Avapritinib Induces Responses Iin Patients with Advanced Systemic Mastocytosis (AdeM)

Regardless of Prior Midostaurin Therapy :
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Backgrou nd and methods Figure 3: Change in measures of MC burden
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Table 3: Adverse events (AEs, N=80)

Systemic mastocytosis (SM) is a clonal mast cell (MC) neoplasm driven by Bone marrow MCs Serum tryptase Event All grades Grade 23
the KIT D816V mutation characterised by severe skin, gastrointestinal and Flgure 1: EXPLORER study deS|gn Marorow MC aggregates were decreascjd by 250% in 99% of patients hoad =250% reduction in serum tryptase Non-hematologic AEs in 220% of patients, n (%)
systemic MC mediator symptoms:2 Part 1: Dose escalation (N=32) Part 2: Dose expansion (N=48) .. 93% of patients, and eliminated in 85% of patients . and in 67% serum tryptase normalised Periorbital oedema 57 (71) 3 (4)

* In addition to MC activation symptoms, patients with AdvSM have poor o o Diarrhoea 33 (41) 1(1)
overall survival (OS), with median OS <3.5 years, due to organ damage Avapritinib 300 mg QD - | g% O STTI T B TR CT BB B B BB B B B Fatigue 32 (40) 7 (9)
and/or severe pathologic features3-5 gﬁ 0 o § _20- Peripheral oedema 32 (40) 0

- AdvSM comprises three subtypes: aggressive SM (ASM), SM with associated 3+3 dose escalation design £ € 20 SE 40 Nausea 31 (39) 3 (4)
hematologic neoplasm (SM-AHN), and MC leukemia (MCL)* avapritinib 30-400 mg QD g..g —oqliininninannnnm nam - | g.g Vomiting 27 (34) 3 (4)

- Midostaurin, a multikinase inhibitor, is approved for AdvSM; however, few o = CI2’7—60— o %‘60' Cognitive effect 27 (34) 3(4)
patients achieve complete remissions, and patients commonly experience Avapritinib 200 mg QD =& _g0- = T -804 Hair CO'?‘” change 22 (28) 1(1)
gastrointestinal adverse events (e.g. vomiting and nausea), which contribute to ey entry criteria °_1 AOELLLLLELLELLELLELLLLLELLLE L b | | | Lo ° L L L LR e || et Arthralgla _ 20 (25) 1(1)
h|gh rates of discontinuation®:6 « AdVvSM (ASM, SM-AHN, or MCL) orR/R myeI0|d malignancy per local assessment ~Unmmmmmemmmmmmmmmmmimmsmmmmmmmnsmmmammmmmesmmmeess Strstitiiriit o MHMHHHAHHEHEMEANEHIMHHHMAMEHHHHMEHEHEARHEEMAARMARMEHEHHHH ML LSS TN Abdomlnal pain 17 (21) 1 (1)

. Avapr|t|n|b is a selective and potent inhibitor of KIT D816V’ ° Age >18 years, ECOG PS 0_3’ p|ate|ets >50 x 109/L <50% decrease from basel.ine B MC aggregates cleared from marrow ® Prior midostaurin >50% decrease in tryptase M Tryptase normalized to <11.4 ng/mL ® Prior midostaurin Cf)n?tlpatlon 17 (21) 1 (1)

- EXPLORER (NCTO2561 988, Figure 1) is an Ongoing phase 1 StUdy designed Studv obiectives 250% decrease from baseline A: ASM, H: SM-AHN, M: MCL, I: ISM, S: SSM [ Tryptase decreased to <20 ng/mL A: ASM, H: SM-AHN, M: MCL, I: ISM, S: SSM, N: Not SM , D|ZZ|nIeSS. A - . . 16 (20) 1 (1)
to determine the recommended phase 2 dose (RP2D), safety and preliminary Y J_ . ] emato 99": s in 210% of patients, n (%)

