Avapritinib Continues to Demonstrate Durable Symptom Control With a Well-Tolerated Safety Profile: Long-term Outcomes From PI o)
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Introduction Results

* |Indolent systemic mastocytosis (ISM) is a chronic clonal mast cell disease primarily driven by the KIT D816V : : : : : : Ly _ -
mutation in ~95% of cases,' and is associated with symptoms of mast cell activation and tissue infiltration. Patient Demograp hics o | Fl_gure 3. L_O_nger'term efficacy for ISM-SAF most severe symptom in all patients treated Avapritinib 5_0 mg ﬁo) ost dos_e 'ncrea_s? subset | | |
ISM can cause debilitating cutaneous, gastrointestinal. neurologic, musculoskeletal, and cardiorespiratory * Atotal of 226 patients started avapritinib 25 mg QD treatment in Parts 1, 2, or 3 (Table 1) with avapritinib at 1 year and 4 years * Atotal of 74 patler_wts (33%) who received avapritinib 25 mg QD in PIONEER increased to 50 mg QD in the
symptoms which can lead to life-threatening anaphylaxis, poor quality-of-life (QoL), and significant morbidity*~’ * The median duration of treatment (range) was 46.5 (0.7-67.2) months open-lab§I ex.tensmn |
* The prevalence of systemic mastocytosis has been estimated at up to 1 in 5,000 people®" (:‘319935) ‘t:::sr;" ‘ Th? median time to_dose Increase (ra.nge) was 31.4 (11.3-52.5) months o .
» Historically, most patients have relied on symptom-directed medications, which do not treat the underlying driver Table 1. Baseline demographics L. 0 * Patients who dose-increased had a higher KIT D816V VAF and symptom burden at the beginning of avapritinib
of ISM T p———p Avapritinib 25 mg QD (n=226) » _ treatment compared with patients who remained on 25 mg
» PIONEER (NCT03731260) is a randomized, double-blind, three-part trial examining the efficacy and safety of Age (vears), median (range)’ 51.0 (18-79) S S —05- * After 24 weeks of avapritinib 50 mg QD, 42 out of 48 patients with available ISM-SAF TSS data experiencea
avapritinib, a potent and selective KIT D816V inhibitor, as a treatment for patients with ISM Fernale. n (0’/) 1-66 73) @ % (s)ta1b(l)?;t9-|mprov§d _I'I:gg (38 with improvement in ISM-SAF TSS, four with stable TSS; where stable is defined as
7 0 e —
* |[n Part 2, the placebo-controlled portion of PIONEER, patients treated with avapritinib showed rapid, durable, Baseline BMI (kg/m?), median (range)’ 28.1 (17.6-51.4) ‘S 'Z -1 - o INCrease in _ ) _ _ _ _ _
and clinically meaningful improvements in ISM symptoms and QoL versus placebo through 24 weeks of treatment, 9 ; 9 : : : £ 5 * After 24 weeks of avapritinib 50 mg QD, 40 out of 46 patients with available MC-QoL data had stable-to-improved MC-QoL
and avapritinib was well-tolerated with a safety profile similar to placebo’> ISM symptom burden 2% _15- (38 with improvement in MC-QoL, two with stable MC-QoL; where stable is defined as 0-10% increase in MC-QoL )
. . . . . . Baseline ISM-SAF TSS, mean (SD)° 48.1 (19.5) £ O
* Based on these outcomes, avapritinib was approved at 25 mg once daily (QD) in adult patients with ISM in the USA . > G : : : T a
