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. I n t rOd u Ct i on * Prediction-corrected VPCs of vimseltinib plasma concentrations by time after first and last * Compared with a participant of typical body weight (76 kg), steady-state exposures at the 5t and 95t body weight percentiles
dose indicated the model provided a good description of the observed data (Figure 3) slightly exceeded the 80%-125% range (Figure 5)
* Tenosynovial giant cell tumor (TGCT) is a locally aggressive neoplasm caused by the * The final model resulted in robust prediction of vimseltinib exposure across the different — Dose adjustments are not warranted based on results of clinical studies and exposure-response analyses
dysregulation of the colony-stimulating factor 1 (CSF7) gene leading to overproduction of Age, years, median (range) 52 (21-91) 38 (20-60) 44 (20-78) 45 (20-91) dosing regimens administered in the 3 clinical trials (Figure 4) * Food status had a limited effect on steady-state exposure
CSF1' Female Soexr n (%) 82 (61) 53 (54) 69 (59) 204 (58) Paramet]er estimates — Fed participants had ~6-fold longer mean absorption time than fasted participants
— Tf:]e dlgeafe is not always amenable to surgery, and these patients require systemic R:;;'nn (%) 32) 6 (6) 403) 13 (4) \(;L//FF’LL/ 08'2102 5;; Figure 3. Prediction-corrected visual predictive checks of vimseltinib plasma * Other statistically significant covariates had no clinically meaningful effects, with <20% change in steady-state exposures
therapies . . /o - : :
. o , o o , _ Black or African American 2 (1) 13(13) 4 (3) 19 (5) concentrations . . . ..
* Vimseltinib is an oral, switch-control tyrosine kinase inhibitor designed to selectively and Multiple or other 1007) L ) 00) 1) \I\’;/: ;Lh 023193 ;‘22 Figure 5. Forest plots for the effects of covariates on vimseltinib PK parameters at steady state based on
potently inhibit the CSF1 receptor |\N/||st§mgH ) T ?g; 858; 88 13( é1 3)) QUF. Lih 17 498 Observed percentiles ----- 10% 005 -mme- 90% the final PK model
— Vi ini i ini i ative Hawaiian or other Pacific Islander . ' ) '
Vlmseltlnlb Was approved N Eebruary 2025 by the L.JS FOOd and Dr:Ug Admlnlstratlon Whlte 1 15 (86) 78 (80) 79 (68) 272 (78) MATfra 0.434 2.25 90% Cl of predlcted percentiles 10% 50% 90% ® Point estimate —— C(Confidence interval  ----- Reference Subject Reference area
for the treatment of adult patients with symptomatic TGCT for which surgical Unknown or not reported 00) 00) 30 26) 30) Estimated covariate effects p— - p—— - p—— - p——
H H H H H H H H 1A 3 ovariate avg,ss,30mg BIW atistics max,ss,30mg BIW atistics min,ss,30mg BIW atistics
resection will potentlz.jlly cagsg worsening functional limitation or severe mgrpldlty g e T, 0 (G ] Pt s B AT fo 5@ 1000.0 - e a120mg : g : g
— In September 2025, vimseltinib was also approved by the European Commission for Healthy 0(0) 98 (100) 0(0) 98 (28) Baseline albumin on V./F ~0.0261 18.6 -\ 1000.0 77 Snpyeiny 109 kg .- 0.763 (0.734-0.794) - 0.750 (0.725-0.776) . 0.783 (0.748-0.821)
the treatment of TGCT in a similar patient population® MST 37 (28) 0 (0) 0 (0) 37(11) Healthy participants on V./F ~0.293 10.9 ) - 54 kg ! e~ 1.29(1.24-1.35) ! e 1.32(1.27-1.36) ' es 1.26(1.20-1.32)
* The pharmacokinetics (PK) of vimseltinib were investigated across several clinical trials TGCT . 97 (72) 0(0) 117 (100) 214 (67) Healthy participants on V /F 1.15 8.49 S Disease population
that used varying dose levels and schedules and included different study populations Body weight, kg, median (range) 78.0 (44.0-150) /2.2 (46.1-110) /8.0 (43.0-142) 76.0 (43.0-150) Black or African American race on V._/F 0.334 23.6 © 100.0 - 100.0 - TGCT 2s 1.00 (0.962-1.04) + 1.00 (0.967-1.03) as 1.00 (0.954-1.05)
(healthy participants and patients with malignant solid tumors [MSTs] or TGCT)>8 Albumin, /L, median (range) Ay B s LE e B Sl el el e L) Body weight on CL/F p 0'750 | £ MST * 1.00(0.962-1.04) + 1.00(0.967-1.03) + 1.00(0.954-1.05)
-althy particip apat o nehan 2 o ALT, U/L, median (range) 18.5(5.00-91.0) 16.5 (4.00-54.0) 15.0 (6.00-48.0) 17.0 (4.00-91.0) ody welght on ' g Healthy participants - 1.00 (0.962-1.04) ) 1.13(1.09-1.17) 0 1.01(0.963-1.06)
