Anaphylaxis in Patients With Indolent Systemic Mastocytosis (ISM): A Severe, Potentially Life-Threatening Complication -
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Background Results Conclusions
* ISM is a clonal mast cell (MC) disease, primarily driven by the KIT D816V mutation in Demographics, Clinical Characteristics, and Treatment History Anaphylaxis Events

approximately 95% of cases' - Baseline demographics and clinical characteristics varied between the patients « Overall, in the avapritinib group, 10 patients experienced anaphylactic events either during the screening period or during treatment in Part 2 of the study (Figure 1) L. .

: : I : bl . . . . . . . : . . . * The overall results of the PIONEER study demonstrated that avapritinib significantly

- Patients often have lifelong debilitating symptoms across multiple organ systems, (Table 1) — 8 of the 10 patients in the avapritinib group experienced anaphylaxis during the screening period, prior to treatment with avapritinib : : . .

. . ) ) . . . _ _ _ _ _ _ _ _ ) _ C Improved symptoms, reduced biomarkers of MC burden, and improved quality of

including uncontrolled, life-threatening anaphylaxis, and reduced quality of life — Numbers of known allergens/triggers for anaphylactic events were widely variable, - 6 of these 8 patients did not experience anaphylaxis during treatment with avapritinib life, with a well-tolerated safety profile similar to placebo
- Frequency of anaphylaxis (20% to 49%) varies due to disease heterogeneity and with 13 being the highest — 2 of the 10 patients in the avapritinib group did not experience anaphylaxis during screening but reported it during the treatment period i N : _ -

diverse anaphylaxis classification systems; incidence is higher in patients with systemic ~ Patients received multiple prior treatments for ISM including omalizumab, tyrosine - Within the placebo group, none of the 3 patients experienced anaphylaxis during screening (Figure 1) B L RI=Ens a promising new treaiment fon patientsutisINE

mastocytosis (SM) versus the general population® kinase inhibitors (TKls), and cytoreductive therapy — All 3 patients experienced anaphylaxis during the treatment period (Part 2 of the study) ! ltating disease

ISM management strategies include trigger avoidance, self-injectable epinephrine, and Symptoms during the anaphylactic events varied, with skin reactions; swelling of the eyes, face or throat; dizziness; fainting and unconsciousness being most common * In Part 2 of the PIONEER study, patients who received avapritinib 25 mg had fewer
symptom management with polypharmacy. However, symptoms may not be fully The majority of events (83%) required the use of at least 1 dose of epinephrine (Table 3) anaphylaxis episodes over time compared to patients who received placebo

_ _ c T _ Table 1. Demographics, Clinical Characteristics, and Treatment History
controlled by these measures in some patients, highlighting the need for more effective

. Time from . . # of best
ISI\/I-targeted therapleSS’ll Patients with diagnosis to : Prior cytoreductive supportive
L . . . L anaphylactic| Age, randomization, S th(?rrzlpy/ care (BSC)
Avapritinib is a potent and highly selective inhibitor of KIT D816V events? |years|Sex |  years Known allergens/triggers B findings medications
39 F 11 No Yes

— 6 of the 8 patients in the avapritinib group who had baseline anaphylaxis had no

Figure 1. Anaphylaxis Events Relative to Randomization Table 3. Anaphylaxis Events events during Part 2 of the study

