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Introduction Results continued

* Advanced systeomlc masto<1:y?t03|s (AdvSM) is a clonal hematologic neoplasm driven by the KIT D816V Efficacy « OS was >5 years in the overall population and was not reached in first-line patients with ~4 years median - 4 Bacoline BD ] fiont luated bv DXA
mutat|or.1 In~957% of cases | | _ o | « Avapritinib demonstrated a high response rate across AdvSM subtypes (Table 2) and was associated with follow-up (Figure 3) \gure 4. baseline groups in patients evaiuated by scans
« AdvSM InC_IUdeS aggressive systemic mastocytosis (ASM)3 system|1c5mastocyt03|s with an associated rapid, robust, and sustained responses with ~4 years median follow-up (Table 3) — Median (95% confidence interval [Cl]) OS in four patients with MCL with an associated hematologic neoplasm DXA wr
hematolloglcal ngoplasm (SM-AHN), ar.1d mast cell leukemia (MCL) e « Durable reductions were observed in all biomarkers of disease burden, regardless of prior treatment (Figure 2) (MCL-AHN) was 9.2 months (1.4—not reached); all four patients had been treated with prior therapy
. ngSI\C/:-IS assc?mated vlvltht I.|fe;2r(;i;enmg (c;rga.n da}[:nahgehagd recdlucei Sl(g\g\;a(l o of | and — Clearance of BM MC aggregates was seen in 74% of all patients and 84% of first-line patients (Figure 2A) — All cases of MCL in first-line patients were pure MCL (none with MCL-AHN)
" bone disease IS prevaient in Advoii——predominantly high bone density ~ (970 0T CasSEs) an — Areduction in serum tryptase to <20 ng/ml was observed in 65% of all patients and 79% of first-line i
i (~50° _ - - i 8,9 BD"*" (T-score <-1) BDm™ (-1 < T-score < 1) BD"o" (T-score >1)
osteo§c.:le.r0.3|s ( .50/0 of cases)—and |s: associated W|t.h d.y.sregulated borlle turnover markers | | patients (Figure 2B) Figure 3. Overall survival with avapritinib in (A) the overall population and N=12 a N2
 Avapritinib is a highly potent and selective KIT D816V inhibitor approved in the US for adult patients with 9 y P pop

— Atotal of 64% of all patients and 68% of first-line patients had post baseline KIT D816V VAF of <1%
(Figure 2C)

— In patients with baseline palpable spleens, clinical resolution was observed in 78% overall and 72% of
first-line patients (Figure 2D)

(B) first-line patlents BD, bone density; BD"s", high BD; BD"¥, low BD; BD™™, normal BD; DXA, dual-energy X-ray absorptiometry.

AdvSM and in Europe for adults with AdvSM after =21 prior systemic therapy'%"

* Here we report final analyses from the completed PATHFINDER study (NCT03580655) of avapritinib in
AdvSM and the potential impact of avapritinib on bone disease
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Median follow-up: 49 months Median follow-up: 49 months

