Long-term Quality of Life and Safety In Patients With Indolent Systemic Mastocytosis
Treated With Avapritinib in the PIONEER study
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Introduction Results

* [ndolent systemic mastocytosis (ISM) is a chronic clonal mast cell disease primarily driven by the KIT D816V Efficac Safet e 41 out of 44 patients who completed 8 weeks of avapritinib 50 mg QD had a stable-to-improved TSS (34 with
T . . e e . . y Y
mutation in ~95% of cases.'“ It is characterized by a broad spectrum of debilitating cutaneous, gastrointestinal, improvement in TSS, 7 with stable TSS; whereby stable is defined as 0—-10% increase in TSS)

: : T - - T * PIONEER, as the first successful randomized controlled trial of a KIT D816V—targeting agent in ISM, demonstrated * The safety profile of avapritinib remained favorable with longer-term median follow-up of three years (Table 2)
neurologlcal,_ an_c! musculos_ke_letf;\l symptoms which can lead to life-threatening anaphylaxis, poor quality-of-life that KIT DB16Y inhibition addresses the breadth of Svmotoms in batients with [SML12 | < | s + 30 out of 34 patients who completed 8 weeks of avapritinib 50 mg QD had stable-to-improved MC-QoL (23 with
(QolL), and significant morbidity>-° ymp P * No new safety concerns were identified with longer exposure to avapritinib . . . _ . . o/ : .
’ o | t £ data with median ~3 £ ol d trate durable i s i I S _ improvement in MC-QoL, 7 with stable MC-QoL; whereby stable is defined as 0—-10% increase in MC-Qol)
» Historically, the prevalence of systemic mastocytosis (SM) has been estimated at 1 in 10,000 people™® although a onger-lierm etricacy data with median ~o years ol 1ollow-up démonstrate durable improvements In overa * Treatment-related adverse events (AEs) were similar to the previous report. Grade =23 treatment-related AEs
recent study suggests that it could affect up to 1 in 5,000 people® symptoms and QoL (per MC-QoL, Figure 2) remain limited

— The mean change (standard deviation [SD]) in total symptom score (TSS) from avapritinib first dose was

e There continues to be a low rate of treatment discontinuation due to treatment-related AEs Table 4. Saf rofile of avapritinib in ien fter initiation of 1 D2
—17.51 (22.25) at Week 96 and —20.07 (20.44) at Week 144 able 4. Safety profile of avapritinib In patients afte tiation of 50 mg Q

* PIONEER (NCT03731260) is a randomized, double-blind, three-part trial examining the efficacy and safety of

avapritinib, a potent and selective KIT D816V inhibitor, as a treatment for patients with ISM . Continued - om domains (E -~ ) DY in individual , e The most frequently reported AE associated with treatment was edema, with the majority of edema events _ B

* In the placebo-controlled portion of PIONEER, patients treated with avapritinib showed rapid, durable, and dgrr:];\?r:ls,e fréiwsgi)/gsfi?ir\w/\ils q’ier:tedegslga?t V?/)érgkpsogmﬁ aﬁ??’;j \fvelgeure ); mean changes (SD) in individual symptoms being Grade 1 50 mg dose escalation (n=57)
clinically meaningful improvements in ISM symptoms and QoL versus placebo through 24 weeks of treatment, | _ p Median time on avapritinib 50 mg QD (range), months 10.6 (0.3-26.8)
and avapritinib had a well-tolerated safety profile that was similar to placebo**2 — Gastrointestinal: -3.33 (6.40) and —3.81 (5.77) Table 2. Safety profile of avapritinib

 Based on these outcomes, avapritinib was approved at 25 mg once daily (QD) in adult patients with ISM in the USA — Skin: —7.11 (8.47) and —8.14 (7.86) Any AEs, n (%) 34 (60)

: - : e - — Neurocognitive: —4.09 (6.62) and —4.80 (6.42 _ Avapritinib population (N=226
and In patients with moderate-to-severe ISM in the EU 9 ( ) ( ) P POp ( ) Any treatment-related AEs, n (%) 14 (25)

