseitini - # From local data
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— Cohort 9: 20 mg QD loading dose for 3 days and 6 mg QD thereafter Cohort 8 Total i . e s s B e B I . S s S B B B R
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* Vimseltinib antitumor activity was evaluated using Response Evaluation Criteria in Blood CPK increased 7 (88) 4 (50) 8 (67) 4(33) 5 (42) 2 (17) 20(63) 10 (31) " Months on study
Solid Tumors (R EC]ST) vl.1l by blinded independent radio|ogica| review (|RR) Periorbital edema 3 (38) 0 9 (75) 0 5 (42) 0 17 (53) 0 ORR 6 (75) 9 (73) 7(58) 22 (69) Using RECIST v1.1 by IRR; includes all available follow-ups. * Cohort 5: one patient had metallic artifacts at baseline; as tumor reduced, metallic artifacts

. prevented accurate tumor measurements by IRR, resulting in NE assessments beyond 10 months in study. # Cohort 5: one patient had a local assessment for
Fatigue 3(38) 0 6 (50) 0 7(58) 0 16 (50) 0 Com plete response 1 (13) 0 0 1 (3) efficacy but will never have IRR data. This patient has been included in the SD assessment. CR, complete response; IRR, independent radiological review;

_ AST increased 5 (63) 1 (13) 4 (33) 2 (17) 2 (17) 1 (8) 11 (34) 4 (13) Partial response 5 (63) 9 (75) 7 (58) 21 (66) NE, not evaluable; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumors; SD, stable disease; TGCT, tenosynovial giant cell tumor.
RESULTS Arthralgia 4 <§’°> 0 ggg - ;‘gg 18 e 23 ! <03> Stable disease 2 (25) 3 (25) 5 (42) 10 (31) « Across all cohorts, 22/32 (69%) patients showed objective response (1 complete

Face edema 0 0
: : - : Myalgia 0 0 5 (42) 1(8) 4 (33) 0 9 (28) 1) Duration of response, median¢ response and 21 partial responses; Table 4, Figure 3, Figure 4)
Figure 2. TGCT enrollment and disposition in phase 1 study E e perinhera a9 . - 42 ) 3 (25) 0 0 (28) : i s, monthe NR (2.8,31.4) NR(29,204) NR(6.4,168) NR (2.8, 31.4) _ Responses were durable across cohorts (Figure 4 and Table 4)
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ALT increased 2(25) 0 3(25) 0 2 (17) 1(8) 7(22) 1(3) patient has been included in the SD assessment. PIncludes all available follow-ups. cBased on Kaplan-Meier estimate. Duration of response is defined as time were achieved beyond 6 months on treatment (FIgU re 4)
mor L mm T e T w T i M 0 Oz (WD S MO T g ek et a1 i gt T O, i st + A of the data cutoff date (May 6, 2022), no patients progressed as assessed by IRR
. - o o Generalized edema 2 (25) 0 2 (17) 0 2 (17) 0 6 (19) 0
Hypertension 0 0 3 (25) 2 (17) 3 (25) 0 6 (19) 2 (6)
Nausea 2 (25) 0 3 (25) 0 1(8) 0 6 (19) 0
Safety population? Safety population? Safety population® Rash 1(13) 0 3 (25) 0 2(17) 0 6 (19) 0
e s e Amylase increased 1(13) 1(13) 4(33) 1) 0 0 5(16)  2(6) - The RP2D was determined as 30 mg twice weekly (no loading dose)
Efficacy-evaluable Efficacy-evaluable Efficacy-evaluable Constipation 1(13) 0 1(8) 0 3 (25) 0 5 (16) 0 . o . . ; ; ] ;
population® population population® Dry skin 1(13) 0 2 (17) 0 2 (17) 0 5 (16) 0  Vimseltinib continues to demonstrate long-term tolerability and a manageable safety profile in patients with TGCT not amenable to surgery
Paresthesia 0 0 5 (42) 0 0 0 5 (16) 0 o . . - .. . . . - - - _
——— o o o o @ o o o Vimseltinib demonstrated robust antitumor activity with an objective response rate (69% across all cohorts) that continues to improve with longer follow-up

Percentages are rounded. Safety population includes patients who received at least one dose of study drug. Severity was assessed by the investigator - ReSponSGS were Observed aCross a” COhortS, bOth W|th|n and after 6 mOﬂ'[hS, demonStrating Continued beneﬁt Wlth prolonged treatment

according to the toxicity grade described in the National Cancer Institute Common Terminology Criteria for Adverse Events v4.03 (Grade 1 [mild] to Grade 5

a|ncludes patients who received at least one dose of study drug. *Patients with at least one post-baseline imaging assessment; one patient (Cohort 5) had local [death]). ALT, alanine aminotransferase; AST, aspartate aminotransferase; CPK, creatine phosphokinase; TEAE, treatment-emergent adverse event; TGCT, ° These reSUItS Support Continued evalua‘[ion Of Vimseltinib in '[he aCtiver enro”ing phase 3 MOT]ON trial (N CT05059262)
assessment for efficacy, but no independent radiological review was performed. QD, once daily; TGCT, tenosynovial giant cell tumor. tenosynovial giant cell tumor.
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