and in patients with moderate-to-severe ISM in the EU™S.¢ Mast cell burden e 2 Table 3. Safety profile of patients after dose escalation to 50 mg QD avapritinib in Part 3
* Here, we present extended findings with avapritinib from PIONEER through median ~4 years of treatment mgg:zg g:zg:; Zi;uemn;[ggr):)ivszigcpesr;}r;zs?g/eqlt (central), % 333 g’g_ggooj) % § ) 50 mg dose escalation (n=74)
) - -J—OU. w g 4907 : : e s
Median (range) KIT D816V VAF in peripheral blood®, % 0.39 (undetectable—41.3) %= Median time on avapritinib 50 mg QD (range), months 16.5 (0.2-33.6)
?Age at the time of informed consent. *Baseline is based on the last observations prior to the first administration of avapritinib in the study. °Digital droplet PCR was used to measure KI/T D816V VAF. = -3 — o1 year M4 years Any AES, n (%) 64 (86)
BMI, body mass index; ISM, indolent systemic mastocytosis; ISM-SAF, ISM-symptom assessment form; SD, standard deviation; TSS, total symptom score; VAF, variant allele frequency.
_ Any TRAEs, n (%) 24 (32)
All avapritinib-treated patients Safety (median follow-up of 4 years) | | | | | Grade 2 3 AEs, n (%) 13 (18)
Efficacy . 'rl'eheoftae?tylggce)gls_ggr?t\;glrl);gln|lgr}[/ivc|)t: (I_cl)_ggle;-grm median follow-up of 4 years remained consistent with the previously Grade = 3 TRAEs, n (%) 1(1)
: : * Longer-term efficacy data with a median ~4 years of treatment demonstrate durable, sustained improvements in P P P . Serious AEs, n (%) 10 (14)
. Figure 1. Study design overall symptoms and QoL « Grade =3 treatment-related adverse events (TRAEs) remained low Sorious TRAE ’ ) .
. . . . _ L . erious S, N
¢ The mean Change (Standard deviation [SD]) In ISM'SAF TSS was _1766 (1932) at Week 48 (henceforth 1 year) ) Dlscontlnuatlons due to TRAES remamed Ilmlted, occurrlng n six patlents (3%) ?Includes only new, recurrent, orwo(rse:i)ngAEs after initiation of 50 mg QD avapritinib in Part 3.
and —17.66 (19.07) at Week 204 (henceforth 4 years), in all patients treated with avapritinib (Figure 2A) * The most frequently reported AEs related to treatment were edema events, with the majority being Grade 1, | | o | -
. tF>art_1 (f[:_omp:teltquZZD — Continued responses were seen in all ISM-SAF symptom domains (Figure 2B) and most severe symptom consistent with previous reports * The safety profile of dose escalation at 50 mg was similar to 25 mg, with no new safety concerns identified (Table 3)
SR (Figure 3) in all patients treated with avapritinib * The rate of cognitive AEs was similar to placebo in the placebo-controlled portion of the study; these events * The most commonly reported (25% of patients) new, recurrent, or worsening TRAE that was observed after dose
~ Part 3 Open-label - The mean percentage change (SD) from baseline in MC-QoL was —30.96 (37.48) at 1 year, and —35.41 (35.71) remained low with longer exposure (8% treatment-emergent AE [TEAE], 3% TRAE; all TRAEs were Grade 1-2) increase to 50 mg QD was peripheral edema in 6 (8%) patients, all Grade 1-2
Part 2 (complete) avaprianio 25 mg &3 {Up fo 5 yearsy at 4 years in all patients treated with avapritinib * No intracranial bleeds were observed * No patients discontinued treatment due to AEs after receiving 50 mg QD

