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l I nt rOd uction Figure 1. Visual predictive checks for final E-R models for ORR per (A) RECIST * Dose reductions after 24 weeks of treatment with 30 mg vimseltinib BIW appeared to have little impact on
S . _ the predicted tumor dynamics (Figure 4)
* Tenosynovial giant cell tumor (TGCT) is a locally aggressive neoplasm v1.1 and per (B) TVS
caused by dysregulation of the colony-stimulating factor 1 (CSF7) gene TS, mm 57.3 5.21
leading to overproduction of CSF11:2 Responder? 33 (40) 0 33(28) 56 (67) 0 56 (48) (A) Kgrowcn, mm/day 0 (FIX) Figure 4. Predicted change from baseline tumor size per (A) RECIST v1.1 and
— The disease is not always amenable to surgery, and these patients Nonresponder® 50 (60) 34 (100) 84 (72) 27 (33) 34 (100) 61 (52) K. ne/mL-! 0.00109 17.5 (B) TVS versus time with vimseltinib dose reduction from 30 mg BIW, to 20 mg
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require systemic therapies E-R, exposure-response; IRR, independent radiological review; ORR, objective response rate; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; E 1.0 (FIX) BIW to 1 4 mg BIW
* Vimseltinib is an oral, switch-control tyrosine kinase inhibitor designed to TVS, Tumor Volume Score. k"‘a" vt 000783 51 ’
selectively and potently inhibit the CSF1 receptor (CSF1R)>#4 * Demographic and baseline clinical characteristics were balanced among analyzed patients receiving onset: AY ' ' (A)
— Vimseltinib was approved in February 2025 by the US Food and Drug vimseltinib vs placebo; most patients were White, and baseline tumor size was comparable between IV TS, CV 0.560 5.97 2.89 | |
Administration (FDA) for the treatment of adult patients with treatment groups (Table 2) " 0.75 - IV Ky CV 0.999 10.8 21 Dosing regimen ~ — 30 mg BIW 20mgBIW  — 14 mgBIW
symptomatic TGCT for which surgical resection will potentially cause 9 TSy—Kgrug COrrelation -0.339 15.0 0 -
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Commission fOr the tre,atment Of TGCT in a.SImlla.r Patlent pOpL”atlon Age, year, median (range) 45 (20—78) 43 (21 —66) 44 (20—78) “6 8 0.50 CV, coefficient of variation; E,,, maximum effect; E-R, exposure-response; FIX, fixed effect; IV, inter-induvial variability; kg, first-order rate constant of exposure effect; kg, tumor natural growth g :\5 —-25 -
* |nthe phase 3 MOTION trial (NCT05059262) vimseltinib demonstrated 0 L rate constant; ko first-order rate constant of onset effect; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; RSE, relative standard error; RUV add., additive residual -~ -
' Sex, female, n (%) 46 (55) 23 (68) 69 (59) c o O, onset . : - —
. - . . . () unexplained variability; SHR; percentage of shrinkage; TS, baseline tumor size. () B
robust antitumor activity versus placebo per Response Evaluation Criteria Race, n (%) = . £Y
in Solid Tumors version 1.1 (RECIST v1.1) and per Tumor Volume Score White 59 (71) 20 (59) 79 (68) S o . . .. . . e
(TVS) as well as a favorable safety profile in patients with TGCT not Asian 1(1) 3(9) 4(3) o Figure 2. Visual predictive checks for final E-R model for tumor size per RECIST v1.1 82 50 -
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vimseltinib and 2 key efficacy. endpoints in TGCT (objective response rate Tumor location. n (%) ' ' ‘ ' ' ' = ‘i— PT—— I e §° 75 -
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randomized, placebo-controlled, phase 3 MOTION trial (NCT05059262; data * Exposure metrics calculated based on empirical Bayes estimates obtained from the vimseltinib (B) o 75 ° e (B)
cutoff: August 22, 2023)/ population PK model are presented in Table 3 % 5 Doe .