P r—— i . _ . — . Figure 5. Changes in BD with avapritinib
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Table 2. Response rate with avapritinib across AdvSM subtypes 2 7. 3 074 T 3- | !
s s ‘ - : i
 PATHFINDER was an international, multicenter, open-label, single-arm, phase 2 study designed to assess Overall response-evaluable population First-line response-evaluable population 2 06- 2 061 | o 27 | P=0.89 i
= 0.9 = 0.97 5 J ! :
tht? .efflcacyl and safety of avapritinib in a.dult patients with ? centrally confllrmed AdeM diagnosis ASM SM-AHN ASM SM-AHN E T E ool . § 1 | 0 [ |
 Eligible patients were aged =18 years with a centrally confirmed AdvSM diagnosis per World Health = (n=13) (n=55) = = (n=5) (n=22) g 0'3 | g 0'3 oS {\SI;II) S(M-élél)N AI(I Mg,)La = 0 ; I \ 0.03 : B EE sascline
Organization criteria, an Eastern Cooperative Oncology Group performance status score of 0-3, and a a = 7 AH = 7 s — — 5 | - |
relot count o50x 1 0L P 9y =roup P ORR,” n (%) 61(73) | 10(77) | 41(75) | 10(67) || 26(87) | 4(80) | 19(86) | 3(100) S 02{| os o N M UIIS] | T 2] [ecn (95% O | NR(NE-NE) | NR(NE-NE) | NR (51-NE) | NR (26-NE) g -1- 5 ; N N S Last measurement
P = 95% ClI 63-83 46-95 61-85 38-88 69-96 28-100 65-97 29-100 2 ol 2 o1l i ] | ;
* The primary endpoint was centrally adjudicated overall response rate (ORR) by modified International Best response® 0.0 Median (95% OI) | 62 (80.0-NE) | NR (NE-NE) | 60 (50-NE) | NR (NE-NE) 0.0 TS 79 (64-83) |100(100-100)| 76(59-63) | 67 (13-100 : :
I — i I © o I I I I I I I I I I I: I I I ad I I I I I I I I I I I: I I I _3_ E E
\O/\r/]olil/?;rﬁoi;%sﬁsl\/gﬁggol|ferat|ve Neoplasms Research and Treatment and European Competence Network CR or CRh 25 (30) 4 (31) 18 (33) 3 (20) 13 (43) 1 (20) 11 (50) 1(33) T 1 2 % e 4 4 2 o o T 1a i a0 % 4 4 o o o N | i |
. . . L . CR 14 (17) 1(8) 10 (18) 3 (20) 8 (27) 1(20) 6 (27) 1(33) Months from first dose Months from first dose P=0.04 : :
« Secondary endpoints included biomarkers of objective disease burden measures (bone marrow mast cells CRh 11 (13) 3 (23) 8 (15) 0 5 (17) 0 5 (23) 0 i |
[BM MCs], serum tryptase, KIT D816V variant allele fraction [VAF], and spleen volume), duration of response PR 32(39) | 6 46) 19(35) | 7(47) 13 (43) | 3(60) 8 (36) 2 (67) e s A S S S Follow-up: Follow-up: Follow-up:
(DOR), progression-free survival (PFS), overall survival (OS), and safety Cl 4 (5) 0 4 (7) 0 0 0 0 0 PureMCL 11 10 9 9 9 9 9 9 9 8 6 3 1 0 AIMCL 3 3 3 3 3 3 3 3 3 2 1 1 0 0 22 months (9;53) 31 months (4;54) 29 months (9;54)
* Exploratory endpoints comprised BD and levels of bone turnover markers: SD 13 (16) 3 (23) 7 (13) 3 (20) 3 (10) 1(20) 2 (9) 0 Error bars represent SD.
— Procollagen type 1 N-terminal propeptide (PINP) — a biomarker of osteoblast activity/bone formation' PD 2 (2) 0 1(2) 1(7) 0 0 0 0 Final database lock: March 13, 2025.
— Tartrate-resistant acid phosphatase 5b (TRAcP-5b) — a biomarker associated with osteoclast activity/ NE 7 (8 0 6 (11 1(7 1(3 0 1(5 0 OS, overall survival. : i : i
bono resomtion!™ =0 L = 2! o) Figure 6. Changes in (A) PINP and (B) TRAcP-5b with avapritinib
Inal aatabase IoCK: viarc , .
20ORR evaluable per mIWG-MRT-ECNM criteria at baseline. Safety
i’i?j} f:”f'.rmed response per MIWG-MRT-EGINM criteria. GR+GRhrPR+C. | « Avapritinib demonstrated a continued favorable benefit-risk profile after ~4 years of treatment (Table 4) A PINP B TRAcP-Sb
quires full resolution of all evaluable C-findings, elimination of BM MC aggregates, serum tryptase <20 ng/mL, resolution of palpable
