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Effect of a high-fat meal on the pharmacokinetics of vimseltinib, an oral inhibitor of the colony-stimulating
factor 1 receptor, in healthy participants
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Vimseltinib, fed vs fasted state
Fed -e- Fasted
Crax 12 12 318 455 69.9 (62.9-77.6)
Period 1: Fasted Period 2: Fasted
Say 1 DP-7005 AUC tjast 12 12 54,300 51,300 105.9 (99.0-113.2)
ay 1:
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aln period 1, participants had a 10- to 14-day washout period after the last in-clinic visit before crossover to period 2. The washout period was
extended for up to 7 additional days for scheduling or if the participant did not meet continuation criteria as determined by the sponsor’s medical
monitor and the investigator. PIn period 2, participants had a safety follow-up approximately 7 days (+3) after the last in-clinic visit.

PK, pharmacokinetic.

Safety

Treatment-emergent adverse events (TEAES) occurred in 10 (63%) participants in the fed condition and 9 (60%)
participants in the fasted condition (Table 4)
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conditions
0 — | | | | | « All TEAEs were grades 1 or 2, except for 1 serious TEAE of grade 3 increased blood creatine phosphokinase, which
- Atotal of 18 healthy adult participants were enrolled in the study 0 1 2 3 4 6 3 10 12 24 occurred 47 days after dosing in the fed state
« Participant characteristics are described in Table 1 Nominal time (hours) — This TEAE was considered possibly related to vimseltinib by the investigator and resolved after 24 days
(D) * Pruritus was the most common TEAE in either condition and the only event that occurred in >2 participants
20 - 00 (4 [25%] and 6 [40%] in the fed and fasted conditions, respectively; Table 4)
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Age, years, median (range) 28 (20-56) 26 (20-56) g" £ Any grade TEAE, n (%) 10 (63) 9 (60)
Sex, n (%) § 10 - N Th d %2 % w0 v v 26 e 3 0 Any grade treatment-related TEAE 7 (44) 7(47)
Ju Nominal time (hours) Grade >3 TEAE, n (%) 1(6) 0
Female 6 (67) 5 (56) c
9 Grade >3 treatment-related TEAE 1(6)2 0
c
Male 3 (33) 4 (44) S 5- Serious TEAE, n (%) 1(6) 0
Race, n (%) Serious treatment-related TEAE 1(6)° 0
. TEAE leading to treatment discontinuation, n (%) 1(6)° 0
White 8 (89) 6 (67) 0 o B Y | | | | | | | | , . .
| 0 24 48 72 96 120 144 168 216 264 312 480 TEAEs in 22 participants, n (%)
Asian 1) 2(22) Nominal time (hours) Pruritus 4(25) 6 (40)
Black or African American 0 1(11) Fed - Fasted Vessel puncture site hemorrhage 2(13) 2(13)
Plasma samples were analyzed using a bioanalytical method with a validated range of 1.00 to 1000 ng/mL; concentrations below the limit of quantification were set to zero (0.00 ng/mL) in L|pa se increased 2 (1 3) 2 (1 3)
Eth nicity, n (%) the data sqmmarizati?n. Three'partic'ipants in fasted condition discontinued after period 1 (fed condition). One participant was excluded from the fed condition as their predose .
concetation s 25 f G 1 erod 2 Amylase increased 2(13) 0
Not Hispanic or Latino 9 (100) 7 (78) Arthralgia 2 (13) 0
Hispanic or Latino 0 1(11) Abdominal pain 0 2 (13)

The safety population included participants who received >1 dose of vimseltinib. Three participants completed only the fed period; 2 participants completed only the fasted period. AEs were
Not Re po rted 0 1 (’| 1 ) cNoCrllsCi(_Jlr(ErAeS\'fgegtment related if they were evaluated as “related” or “possibly related” by the investigator. Severity was assessed by the investigator according to the toxicity grade described in the
aRepresents the same serious TEAE of grade 3 increased creatine phosphokinase.

WEight, kg' median (ra nge) 68.7 (533_845) 77.9 (625_91 8) AE, adverse event; NCI CTCAE v5.0, National Cancer Institute Common Terminology Criteria for Adverse Events version 5.0; TEAE, treatment-emergent AE.
T 14 hl
BMI, kg/m2, median (range) 24.0 (20.8-28.2) 27.7 (23.2-30.1) nr‘ne"”c‘"an (range) 15 6.00(3.00-25.4) 15 1.00(0.500-4.00) 16 60.0(24.0-168) 15 48.1(24.0-144)
BMI, body mass index. C ’ ng/mL,
mean (CV%) 15 351 (15) 15 433 (43) 16 12 (31) 15 10 (50)
Pharmacokinetics AUCo.0q N*NG/ML, 1o 50 9 (56, 15 48500 (49) 16 2780 (23) " 2290 (53) . Administrgt?on of vimseltinib.with a high-fat meal did not affect the exposures
- Plasma concentration-time profiles for vimseltinib and the metabolite DP-7005 under fed :\nlfgn (CXf’) -~ of vimseltinib or the metabolite DP-7005
and fasted dosing conditions are presented in Figure 2 oinfr 1°NEMML, 415 65000 (29.8) 115 59100 (23) 14b 3110 (25) 12b 2930 (23) : _ : : :
« PK parameters for vimseltinib and DP-7005 following administration of vimseltinib with and ) Vlmseltlnlb demonstrated a manageable safety profile that was consistent with
V|\\/I|ItZQUta° hlgh-fzét m((e_?l a;(?c dliescrlbed. in TTI?IgbZ z(ajnd. F.|gure. 3 . e ::l/é'a?l'(CV%) 15 135 (28) 15 137 (32) 16 130 (48) 14 137 (34) prior studies
« Median time to C,,, (T,a) following vimseltinib administration was 6 hours in the fed state . - : ; :
and 1 hour in the fasted xstate, and mean C,,, was 351 ng/mL and 433 ng/mL, respectively Relevant values are presented as geometric mean (geometric CV%). ' | g - i . T.hese C.IaFa prOVIde the .b.aSIS el th.e apprc.)ved dosmg IECommenddtions tiat
+ The 90% Cls for the geometric mean ratios of vimseltinib AUCq_, and AUC,_;.sWere SAUGay, SCCebance cieria was ot et fof reporting parametor (AUCs,.>209) for & partitipants and they were excluded from summary Satistcs and subsequent calculations o analys. vimseltinib can be administered with or without food
contained within the equivalence limits of 80% to 125% (Table 3) extramslated area under the concentration Gre-cLIe Cowy maximum concantration; CV, Soicent of variation; g, terminal elmination hatf e T,y (e to reach maimum concassraton.
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