o nglee\;vres %:cefzﬁg’\(lve_ﬁ’::)ended symptom, QolL, and safety findings with avapritinib from PIONEER through median Figure 2 Longer-term efficacy for (A) TSS and (B) MC-QoL in the avapritinib patient Median length of follow-up (range), months 35.3 (0.7-63.6) Grade >3 AEs 8 (14)
' Any AEs, n (% 224 (99
population at 96 and 144 weeks Ay - ( t) . ) - (74) Grade >3 treatmentrelated AES 0
ny treatment-relate S, N
M et h O d S A Avaprltr|1nzllf6\2Veek 96 Avaprltlglzbll/g/eek 144 B Avaprlt;]rllllrJél\éVeek 96 Avaprltlrr:lzbli/;/eek 144 y (%) (74) Serious AES 5 (9)
0 — 0 — Grade 23 AEs 103 (46) |
 Patients with moderate-to-severe ISM with symptoms inadequately controlled despite best supportive care (BSC), . Grade >3 treatment-related AEs 14 (6) Treatment-related serious AES 0
were enrolled in the randomized, dOUble-blind, plaCebO-COntrO”ed PIONEER StUdy (Figure 1) g 5 _ Ser AE A5 (20) aIncludes only new or worsening AEs after initiation of 50 mg QD avapritinib.
. , erious AEs?
: : Q _g_| O L . . .
Figure 1. Study design % > % 10 Treatment-related serious AESP 3 (1) . Tge onlzl trzc;\tment-related AE occurring in >1 patient after initiation of the 50 mg QD dose was peripheral
0 j= edema (n=
. o . . © D SEO : 0
Overall, 226 patients initiated avapritinib 25 mg QD across Part 1, 2 and 3 3] 2 g é’ e Most common TRAEs (25% of patients), n (%) » No patients discontinued treatment due to AEs after receiving 50 mg QD
elamineton ot RR2D g2 ~10- S Peripheral edema 29 (13)
D
gy £2 oo Periorbital edema 22 (10) :
Part3 (complete) 5 - Conclusions
Randoml:i);ertjzp(ICacz:rpr(I)e-tceo)ntrolled openiabel{up o years g G -15 — iy "qt_, Headache 21 (9)
double-blina treatment period | c/>)\ % .c_g g —25 - Nausea 18 (8) | | | ” .
_ _ - ot L Patients with ISM can suffer from a wide range of debilitating symptoms often not adequately
| 50 mg QD dose escalation permitted® | % \C;) —30 — —at|gue 16 (7) Controlled by best Supportive care medications
L o o o o oo oo s s o s o mm s mam e man mme e S Emm Eam B Emm Emm EEm  Emm EEm EE Emm e Ea Emm Emm e Emm . | G) S
N=226, includeﬁ patients O1;rom Pfartlvxllho %ontinued avapgitinib 25 mg QD or crolgsded over fr(IJm placebo to avapritinib 25 mg QD. This also includes patients from Part 2 who received avapritinib é —20 - % )iarrhea 14 (6)
25 mg QD orw r ver from vapritinib 25 mg. PPatien u 50 mg QD in Part 3. . . . . . . .
O ey Pl g. "Patients could dose escalate to 50 mg QD in Part © 35 - Alopecia 13 (6) PIONEER is the first randomized, double-blind, placebo-controlled trial of a highly selective
» Across all parts of the study, 226 patients initiated avapritinib therapy at 25 mg QD; the long-term efficacy and safety e - a0 TRAES leading to discontinuation 73 KIT D816V—-targeting agent in patients with ISM and led to FDA and EMA approval of
of avapritinib in this group of patients, as assessed by changes in symptoms and QoL, is presented C-OoL. Mastonyiosis Ouali-of Life Ouesiona Othd5 J - e — : S — T — — avapritinib for the treatment of this disease
] ] o -QoL, Mastocytosis Quality-of-Life Questionnaire. 20ne deat rade 5 serious occurred during the study and was unrelated to treatment; the patient had a medical history of ana axis and atrial fibrillation, and the event was assessed as due to
— Symptoms were assessed uSing the ISI\/I-Symptom Assessment Form (|SM-SAF, ©2018 Blueprlnt Medicines ’ ’ anaphylaxis(in the coptext of atri)al fibrillation. bSgerious TR}fAEs included peripheral edema (1), gastric hemorrhage (1), an(rjytransieﬁt ?/oss of vision (1). None of these events led to discontinuation. ~ _
Corporation), a validated symptom assessment tool specifically developed for evaluation of ISM symptomology Figure 3. Mean change in individual domain symptom scores from baseline in the AEs, adverse events; TRAES, treatment-related adverse events. Avapr_|t|n|b rObUSt_'Y reduces d|3_ease'r9|ated symptoms aCross a”_ measured symptom
based on self-reporteq severity of 11 ISI\/I. symptoms. S_cores range frqm 0-110 | avapritinib patient population at 96 and 144 weeks Patients receiving 50 mg QD avapritinib domains and achieves durable improvements in QoL after a median of ~3 years of follow-up
— QoL was assessed using the Mastocytosis Quality-of-Life Questionnaire (MC-QoL), on which scores range from

— . ) . . . | - |
0—100, where 100 is worst QoL impairment!5-16 Gastrointestinal domain Skin domain Neurocognitive domain fty-seven patients (25%) who received avapritinib 25 mg QD in PIONEER have escalated to 50 mg QD in Part 3 Avapritinib was generally well-tolerated at doses of 25 mg QD and 50 mg QD, with no new

— Cumulative long-term safety is presented across the entirety of a patient’s avapritinib administration on study ’ * Patients WEO dd%se escalalted r(1_ar1dba|1 hi?)g)her mast cell burden at the beginning of avapritinip treatment compared with safety concerns identified at either dose
natients who did not escalate (Table
as of a data cut-off of September 20, 2024 A PRI : : : :
’ vapritinib is an effective and well-tolerated therapeutic option with a favorable long-term

* Per investigator discretion and based on disease burden, dose escalation up to 50 mg QD of avapritinib was -1 : : : : P PR : : P : P : : J

bermitted in Part 3, safety and efficacy of the 50 mg QD dose were analyzed separately Table 3. Baseline demographics of patients by dose escalation status benefit-risk ratio across the spectrum of disease seen in patients with ISM
. Atotzill of 226 psltients stﬁrted avapllrlitinibd25 r(rj\g QD as ]Er]!elilr Initial dose In Pfarts 1, 2, or 3 (termed r‘;the avapritinib —2 Patients who did Patients who

opulation”, Table 1) with an overall median duration of follow-up (range) of 35.3 (0.7-63.6) months : :
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