: Event rate Event rate * We note that the true burden of anaphylaxis is unlikely captured by the short study
T - - - - 1 Not available Hydroxyurea 6 Py Patients with Number of Number of Number of anaphylactic during during _ .
¢ Avap”tm_lb IS approved in the U_mted S.tates for adult patients with .|SM and a.dvanced ) s | F 12 Vaccine Hyp%r&i"uar No No 4 v v Time prioﬁZ?a%Lt:i‘zla?ion from anaphylactic | anaphylactic events | anaphylactic events events requiring screening Part 2 duration and limited number of cases
SM and in Europe for adult patients with advanced SM after 21 prior systemic therapy; s T ¢ 2 Griomm o o o 2 1 — Y > the first anaphylactic event during events during screening during Part 2 Epi-pen use (events/mo) | (events/mo)
avapritinib is not recommended for patients with platelet counts <50x109/L12 4|50 [ F 6 Bee venom No No No 5 5 \/ the 12-week screening period 1 1 2 3 0.33 0.33
] ] 5 48 M 10 Possible stress, penicillin, contrast dye No No No 5 =\ T > B Time on study until last reported
¢ The PIONEER trial (NCT03731260), a global, randomized, placebo-controlled study, 6 |54 |F 4 ___Fish, pork No No No 2 3 \ A y anaphylactic event during the 2 1 0 1 0.33 0.00 Ref
assessed efficacy and safety of the oral, highly selective, KIT D816V tyrosine kinase 2 5 A ecct bt stawberries, tramadsl T v 24-week reatment period : : : : — — eferences
inhibitor avapritinib versus placebo, both with best supportive care, in patients = 7| T SR e /ietuitalh it i B Yes midostaurin S a4 X 1. Kristensen T, et al. J Mol Diagn. 2011;13(2):180-188.
with moderate-to-severe ISM (classified based on the WHO 2016 criteria) over a period <- ____duwlmies 5 | A » - —% Treatment continued info Part 3 - 4 1 0 0 0.33 0.00 2. Cohen SS, et al. Br J Haematol. 2014;166(4):521-528.
. _ . . . . 13 osquito pite, noney, tomato-base 2 .
of 24 weeks (Part 2 of the study); open-label extension of the trial is in progress s | 43| F 1 products, yeastfermented sourdogh No No No 4 6 w .. . - - X Treatment stopped £ % 5 1 0 1 033 0.00 3. Garcia-Montero A, et al. Blood. 2006;108(7):2366-2372.
* Here, we provide a descriptive report of anaphylaxis in the PIONEER study, detailing Bethvljorphinet,_tramado: petnici"int — £ v v vV VvV R §TC.' 6 2 0 2 0.67 0.00 4. Mesa RA, et al. Cancer. 2022:128(20):3691-3699.
. . . . . . . ee and wasp slings, contrast agents, nterreronaipa, | (@ L | R — — s e e
key baseline characteristics and the Symptomatlc journey of 13 patlents, randomized to 9 39 | F 10 physical stress, friction, cold/heat, No No dasatinib, cladribine 6 g Placebo = i . :
itinib 25 | bo in Part 2 of the PIONEER stud d who had hvlaxi alcohol (2CdA), midostaurin S s v Time on study untl last reported 7 1 4 5 0.33 0.67 5. Hermine O, et al. PLoS One. 2008;3(5):e2266.
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ayaprl Ini - Mg Or placeno In -ar 0] - e - stuay, an. Wno nad anapnylaxis 10 56 [ M 1 Unknown No No No 3 anaphylactic event during the 8 0 1 0 0.00 0.17 6. van Anrooij B, et al. Allergy. 2016;71(11):1585-1593.
either during the 12-week screening period (baseline) and/or during 24 weeks of 1 | 34 | F 1 Scented candle No Yes No 6 9 kA . 24-week treatment period ' ' y | 1Al i | 2092 5
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* We note that the trial was not powered to capture statistically significant changes in * e . A ngN"; os " - 1 v Yw 10 1 0 0 0.33 0.00 ( )
(B;l:/é,al:r)l?znaetignnarrow; MC, mast cell; MDS, myelodysplastic syndrome; MPN, myeloproliferative neoplasm; TKI, tyrosine kinase inhibitor; WHO, World Health 12 \ 4 v Anaphylaxis event without spinephrine 8 . 11 0 4 4 0.00 0.67 10. Buonomo A, et al. Mediterr J Hematol Infect DiS. 2022;14(1):92022040.
. D~
aRefers to overall number of patients who experienced anaphylactic events either during screening or during treatment with avapritinib. *Patient had LS 12 0 1 1 0.00 0.17 ; . .
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represent MC infiltration in BM >30% by histology and baseline serum tryptase >200 ng/mL. 459095 201510050008 1015 20 25 30 3% 40 4% to o5 60 oe V¥ Anaphylaxis event requiring epinephrine 13 0 1 1 0.00 0.17 12. AYVAKIT (avapritinib) [package insert]. Cambridge, MA: Blueprint Medicines Corporation; 2023.
_ _ - _ Time (months) 13. Gotlib J, et al. NEJM Evid. 2023;2(6). doi: 10.1056/EVID0a2200339.
PIONEER Study Design Baseline Diagnostics and Symptomatology " soreeming A Time on stady (Part 2 > Figure 2. Case Study: In addition to an improvement in the area and color of skin lesions, 14. Akin C, et al. AAAAI 2023 Annual Meeting. Abstract L151 [poster].
« Serum tryptase levels ranged from 3.6 ng/mL to 235.2 ng/mL; bone marrow mast cell Randomization patient had an improvement in incidence of anaphylaxis at Week 24 with avapritinib treatment
PART 22 burden varied from 1% to 25% (Table 2) Patient Case Stud s . Part 2 C7D1 (24 week Acknowledaments
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_ Antihistamines (ongoing) « During the 24 weeks of avapritinib treatment, reduction in skin lesions (Figure 2), according to Good Publication Practice guidelines
cromolyn, anti-IgE Placebo Krrl]Tug?ilotinv Vact cells improvement in pain and increased energy were observed without the occurrence of
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