Avapritinib Achieves Deep and Durable Symptom Control With a Well-Tolerated Safety Profile in ISM:
Long-Term Outcomes From PIONEER
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Introduction Results
- Indolent systemic mastocytosis (ISM) is a chronic clonal mast cell disease primarily driven by Patient demographics Avapritinib 25 mg subset Avapritinib 50 mg post-dose increase subset
the_ KIT D816V .mutat!or? in 795% of cases,’# and is associated with symp_toms of mast cell - Atotal of 226 patients started avapritinib 25 mg QD treatment in Parts 1, 2, or 3 (Table 1) - The majority of patients remained on avapritinib 25 mg, with a median duration of treatment « Sixty-five patients (29%) who received avapritinib 25 mg QD in PIONEER increased up to
aCtI}[/at'lotn atpd ’:ISSUG |r;f|It_rat||on. IC?I\/I can IcaukseI '?[1 tl)road s;pectrtuhmtof delbllEatln?fCtiLane?US_, . The median duration of treatment (range) was 40.0 (0.7—67.2) months (range) of 37.1 months (0.7-67.2) in the avapritinib 25 mg subset 50 mg QD in the open-label extension
gﬁ:gﬁ;}aexsismséor;equurgli%glj_lgil,ifzr}QOmLu)sc;L:]gs;igneifiasn%r:\npocr)g?ds;tysi can Tean b TeTEEEnng - Longer follow-up showed continued responses in symptoms and QoL measures with durable - The median time to dose increase (range) was 28.4 months (11.3-50.3)
. The revale,nce of svustemic mastoc tc;sis (SM) has been estimated at up to 1 in 5,000 Table 1. Baseline demographics improvements in ISM-SAF TSS and MC-QolL - Patients who dose increased had a higher KIT D816V VAF and higher symptom burden at the
FI) 0 y y P ’ e T 58 e — The mean change in ISM-SAF TSS was —17.89 (SD 21.89; n=154) at 2 years and —20.27 beginning of avapritinib treatment compared with patients who remained on 25 mg (Table 3)
people Patient demographic P (n=226) g (SD 18.87; n=98) at 3 years
« Historically, most SM patients have relied on symptom-directed best supportive care (BSC L e _ _
medicatiozs o ngt troat the underlving dri)\l/erpof oy PP (BSC) Age (years), median {range) 51 (16270} — The mean percentage change-fro_m baseline in MC-QoL was —28.02 (SD 54.18; n=133) at Table 3. Baseline demographics
| _ _ | o Female, n (%) 166 (73) 2 years and —38.20 (SD 35.40; n=95) at 3 years
« PIONEER (NCT03731260) is a randomized, double-blind, three-part trial examining the Baseline BMI (Ka/m?) mod; 81 (17 6-51 4 Safet
efficacy and safety of avapritinib, an oral, potent, and selective KIT D816V inhibitor, as a Isa“‘;'e e (bg ': ), median (range) 1 (17.6-51.4) arety Patient demographic®
treatment for patients with ISM™-12 symptom burden - The safety profile of avapritinib remained consistent with the previously reported
P Baseline ISM-SAF 1SS, mean (SD) 48.1 (19.5) lacebo-controlled portion with no new safety concerns observed with longer-term median
« |n the placebo-controlled portion of PIONEER, patients treated with avapritinib showed rapid, Mast cell burden 1'? ' £t P Table 2 y J Age (years), median (range) 51 (18-77) 50 (22-79) 0.3966
durable, and clinically meaningful improvements in QoL and the breadth of ISM symptoms Median (range) serum tryptase (central), ng/mL 39.2 (3.6-590.4) 0 OV\{'Up 0 | ree years (Table 2) |
versus placebO through 24 weeks of treatment. After 6 months of blinded therapy, the Safety Med?an (range) bone marrow bio.psy I’T:IGSt cells (central), % 7.0 (1.0-60.0) - Consistent with the placepO'ContrO”ed POrtlon of the StUdy, Grade =3 treatment-related Female, n (%) 116 (72) 50 (77) 0.5083
orofile of avapritinib was comparable to placebo, with the exception of higher rates of low- Median (range) KIT D816V VAF in peripheral blood?, % 0.39 (undetectable—41.29) adverse events (TRAESs) in Part 3 remained low