Randomized, placebo-controlled,
double-blind treatment period

* Avapritinib was not associated with an increased risk of liver injury. The rate of AEs of increased transaminase
Fiaure 2. Lonaer-term efficacv for ISM-SAF TSS (A) and svmptom domains (B) in all (pooled term) was similar to placebo in the placebo-controlled portion of the study; these events remained low with i
g. 9 . o y (A) ymp (B) longer exposure (9% TEAE, 4% TRAEs, all TRAEs were Grade 1-2) CO"C'USIO“S
patients treated with avapritinib at 1 year and 4 years

| 50 mg QD dose increase permitted® * The rates of TRAE hair color changes and altered taste (pooled term) were low (4% and 2% respectively), indicative
i 1 A 1 year 4 years of the selectivity of avapritinib for the KIT D816V mutation over wild-type KIT * Avapritinib robustly reduces disease-related symptoms across all symptom domains and improves

(n=193) (n=85) QoL after a median treatment duration of ~4 years
an=2_26, includes patients from Part 1 angggrtlg V\{h30 continued avapritinib 25 mg QD or crossed over from placebo to avapritinib 25 mg QD. 0 T ble 2 Safet rofi |e of ava r|t| n | b
®Patients could dose increase to 50 mg in Part 3. " . .
QD, once daily; RP2D, recommended phase 2 dose. -2 - = : yp P * Avapritinib was well tolerated after a median of 4 years of treatment with no new safety concerns
0 & —4 - identified and a very low rate of discontinuations due to treatment related AEs
cge 6- - .| . . . . .
Stionts with moderate.t oM . ] ated the randormized dose-finding (Part S55 8- inﬁ:lat):;lz\r::ls;):\i’t?:ib » In the subset of primarily high-disease-burden patients who increased their dose, the majority
atients with moderate-to-severe |SM symptoms who completed the randomized dose-finding (Part 1) or EB 8 —10- 25 ma QD + BSC (N=226 experienced further improvements in ISM-SAF TSS and MC-QoL from time of dose increase, with
randomized, double-blind, placebo-controlled (Part 2) portions of PIONEER rolled over to the open-label, long-term Sk ., mg (N=226) I-tolerated safet £ J £ 1 f treat t that stent with th
extension (Part 3) with up to 5 years follow-up (Figure 1) e 5 = 14— Median length of follow-up (months) 5.6 5.6 46.5 =) ttell=o e'ja €d salely Profie OVET a e gl O =
. o e . O =
* Across all parts of the study, 226 patients initiated avapritinib therapy at 25 mg QD + best supportive care 7 £ 16 — Any AEs, n (%) 128 (91) 66 (93) 224 (99) safety profile of the 25 mg dose
* Long-term efficacy data and cumulative long-term safety from initiation of avapritinib at 25 mg QD are presented up 18 — Any TRAEs, n (%) 77 (59) 32 (45) 168 (74) * Avapritinib is an effective and well-tolerated therapeutic option for patients with ISM and appropriate for
- 0 . . el . . . . .
to the data cut-off date of September 17, 2025 | N 20 - Grade 23 AEs, n (%) 30 (21) 15 (21) 108 (48)° chronic use, with a positive long-term benefit-risk ratio across the spectrum of disease seen in ISM
— Symptoms were assessed using the ISM-Symptom Assessment Form (ISM-SAF; ©2018 Blueprint Medicines _ _ _ N Grade =23 TRAEs, n (%) 3 (2) 2 (3) 14 (6)
Corporation), a validated symptom assessment tool specifically developed for evaluation of ISM symptomology = Gastrointestinal Skin Neurocognitive Serious AE o 7 (5 3 (11 53 (23
- - - (n=193)  (n=85) (n=193) (n=85) (n=193) (n=85) erious AEs, n (%) (5) (11) (23) - \ : : :
based on self-reported severity of 11 ISM symptoms; scores range from 0-110, with moderate-to-severe defined 0 Serious TRAES, n (%) 0 (0) 0 (0) 3 (1) Acknowledgements T mnewm ) Conflicts of interest/disclosures
as total sym ptom score (TSS) >2817 3 : . - : o The authors thank the patients, their families, all other investigators, and all investigational e Dr Akin has received funding from Blueprint Medicines
QoL was assessed using the Mastocytosis Quality-of-Life Questionnaire (MC-QoL), on which scores range from 11— TRAESs leading to discontinuation, n (%) 2 (1) 1(1) 6 (3) site members involved in this study. This study was funded by Blueprint Medicines Corporation, a wholly-owned subsidiary of Sanofi, and
- _ : . ~UI= = : 0 E Most common TRAEs (5% of patients). n (% Corporation, a wholly-owned subsidiary of Sanofi. Cogent Biosc_ie_nces_for consultancy and research
0-100, where 100 is worst QoL impairment18® S % 5 berioheral edema (25% of p ), n (%) 9 (6) 1 (1) 30 (13) Medical writing support was provided by Akanksha Srivastava, MSc, and editorial support Scan the QR Zufgggﬁ;ﬁ: \(/:\lli?r:clfllogfrlt?sarllccj)rrﬁjsll (;?thﬁg:‘til?scc)llosures
— Safety was evaluated by the rate and severity of adverse events (AEs); relatedness of AEs was determined by - Phe was provided by Travis Taylor, BA, of the Prime Group of Companies (Knutsford, UK) and kel 0T P00 Lot D o e
= £ _3 — Periorbital edema o) (6) 2 (3) 23 (' O) was funded by Blueprint Medicines Corporation, a wholly-owned subsidiary of Sanofi. Poster P P
the treatmg clinician g o Headach 11 (8 7 (10 29 (10 Responsibility for all opinions, conclusions, and data interpretation lies with the authors.
* Per investigator discretion, for patients with an increase in symptoms and biomarkers of mast cell burden, a dose S 4 Nea ache 5 ((6)) 6((8)) 18((8)) References
increase to 50 mg QD of avapritinib was permitted in Part 3 £ 2 ausea
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