hepatosplenomegaly, and partial hematologic recovery (defined as absolute neutrophil count >0.5x10%L with normal differential, platelet count >50x10°/L, and 3 Long-term safety and t0|erabi|ity are well characterized and were consistent with prior reports15,16 800 - P<0.01 10 -
hemoglobin level >8.0 g/dL). . . . . el P<0.01
. 9PR requires full resolution of =21 evaluable C-findings and 250% reduction in both BM MCs and serum tryptase. * No intracranial bleedmg events were observed after the September 2022 data cut-off (fOUF patlents [3-7%] | —
In total, 107 patlents received avaprltlnlb (n 38 as first-line therapy Flgure 1; Table 1 95% ClI, 95% confidence interval; ASM, aggressive systemic mastocytosis; Cl, clinical improvement; CR, complete remission; CRh, complete remission with overall in the Study)15 388 - T 84 o
partial hematologic recovery; mIWG-MRT-ECNM, modified International Working Group-Myeloproliferative Neoplasms Research and Treatment and European . . . . .
Competence Network on Mastocytosis; NE, not evaluable; ORR, overall response rate; PD, progressive disease; PR, partial response; SD, stable disease. — All four patients had COnfOundlng factors, such as medical hIStOFy of hypel’tenSIon (n=3), use of ) 2504 o -
Figure 1. Patient disposition antithrombotic treatment (n=3), or head trauma around the time the bleeding occurred (n=1), and three out S o =)
of the four patients experienced severe thrombocytopenia over the course of the study f_— 200 z,
Avapritinib 200-mg QD starting dose* Table 3. TTR, DOR, and PFS with avapritinib across AdvSM subtypes — No events were fatal = 1507 0
: —— : » Adverse events (AEs) were generally managed with dose maodifications, allowing patients to continue to 100-
Full enroliment Overall response-evaluable population First-line response-evaluable population receive treatment "
ASM SM-AHN ASM SM-AHN — In total, 19% of patients discontinued treatment due to treatment-related adverse events (TRAEs), with a
’ y 0
(n=13) (n=55) = = (n=22) = : : _
o e | Y —— ap— - - - - v > - > | median dal!y dose (range) of 106 mg (27-240 mgq)
vapritinib in lrgé Ine patients with prior systemic therapy e 'tar'l" , 03903 | 03-15.01 | (052031 | (17192 || 034500 | 03150 | (051221 | (0 9.3 * Liver transaminase elevation TRAEs were low (8%), and all were Grade 1-2
(=ee) (n=69) :I'o:_ sgg:ge) ( '5_7 8. )| © ;R 0) | . ; 3) | ;R 2) (1O &R 0) 1 (0. ;R 0) 1 (O, ;R 2) | .N_R. ) - One treatment-related death occurred; the patient, an 80-year-old male with a history of kidney disease, died
edian ’ : 54.5 due to acute kidney injury following administration of antibiotics |
response-evaluable population response-evaluable population Median PFS,* 51.3 NR 45.1 NR NR NR 48.1 NR . S P<0.01 P<0.05
(n=30) (n=53) months (95% CI) || (38.7-NE) | (NE-NE) |(31.4—61.6)| (12.0-NE) || (39.4-NE) | (NE-NE) | (25.4—-NE) | (38.2-NE) Table 4. Safety profile of avapritinib Final database lock: March 13, 2025.
) o _ . L _ Final database lock: March 13, 2025. DOR, TTR, and PFS were assessed in the response-evaluable population. : NS, not significant; PINP, procollagen type 1 N-terminal propeptide; TRAcP-5b, tartrate-resistant acid phosphatase 5b.
Two patients initiated treatment with 100 mg QD avapritinib; all others initiated with 200 mg QD. aPFS was defined as the time from first dose to the time of initial documentation of progressive disease or death due to any cause, whichever occurred first. Most common TRAEs Safety pOPUIatlon

