Avapritinib Improved Gastrointestinal Symptoms in Patients With Indolent Systemic Mastocytosis:
Registrational Double-Blind, Placebo-Controlled PIONEER Study
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Background

* Indolent systemic mastocytosis (ISM) is a clonal mast cell disease driven by the KIT D816V
mutation in ~95% of adult cases'™

* Patients with ISM can have lifelong debilitating symptoms across multiple organ systems®>=°
— Gastrointestinal (Gl) symptoms are one of the most frequently reported and disabling
symptoms in patients with ISM, with diarrhea and abdominal bloating and pain, nausea,

vomiting, and gastroesophageal reflux being frequently experienced in and negatively
impacting their quality of life (QoL)"° (Figure 1)

* Most patients rely on polypharmacy with best supportive care (BSC) medications, such
as H1 and H2 histamine receptor antagonists, ketotifen, and cromolyn sodium, for
the management of symptoms. In many patients, these symptoms are not adequately
controlled with BSC medications alone®

 Avapritinib is a potent and highly selective oral therapy targeting KIT D816V, the underlying
driver of systemic mastocytosis® % 4 12

* Avapritinib is approved in the USA for adult patients with ISM and advanced systemic
mastocytosis and in Europe for adult patients with AdvSM after 21 prior systemic therapy;
avapritinib is not recommended for patients with platelet counts <50x10°/L*314

* Here, we report on the efficacy of avapritinib on the Gl symptoms of patients with ISM, and
the subsequent effect on QoL

Figure 1. ISM Symptoms
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Figure 3. ISM-SAF is a validated symptom assessment tool
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Figure 5. Mean change in Gl symptoms on the ISM-SAF from baseline up to
Week 24 by treatment group
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* Baseline patient demographics and characteristics were well balanced across avapritinib

and placebo groups (Table 1)

Table 1. Baseline demographic and characteristics

Patient demographic

ITT population (N=212)

Avapritinib 25 mg QD
(n=141)

Placebo

M Avapritinib 25 mg QD M Placebo

* Patients experienced improvements in the ISM-SAF assessed Gl symptoms at Week 24
with avapritinib versus placebo (abdominal pain, 38.2% vs 14.6%; diarrhea severity, 32.0%
vs 21.7%; diarrhea frequency, 31.1% vs 18.2%; nausea, 26.4% vs 14.6%) (Figure 5)

Figure 7. Proportion of patients who had full resolution of Gl specific symptoms

at Week 24
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* At Week 24, a greater proportion of patients in the avapritinib group compared to the
placebo group had full resolution of GI symptoms (diarrhea, 18% vs 10%; abdominal pain,
11% vs 3%; and nausea, 21% vs 11%) (Figure 7)

Figure 8. Mean change from baseline in the Gl domain score from ISM-SAF
from baseline up to Week 24 in patients in the avapritinib group with a 230% or
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Figure 10. Mean MC-QoL total score up to 24 weeks by treatment group
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* At 24 weeks, patients experienced better improvements in MC-QoL total score with
avapritinib (—=34.3%) compared to placebo (—-17.9%) (Figure 10)

* At 24 Weeks, reduction in cromolyn use was observed in 9 out of 43 patients in the
avapritinib group compared to 0 out of 25 patients in the placebo group

Figure 11. Case study
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aBM mast cells percentage change from baseline was calculated from measurements taken at baseline and 12 weeks as this was the primary endpoint
during part 1 of the PIONEER study.

» After 3 months of avapritinib treatment the patient reported improved Gl symptoms, and after 7
months the patient reported minimal GI symptoms and was able to tolerate reintroduced foods

* The patient has continued to take avapritinib 25 mg QD for over 4 years and has reported
significant improvement in her QoL with minimal Gl symptoms and no cutaneous
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symptoms versus placebo (—15.6 vs —9.2, P=0.003) in TSS, the primary endpoint of
the PIONEER trial*®

* Improvements were rapid (within the initial 4 weeks) for diarrhea and abdominal pain in the
avapritinib group compared to the placebo group (Figure 6)

Medicines Corporation, and GlaxoSmithKline.
BSC, best supportive care medications; ISM-SAF, Indolent Systemic Mastocytosis-Symptom Assessment Form; MC-QoL, Mastocytosis Quality of Life

Questionnaire; QD, once daily; QoL, quality of life; R, randomized; TSS, total symptom score; VAF, variant allele fraction. *Only patients treated with avapritinib are shown. =®= Abdominal pain ~ =@= Diarrhea frequency = =@= Diarrhea severity =@= Nausea
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