aDigital droplet PCR was used to measure KIT D816V VAF. ISM symptom burden

grade edema, flushing, and insomnia™-"3 | | | | | |
BMI, body mass index; ISM, indolent systemic mastocytosis; ISM-SAF, Indolent Systemic Mastocytosis - Symptom Assessment Form;

 Discontinuations due to TRAEs remained limited, occurring in seven patients (3%)

— From baseline to Week 24 of treatment patients reCeiving avapritinib experienced Signiﬁeant PCR, polymerase chain reaction; SD, standard deviation; TSS, total symptom score; VAF, variant allele frequency. « The most frequently reported adverse events (AES) associated with treatment were edema Baseline ISM-SAF TSS, mean (SD) 46.2 (19.0) 52.6 (19.9) 0.0266
improvement in the ISM-Symptom Assessment Form Total Symptom Score (ISM-SAF TSS) All tinib-treated patient events, with the majority being Grade 1 Mast coll burden
versus patients receiving placebo (—15.6 points vs —9.2; P=0.003)" avapritini .r eated pa ' ents _  The rate of cognitive AEs was similar to placebo in the placebo-controlled portion of the study; these
. Based on these outcomes, avapritinib, was approved at 25 mg once daily (QD) for treatment . !_onger-term efflcacy data with median ~40 months of follow-up demonstrates durable events remained low with longer exposure (8% treatment-emergent AE [TEAE], 3% TRAE; all Median (range) serum tryptase 38.8 (3.6-284.0) 41.6 (5.5-590.4) 0.4037
of adults with ISM in the USA and in patients with moderate-to-severe symptoms in the EU™5 improvements in overall symptoms and QoL per MC-Qol. TRAEs were Grade 1-2) (Cenfral)’ ng/mL- |
« Given the chronic nature of ISM, data on the long-term safety and efficacy of avapritinib — The mean change (standard deviation [SD]) in ISM-SAF TSS was -17.51 (22.25) at - No intracranial bleeds were observed x:gt'acnel(l;a(ncien)tgf;e%marmw Vlopsy 7.0{1.6-50.0) 10.0(2.0-60.0) 00519
are needed \i:Veek 96 (gencefortrl;_knowr;is 2 years) and —19.39 (20.06) at 156 weeks (henceforth  Avapritinib was not associated with an increased risk of liver injury, with a limited number of Median (range) KI7,' D816V VAF 0.93 0.60 0.0076
« Here we present extended avapritinib findings from PIONEER through a median follow-up of nown as 3 years) (Figure 2A) o patients experiencing AEs of increased transaminase (pooled term); 9% TEAE, 4% TRAE, in peripheral blood®, % (undetectéble_29_1 8) (undetectéble—41.29) |
40 months — The mean percentage Change (SD) from baseline in MC-QOL was —28.73 (5329) at 2 years all TRAEs were Grade 1 or 2 aData represent baseline values at initiation of avapritinib 25 mg QD. PThe avapritinib 50 mg QD post increase subset. °Digital droplet PCR was used to
and —34.64 (35.75) at 3 years in all avapritinib-treated patients (Figure 2B) . The rates of TRAE hair color changes and altered taste (pooled term) were low (4% and 1%, measure KIT D816V VAF.
Figure 1. Study design o ac\?:;ir?tlijrﬁS_:fesgtc;gss:ﬁ\gﬁ:s (sI:eIZTJ;r; gl)l symptom domains and the most severe symptom in all \r,\?”sdp_%c/;;i;/e;?l/;: iIndicative of the selectivity of avapritinib for the KIT D816V mutation over . After 24 weeks of avapritinib 50 mg QD, 36 out of 42 patients with available ISM-SAF TSS

data at the 24-week timepoint experienced stable-to-improved TSS (33 with improvement in