* This analysis characterizes vimseltinib PK, including the effects of intrinsic and extrinsic AST, U/L, median (range) 20.0 (8.00-66.0) 18.0 (9.00-34.0) 18.0 (8.00-61.0) 18.0 (8.00-66.0) Body weight on V./F 1.00 § Food state :
factors, in a pooled population of healthy participants and patients with MST or TGCT Total bilirubin, pmol/L, median (range) 7.45 (3.00-21.0) 8.55 (3.40-20.5) 7.00 (3.00-22.0) 7.00 (3.00-22.0) Body weight on V/F 1.00 -3 10.0 4 10.0 - Fed e 1.00 (0.962-1.04) o | 0.931(0.899-0.965) o 1.01 (0.967-1.06)
eGFR, mL/min/1.73 m2, median (range)® 99.3 (37.7-134)° 105 (63.8-144) 103 (58.2-138) 103 (37.7-144)¢ Body weight on Q/F 0.750 & %D Fasted e 1.00 (0.962-1.04) o 1.00 (0.967-1.03) e 1.00 (0.954-1.05)
. M e t h O d S apatients from MOTION who received at least 1 dose of vimseltinib and had an evaluable PK sample. PCalculated using CKD-EPI formula. ‘Three participants had missing values. Fre| 1.00 GtJ = Race : : :
ALT, alanine aminotransferase; AST, aspartate aminotransferase; CKD-EPI, Chronic Kidney Disease Epidemiology Collaboration; eGFR, estimated glomerular filtration rate; MST, malignant solid tumor; Interindividual variabilit S Unknown Lo 1.00 (0.962-1.04) e 1.00 (0.967-1.03) e 1.00 (0.954-1.05)
PK, pharmacokinetic; TGCT, tenosynovial giant cell tumor. y & 10 1.0 - Multil oth ' 1'00 0.962 1'04 N 1'00 0.967 1'03 5 1'00 0'954 1'05
* This study pooled data from 3 clinical trials of vimseltinib (Table 1) PopPK Analysis Rov.e oot o 1 £ o W:itlepaenc(;rNati\(jer Hawaiian H 1.00 §0'962_1 '04; : 1.00 E0'967_1 '03; : 1.00 20'954_1 '05;
O @+ . . =1. a4l . . =1. = . . = 1.
* NONMEM v7.5 was used to conduct the population PK (popPK) analysis . , o , , , , CL/F, CV 0.440 3.18 1.83 S . . ! _ ! _ ! _
. - POPH PoP > * Individual observed vimseltinib plasma concentrations up to 7 days after the last dose were included in the PK analysis V/F, CV 0.430 3.74 8.34 £ lackcor African American " 1-9910.962-1.59 > 10110.972-1.59 i 1:92(0.975-1.97)
The popPK analysis included exploratory graphical analysis of observations and : ) : : . . , 0.1 J Asian i 1.00 (0.962-1.04) rY 1.00 (0.967-1.03) - 1.00 (0.954-1.05)
. data set to provide the most representative PK profile for data visualization (Figure 1) Correlation CL/F - V/F 0.637 4.80 : . . ; .
covariates and the development of a base model brofiles of individual ob : t' . ativel b sion foll dby <l distributi d eliminat v JE CV 0150 183 6 0.1 4 Albumin i | |
- Body weight was included as a mechanistic covariate: structural and exploratory rofiles of indivi ga observa |F)ns vs time sggges arela |veyr§p| absorption followe ys.ower istribu |o.n and elimination I\/FI)A1: o 1- s . 69 30-7 49 g/L i 1.00 (0.962-1.04) to- 1.03(0.997-1.07) o 0.970 (0.924-1.02)
covariate-parameter relationships were evaluated using the stepwise covariate model * A 2-compartment with sequential zero and first-order absorption model adequately described the data (Figure 2) RUV 'cv . '240 2'16 1 1'1 | | | | | | | | 37¢g/L & 1.00(0.962-1.04) BN 0.960(0.926-0.995) _ren  1.04(0.991-1.09)
ildi i i i * Parameter estimates of the final vimseltinib PK model are presented in Table 3 : : ' : 06 08 10 12 14 06 08 1.0 12 14 06 08 10 12 14
building procedure with adaptive scope reduction | P “The point estimate for this parameter was fixed in the final model. | 0 10 20 30 0 200400 600 Relative parameter value Relative parameter value Relative parameter value
° Eva|uated covariates mcluded part|C|pant characterlstlcs, b|omarkers for Ilver and rena| CL/F, apparent oral clearance; CV, .coefﬂc[ent .ofvarlatlon; Frer rglatlve b|oava|Iab|I|ty; MAT, mean apsorptlon Time after last dose (days) Time after first dose (days)
. . . . . . . . . . . . . . . . time; MAT, fraction of MAT associated with first order absorption; popPK, population pharmacokinetics; y y Reference: 76 kg, albumin 44 g/L, fasted, non-Black or African American, patient with TGCT The 5t and 95t percentiles for body weight are represented by 54 and 109 kg, respectively.