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— The average vimseltinib concentration during a dosing interval at steady Mean (SD) [CV%] 642 (239)[37.2] " 0.75 g ~25 -
state (C,y, ss) Was selected as an exposure metric Median (range) o _ 576 (113-1470) 5 * o3
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measuremen ( av, PD) Wwas selected as € exposure metric Cavg, s, dVerage concentration during a dosing interval at steady state; Cl, confidence interval; Cp,, < maximum plasma drug concentration at steady state; 0.25 1 maxe o " i i i i i
— A Stepwise covariate model with adaptive scope reduction was used for Cunin, s, MiNimum plasma drug concentration at steady state; CV, coefficient of variation; E-R, exposure-response; SD, standard deviation. TSo—Enax COrrelation 0.160 33.8 0 10 20 30 40 50
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the evaluation of covariate-parameter relationships * A covariate effect of baseline tumor size on ORR per RECIST v1.1 was observed, whereas no such v k“'"‘gt cv 0.643 327 471 Time (weeks)
. . covariate effect was identified in the model for ORR per TVS (Table 4) RUV prop., CV 0152 34.2 24.6
Equatlon. MOdE| f0r TGCT dynamICS under treatment — There were no covariate effects of age, sex, race, or tumor location for either RECIST v1.1 or TVS 0.00 - RUV add. 0.0920 96.0 24.6 The solid line isktlh-e median of the simulation,lanq the shaded regilpo? is the 90% prediction interval. I
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exposure within the evaluated vimseltinib 30 mg BIW dose group (Figure 1) 300 500 700 900 1100 SD, standard deviation; SHR; percentage of shrinkage; TS,, baseline tumor size; TVS, Tumor Volume Score.
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) Figure 3. Visual predictive checks for final E-R model for tumor size per TVS
. . . . . The thick line corresponds to the observed fractions of responders, and the shaded area corresponds to the associated predicted 90% Cl. The x-axis
Cay, pp, AVerage concentration up to the time of the pharmacodynamic measurement; CSF1R, colony-stimulating factor 1 positions are centered between the corresponding tertile boundaries. . " ) . ) " .
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TS, baseline tumor size; Y|(t), tumor size per RECIST v1.1 or TVS; TVS, Tumor Volume Score. . .. . = Placebo Vimseltinib 30 mg BIW e e-R relations |p oT vimseltinib In patlentS WIT reintorces the
Population Population * At the recommended vimseltinib regimen of 30 mg BIW, ORR per RECIST v1.1 and ORR per TVS at QS 100 oo d : £
l Res u |tS values values week 25 were predicted to be 41.4% and 68.5%, respectively; no responders were observed with 3 s; FDA—approve regimen o 30 mg BIW
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| - | i (probability) 0.405 63.0 0.112 (probability) 0.682 323 000194 ER analvsis of longitudinal t , gt * The E-R relationship between vimseltinib C,,, s and ORR per RECIST v1.1
* Intotal, 117 patients from the MOTION trial were included in the E-R Sl S| -R analysis or iongitudinal tumor size : : . ; . S
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recelving vimseltinb versus none of those recelving placeno responded sigma -4 sigma 198 Figures 2, 3) » g 0 20 0 e 0 20 4 60 tumor size over time per RECIST v1.1 and per TVS after treatment with
to treatment; Iin the RR per TVS ana ysIS ata set, 67% o patlents RSEs are reported on the LO scale. @The base parameter reflects the probability of response for a reference patient with C,,, . 0f 576 ng/mL and with age: 45 years; . .. . . — . g Time after first dose (weeks) 1 1Ni
receiving vimseltinib versus none of those receiving placebo responded tumor size: 63.4 mm (RECIST v1.1) or 6 (TVS); sex: female; race: White or missing; tumor IocatiorLuOIolwer I(ijrgb.N/A bl ORR o — Covariate analysis indicated that none of the tested covariates had a statistically significant vimseltinib
trati i ing int tst tate; E-R, - ; LO, ; , not i ; , Objecti te; . : ata are presented on linear scale.
to treatment (Table 1) RaEVé'ISSSTa\xe.T,JgReegggﬁzg ESaIﬁJr;tigr?ré%iferigsiw%(l)rl]iderl'\aam?)r: \(/e:rs)i/osnaﬁe%; RSE,e:(eFigtSi\ulgeS{Sr?ggpdsirror; ?\%S?Tu?nor VOTL?m??pSpclocrae. ) oRiecie response rate |mpaCt on tumor size per RECIST v1.1 or per TVS gwf/ tWng Weekfy;dCI, clonfidencelinterval; E-R, exposure-response; TVS, Tumor Volume Score.
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