— Ihe mean change (SD) from baseline in most severe symptom score was —3.02 (3.02) at ISM-SAF TSS, three with stable TSS; where stable is defined as 0—10% increase in TSS)

Part 1 (complete)

Determination of RP2D 2 years and —3.31 (3.11) at 3 years Table 2. Safety profile of avapritinib T | _ |
. _Egg 3 OgeD”'(bbT' : ) - After 24 weeks of avapritinib 50 mg QD, 34 out of 39 patients with available MC-QoL data at
Part 2 (complete avapritini mg up to o years)? ] ] ] Parts 1, 2, 3 _ : : tAli _ TIRE : _
Randomized (I S )ntr led Figure 2. Longer-term efficacy for A) ISM-SAF TSS and B) MC-QoL in all combined® the 24. week timepoint had stable-to |m_provgd MC-Qol. (302 \.N'th mprovement in MC-Qol.,
Loz, [t avabritinib-treated patients at 2 and 3 vears two with stable MC-QoL; where stable is defined as 0—10% increase in MC-Qol)
sipuleliz-alling] HEEl el [pEroE 50 mg QD dose increase permitted® P P y All avapritinib-
e . . . Avapritinib 25 mg Placebo + BSC treated patients
1 A) A\éafgggb A\éagggb B) A‘éayerng'b A\éafgggb QD + BSC (n=141) (n=71) (N=226) Table 4. Safety profile of patients receiving 50 mg QD avapritinib
I
o _ Median length of follow-up (months) 5.6 5.6 40.0 ] _
Al avapritinib-treated patients Avapritinib 25 mg QD+BSC | : 0- Any AEs, n (%) 128 (91) 66 (93) 224 (99) J (n=65)
Bl Avapritinib 25 mg subset | 7 ~ Any TRAEs, n (%) 77 (55) 32 (45) 170 (75) Median time on avapritinib 50 mg QD (range), months 12.3 (0.1-30.3)
Avapritinib 50 mg post-increase subset | GII_D 8 _51 Grade 23 AEs 30 (21) 15 (21) 108 (48)° Any AEs, n (%) 50 (77)
| E —5- O G.rade 23 TRAEs 3(2) 2(3) 15 (7) Any treatment-related AEs, n (%) 23 (35)
| ) = 10 Serious adverse events 7 (5) 8 (11) 47 (21) Grade >3 AE 10 (15)
s g Y Serious TRAEs 0 (0 0 (0 3 (1) rade =o AES
an=226, includes patients from Part 1 who continued avapritinib 25 mg QD or crossed over from placebo to avapritinib 25 mg QD. This also includes patients " 2] % @ IRAEs leading to discontinuation 5 E1; 1 51; = ((3)) Grade >3 treatment-related AEs 1 (2)
from Part 2 who received avapritinib 25 mg QD or who crossed over from placebo to avapritinib 25 mg. PPatients could dose increase to 50 mg QD in Part 3. (o)) o % E ~15- 9 S - S _
BSC, best supportive care; QD, once daily; RP2D, recommended Part 2 dose. E = —10+ -S o Most .common TRAEs (25% of patients), n (%) Serious AEs 7 (1)
o2 Q 3 Per!phe_ral edema J(6) 1(1) 30 (13) Treatment-related serious AEs 0
= .g ..._: £ —20- Periorbital edema 9(6) 2 (3) 23 (10) Includes only new, recurrent, or worsening AEs after initiation of 50 mg QD avapritinib
_ Es oS Headache 18) 7 (19) 22 (19) “One event (Grade 3) of weight increase. |
£ o —15- 2o o5 Nausea 9 (6) 6 (8) 19 (8)
S Y= © - : C : :
- Patients with moderate-to-severe ISM symptoms who completed the randomized dose-finding » o g S E?;'ﬁﬁsa i Eg; ; 8; 12 g; - The safety profile at 50 mg was similar to the overall safety population with no new safety
(Part 1), or randomized, double-blind, placebo-controlled (Part 2) portions of PIONEER rolled 5 17 51 S _30- . concerns observed (Table 4)
_ ) ] S —o0- - S —28.73 Alopecia 5(4) 3 (4) 13 (6) _ _ o _