fUﬂCtIOﬂ, dOSlng regimen, StUdy pOPU|at|0n (healthy Pa rt|C|pantS, MST, TGCT), and food F|gu re 1. Observed plasma V|mse|t|n|b concentration F|gu re 2. Schema of the f|na| V|mse|t|n|b Q/F, apparent intercompartmental clearance; RSE, relative standard error; RUV, residual unexplained BIW, twice weekly; C,, <, average concentration during dosing interval at steady state; Cp,,, ., Maximum concentration at steady state; C,, s, minimum concentration at steady state; PK, pharmacokinetic;
status (fasted or fed) variability; SHR, shrinkage; V/F, apparent volume of distribution of central compartment; V,/F, apparent TGCT, tenosynovial giant cell tumor.
Model rf db f d | up to7 days after IaSt dose pOpPK mOdEI volume of distribution of peripheral compartment. Cl, confidence interval.
. odel performance was assesse recision of parameter estimates and visua . : . . : : : : : . . .
° P , Y Precis P : * Based on simulations using empirical Bayesian estimates, the median effective half-life of the vimseltinib 30-mg twice weekly
predictive checks (VPCs); the effect of covariates on PK parameters are illustrated by . . 5 E ti Final vi Itinib PK iat del ) o ) o _ o BIW : 124 h £ tiente with TGCT f the MOTION trial (Fi 6
forest plots Ogmg Emg Oig e :8 mg quation. Final vimseltinib popPK covariates mode Figure 4. Prediction-corrected visual predictive checks of vimseltinib plasma (BIW) re:o"me” Vgas : Ok‘]‘rsf (Ijlr pa I'e” S WI | Lom deh ) rial ( |dgure )I . o
: : : . : mg mg mg mg ) . i : : , . . , ,
* The final PK model was used to simulate vimseltinib plasma concentrations for the v . . : : concentrations, stratified by study Slmu ations based on the full analysis population showed that the approved vimseitinib dosing regimen (30 mg BIW) resulte
different dosing regimens in clinical studies - 3000 — V.IF Final Covariate moglel. Body \{velght on CL/F, V/F, Vp/Ff and Q/F, food in a median accumulation ratio of 2.59
gree i § status on MAT, baseline albumin on V/F, study population on V/F and . ) ) o ] o ) i
. - | = V,/F, and race on V,/F , Figure 6. Simulated vimseltinib plasma concentrations based on empirical Bayesian estimates
2000 { = ~| 1000 1§ g Observed percentiles  ------ 10% ——50% ----- 90%
M
; '8 - B¢ & 8 90% Cl of predicted percentiles 10% 50% 90% . " .
g N 30018 @ ¢ ] 8 E 0.75 Single dose 30 mg 5 days QD and BIW after 30 mg BIW gertzgsea percentile
50 mg QD (3 days) followed by 20 mg QD 1000 { & 4 2 ol d = D1 = A QF CL/F (L/h)y=0.612 (L/hy x [ WT 1000 - 6 mg 30 mg
10 mg QD = i S MAT x (1- MAT;) '@ _ 75 (kg) DCC-3014-01-001 DCC-3014-01-002 MOTION _ 1500 1 1500 1
10 mg QD (5 days) followed by 10 mg BIW =2 ; = " (MAT-D1) Vi/F —E' 10 mg 40 mg
Ph Dose escalation 3048 3 i > 750 20mg 50 mg
ase 1/2 d 4 20 mg QD (3 days) followed by 6 mg QD 0 S 1 1000 . o
DCC-3014-01-001 exanansi?asnein 2256 20 mg QD (5 days) followed by 20 mg BIW V./F (L) = 88.0 (L) x WT 1\ @ ~0.0261 x (albumin-44 (g/L)) x D N NS S R 1000 - 1000 -
NCT03069469 pa'lcaients with 20 mg QD (5 days) followed by 20 mg QW K, = CL/F 75 (kg) —~ S 500 - Population model estimate
MST and TGCT 30mg BIW ~ 3000 Ve : - £ & " Cavgss 30-mg s 584 Ng/mL
30 mg QD (3 days) followed by 10 mg QD E ® o| 1000 ! {1 !f not healthy pqrtlapants N S0 c | 500 - 500 -
30 mg QD (5 days) followed by 30 mg BIW ob A 1-0.293 if healthy participants = é 250 Median per dose?