mIWG MRT-ECNM, modified International Working Group-Myeloproliferative Neoplasms Research and Treatment and European Competence Network on

Mastocytosis; QD, once daily. DOR, duration of response; NR, not reached; PFS, progression-free survival; TTR, time to response. (21 5%), n (%) (N=107)
Median duration 32.7 months (0.2-63.5) Any grade > Conclusions

Figure 2. Effect of avapritinib on (A) BM MCs, (B) serum tryptase, (C) KIT D816V

. . T Hematological AEs
Table 1. Patient baseline characteristics Thrombocytopenia? 55 (51) 31 (29)

Overall oopulation® Firstline batients VAF, and (D) spleen volume in the overall population and first-line patients Anemia? 35 (33) 17 (16) Avapritinib was well tolerated, with robust and durable efficacy, favorable survival, and disease

Age, years, median (range) 68 (31-88) 68 (39-88) BM MCs P——— N;“'_het;‘f‘tafdggic AEs 59 (55 6 6) OS in first-line patients suggests better outcomes with earlier treatment with avapritinib
eriorbital edema?®
o ! : : : : .
Female, n (%) 45 (42) 18 (47) R e R Peripheral edema® 42 (39) 2(2) Survival outcomes were favorable, especially considering the reduced survival that has been
ECOG PS, n (%) . 8 64 112 160 208 . 8 64 112 160 208 Face edema? 23 (21) 0 reported in patients with SM-AHN?>
2-3° 28 (26 7(18 | | Cognitive disorder 19 (18 5(5 . S : :
(26) (18) o o o o 9 (18) () Avapritinib demonstrated deep and sustained effects regardless of AdvSM subtype or prior
AdvSM subtype per central assessment, n (%) §= _sg. §= _sql Hair color changes 18 (17) 0 : : e . ) )
ASM 21 (20) 7 (18) 58 58 Diarrhea 16 (15) 1(<1) therapy, including favorable ORR, complete remission (CR)/complete remission with partial
c X L2 X o -
SM-AHNe 71 (66) 28 (74) € £ -1001 _ £ £ -100- Final database lock: March 13, 2025. hematologic recovery (CRh), DOR, and PFS
MCL (including four MCL-AHN)* 15 (14) 3(8) g & "8 41 n=61 e e n=6 g8 L2 *Pooled term. There was a consistent reduction in disease burden, regardless of prior treatment
BM MC burden, median percentage (range) 40 (1-95) 35 (3-90) -150- =2 ~150- =48 n=25° AE, adverse event, TRAE, treatment-related adverse event. . - : : :
: | - | - n=10 Avapritinib maintained a well-characterized safety profile with no new safety concerns observed
Serum tryptase level, median ng/mL (range) 262 (24-1600) 178 (37-1336) Bl Overall population M First-line patients M Overall population M First-line patients . afterce - years of(rea e
KIT D816V mutation by central assay, n (%) 103 (96) 36 (95) Bone dens:ty and bone turnover markers . . .
KIT D816V VAF,° median percent (range) 16 (0-47) 6 (0-45) ¢ D - Serial dual-energy X-ray absorptiometry (DXA) scans were optional, and were available in 52% of enrolled Avapritinib may improve low BD T-scores and normalize bone turnover markers
SRSF2/ASXL1/RUNX1 (S/A/R) mutation per central assay,’ n (%) 48 (45) 23 (61) AT DSTOV VAR Spleen volume patients at baseline and at 22 follow-up visits | o o
Number of prior antineoplastic therapy, median (range) 1 (0-6) 0 Week  Week  Week  Week  Week Week  Week  Week  Week  Week » Baseline demographic parameters and markers of mast cell (MC) disease burden in patients with serial DXA
1 prior antineoplastic therapy, n (%) 42 (39) _ NI 64 112 160 208 N 64 112 160 208 scans were not significantly different from those without serial DXA scans Acknowledgements
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=2 prior antineoplastic therapies, n (0/0) 27 (25) — aé’ e dg,’ = » Patients were Categorlzed as haV|ng low BD (BDIOW), normal BD (BDnorm), or h|gh BD (BDhlgh) fu(ra;dlecc?bv)\//rll?,llzgepSrLijr?tpl\(;Iec;,;/;f]ei)g%/é)rzorailionl,caew;lnogils-;):vned gusgidi:\ryl/?)?aSaSrl\Jopf[iD.OTh\(lavas?)sr:Z\cl)lr I?evies\//vel;ja::d zgo?lzded feoedeCkrlgether?)li)Ztc;r. I'TOr?lvpeavr:elf,Stl’Eer::JtSl’Ko):S had )fL?l?
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