over to the 0pen'|abe|, |0n9'term extension (Part 3) with up to 5'year fOllOW'Up (Flgure 1) - ~-19.36 % aData cut June 23, 2022. "Data cut February 21, 2025. °One death (Grade 5 AE) occurred during the study and was unrelated to treatment; the patient - The Only new, recurrent or worsening TRAE that was observed at 50 mdg QD N =25% patlents
: - ey gn i © —25 had a medical history of anaphylaxis and atrial fibrillation, and the event was assessed as due to anaphylaxis in the context of atrial fibrillation. ¢Serious '
» Across all pa_rts Of the StUdy, 226 patlents mltlat_ed avaprltmlb t_herapy at 25 mg QD T BSC’ the “E’ GE, 35 —34 64 TRAEs included transient loss of vision (1), gastric hemorrhage (1), and peripheral edema (1). None of these events led to discontinuation. was perlpheral edema o
long-term efficacy and safety of avapritinib in this group of patients, as assessed by changes - = AEs, adverse events; TRAES, treatment-related adverse events. « No patients discontinued treatment due to AEs after receiving 50 mg QD
in symptoms and QolL, is presented —25- —40-
— Symptoms were assessed using the ISM-SAF (©2018 Blueprint Medicines Corporation), MC-Qol, Mastocytosis Quality-of-Life Questionnaire. Conclusions
a validated symptom assessment tool specifically developed for evaluation of ISM .. 3L t - for ISM-SAF tom d e i o)
: ' : igure o5. Longer-term erricacy ror - sympitom adaomains in a _ _ _ N . .
symptomology based on self-reported severity of 11 ISM symptoms; scores range from P
. . ces : atients with ISM can suffer from a wide range of debilitating symptoms often not adequately controlled by BSC medications
0-110, with moderate to severe defined as TSS =28'° avapritinib-treated patients at 2 and 3 years | | | ang J symp _ quately o _ _ _ e |
— QoL was assessed using the Mastocytosis Quality-of-Life Questionnaire (MC-QoL ), on Gastmintestinal Coman Skin domai Neurocognitive o With over 200 patients, PIONEER is th.e. fl_rst and largest, randoml_zed., double-blind, placebo-controlled trial of a highly selective KIT D816V-targeting agent in patients with ISM and
which scores range from 0—100, where 100 is worst QoL impairment’”'® 0 (n=164) (n=127) (n=164) (n=127) (n=164) (n=127) led to FDA and EMA approval of avapritinib for the treatment of this disease
- Long-term efficacy data and cumulative long-term safety from initiation of avapritinib at 25 mg T Avapritinib robustly reduces disease-related symptoms and achieves durable improvements in QoL after a median of over 3 years of follow-up
QD are presented up to the data cut-off date of February 21, 2025 s= T Avapritinib was well-tolerated at doses of 25 mg QD and 50 mg QD, with no new safety concerns identified at either dose
— Safety was evaluated by the rate of adverse events (AEs); relatedness of AEs was 20
. . T y E © _2_ agn o . . _ . . . _ TR . . . . .
determined by the treating clinician 5,_; Avapritinib is an effective and well-tolerated therapeutic option with a favorable longer-term benefit-risk ratio across the spectrum of disease seen in patients with ISM
: : : : : : : : -3
: ion, for patients with an incr In symptoms and markers of m | 5 O
purden. a dose inoreass up {0 50 mg QD of avaprtini was permitied n Pars U KT Acknowledgements References
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