40 mg QD (5 days) followed by 40 mg BIW - 20001g S| 100 1 k= O — 6mg — 30mg
6 mg single dose 2 =~ WT C 100 0 0 0 1 — 10mg — 40mg
Ere healthy ’IOmg single dose © 2 . ' . Vp/F (L)=289 (L)x X E T T T T T T T T T T T T T T T T T T T T T T o
Phase 1 - : £ 1000 - 10 - Absorption model: sequential zero- and first- 75 (kg) © 0 7 14 21 0 7 1421 28 35 42 49 56 0 7 1421 28 35 42 49 56 20mg 50 mg
DCC-3014-01-002 participants 2967 30 mg single dose (fasted or fed) g = . order absorotion O Ii d
40 mg QD (5 days) S ™ ; P 1 if not healthy participants S Ime (days)
50 mg QD (2 days) o 0 1 . Disposition model: first-order elimination from the 1+1.15 if healthy participants g 1S COEE EEn St siERely St [1.e: 1ne 6t eumNIEEnse] Sese) oiEnmiies Celomz, .
Safety and ntral compartment Q BIW, twice weekly; C,, s, average concentration during dosing interval at steady state; QD, once daily.
Phase 3 (MOTION) efficacy in central compartme 1 if not Black or African American 9
RE$-635001549-;’2-2001 patients with 976 30 mg BIW 1000 - Inter-individual model: exponential on CL/F, V/F, 1+ 0.334 if Black or African American §
TGCT 1500 | ' V,/F, and MAT; as well as n correlations between the & 10
Data cutoff for DCC-3014-01-001: June 27, 2023; data cutoff for DCC-3014-01-002 and DCC-3014-03-001: August 22, 2023. CL/F and V/F parameters MAT = 0.713 x 2
BIW, twice weekly; MST, malignant solid tumor; PK, pharmacokinetics; popPK, population PK; QD, once daily; TGCT, tenosynovial giant % : % B . | . | ' . | o %
celltumor. 1000 1 = 1001% = RUV model: proportional RUV (implemented as 1 if fasted or missing 2 * The final popPK model adequately described vimseltinib PK in patients with TGCT and enabled robust
O O additive on the log-scale) with an exponential inter- 1+4.77 if fed o Fef T N s s
l Res u |tS . z z individual variability term | prediction of individual patient exposure
10 0 W 207 * Graphical exploration and model diagnostics did not indicate any time-dependent PK effects, and the model
Demographics and Baseline Characteristics i CLIF, apparent clearance; D1, duration of zero order input; Frel, relative Q/F (L/h) = 17.1 (L/h) x 1 was considered appropriate to be used for further exposure-response analysis
_ _ _ o 0 - p 1 I 1 I 1 | | bioavailability; k,, first-order absorption rate constant; k., first-order elimination 75 (kg) ' ' ' ' ' ' ' ' ' ' o . . . . - . . .. .
* The pooled population included 6199 PK observations from 349 adult participants 01 23 4656 7 rate constant from the central compartment; MAT, mean absorption time; 0 10 20 0 10 20 0 10 20 30 Body weight exerted a noticeable effect and may explain the variability in vimseltinib PK, but dose adjustment
. : : . MAT;, fraction of MAT associated with first order absorption; popPK, population . i i iNni i _
(healthy part|C|pants and patlents with MST or TGCT)' with an average of 17.8 Time after last dose (days) pharfmagokinetigs; .Q./F, apparent intercompartmental cIea.ran.ce; RUV, residual FZL/F, apparent clearance; MAT, mean absorption time; popPK, populgtior) pharmacokinetics; Q/F, apparent Time after last dose (days) for Welght IS not Warranted based on reSUItS from C||n|Ca| StUdIeS and exposure response analyses
observations per participant VR pparent perpher e e of tisruon. oo e VSIS TR P I SIS Cl, confidence interval. * Food decreased the rate of vimseltinib absorption but had minimal effect on steady-state exposures

* Baseline characteristics are shown in Table 2
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