) ST . . * Primary: RP2D and safety Spleen volume KIT D816V mutation allele fraction Anaemia 44 (55) 23 (29)
efficacy of avapritinib in patients with AdvSM and relapsed/refractory | S darv: anti lasti tivity. ph Kineti h : trvot d _ _ _ _ :
myeloid malignancies econdary. antineoplastic aclivity, pharmacokinetics, changes In serum lryptase an Spleen volume was reduced by 235% in 80% of patients, KIT D816V allele fraction decreased by 250% in 92% Thrombocytopaenia 31 (39) 21 (26)
Cut-off date f ted data: 30 August 2019 blood/bone marrow KIT D816V mutant allele fraction, and patient-reported outcomes and in 81% of patients who had palpable spleen at baseline of patients, and to <1% in 68% of patients Neutropenia 11 (14) 10 (13)
ut-o ate 1or presente ata: ugus ECOG PS, Eastern Cooperative Oncology Group performance status; QD, once daily; R/R, relapsed/refractory. spleen became non-palpable “Cognitive effects include the following AE terms: cognitive disorder, confusional state and memory impairment,
10+ . . . . ..
_ ‘H.g ° Tl . Titminitmii Til Tiim I ) t g ? oo o ° (XX ° o e o oo oo oo ° ‘ MOSt Of AES were Grade 1 and 2’ 15(% (12/80) Of patlentS dlSContlnued treatment due to Cllnlcal
§§ 20 §§ 07 progression and 8% (6/80) due to treatment-related AEs
= © <V = © _ . . . . . .
o0 @ .o —20 * Non-traumatic intracranial bleeding (ICB) occurred in 8% (6/80) of patients, 4 were asymptomatic;
- Q- R TR Eee vt e vttt e et e et D | | 111111 e Q- g . . . . ’ ’
Table 1: Baseline characteristics Table 2: Best ORR (mIWG -MRT ECNM) g g —40 = §—40— H ‘ an additional patient experienced ICB event, which was considered related to a severe fall
£ == (it B R EEET B TR B R— . . . _
mIWG evaluable All patients « High overall response rate (ORR) was achieved across all AdvSM subtypes with E g 007 € o —60- * Among patients with platelets <50,000/uL at baseline, 44% (4/9) had an ICB event, while in
Characteristic (n=48) (N=80) responses (confirmed) in both midostaurin-naive and midostaurin-treated patients ;«? %—80— é %_80_ patients with platelets 250,000/uL at baseline, 3% (2/71) had an non-traumatic ICB event, both
Median age (range), years 66 (34-83) 64 (34-83) « Reasons for discontinuing midostaurin therapy included disease progression/relapse 5_100_ ________________________________________________________________________________________ '5_100_ __________________________________________________ asymptomatic and assoclzlated with treatment-emergent.severe t.hrombocyftopenla (<50,000/pL)
Male, n (%) 28 (58) 42 (53) (33%), adverse events (33%), inadequate response (17%), and unknown/other (17%) s A A A S S LT A A A s + Severe thrombocytopenia now managed by strict dose interruption/reduction and platelet support
0 . <35% decrease from baseline ® Prior midostaurin <50% decrease from baseline Decreased to <1% ® Prior midostaurin
E%01G PS, n ( A’) 32 (67) 59 (74) By AdVSM SUbtype By prlor therapy 235% decrease from baseline A: ASM, H: SM-AHN, M: MCL, I: ISM, S: SSM 250% decrease from baseline [l Decreased to <0.17% A: ASM, H: SM-AHN, M: MCL, I: ISM, S: SSM C o n cl u S i o n s
— All Prior mido
2-3 16 (33) 21 (26) Best evaluable] ASM SM-AHN MCL Figure 4: Responses over time Figure 5: Overall survival

Any prior anti-neoplastic therapy, n (%) 30 (63) 51 (64) response (n=48) = (n=35) = Yes (n=15)| No (n=33) — — _ : Avapritinib induced rapid, deep and durable reductions in measures of MC burden,
Midostaurin 15 (31) 24 (30) ORR, % (95% Cls) 77 (63-88) | 100 77 70 60 85 * Median time fo inifial confirmed response was ~2 cycles * Median OS at 24 months was not reached for any subtype which were associated with significant reduction in disease-related symptoms
Cladribine 7 (15) 13 (16) CR+CRh,n (%) 13 (27) 2 (67) 9 (26) 2 (20) 0 13 (39) * Responses deepen over time into complete responses « OS profile was not significantly different between patients who regardless of prior midostaurin exposure or AdvSM subtype

dXSéM 83((60)0) 63 g?) CRh, n (%) 9(19) 2(67) 7(20) 0 0 9 (27) ASM ISM/SSM In patients with platelets =50,000/uL, ICB events were uncommon
q — = | H———t——H - . : : :
SM-AFN 35 (73) 44 (55) PR, n (%) 20(42) || 1(33) 16(46) 3(30) 8 (33) 12 (36) 100+ = 188_ e T S MeL The phase 2 PATHFINDER trial is currently enrolling patients with AdvSM to further
Cl, n (%) 4 (8) 0 2 (6) 2 (20) 1(7) 3(9) | Loss of response v - h terize th fet d effi f itinib
MCL 10 (21) 11(14) s0- IERERERE pod W characterize the safety and efficacy of avapritini
Other* 0 SD, n (%) 10 (21) 0 7 (20) 3 (30) 5 (33) 5 (15) S RN 204
er . . 18 (23) PD, n (%) 0 0 0 0 0 0 8 807 imlg:g\a/ement < 60 References
KIT mutation by central assays, n (%) NE, n (%) 1(2) 0 1(3) 0 1(7) 0 £ & 70+ S . 1. Gulen T et al. J Intern Med. 2016;279:211-228; 2. Pardanani A. Am J Hematol. 2016;91:1146-1159; 3. Lim K-H et al. Blood
D816V positive by ddPCR 46 (96) 73 (91) o : - - : — e —— . » C Sy All S patients (n=78) _OS at 24 months, % 2009:113:5727-5736; 4. Gotlib J et al. Blood. 2013;121:2392-2401: 5. Gilreath JA et al. Clin Pharmacol. 2019;11:77-92:
Cl, clinical improvement; Cls, confidence intervals; CR, complete remission; CRh, complete remission with partial £ 0 60 2 i All AdvSM (n=62) 80 e » 4. GOl et al. blooa. ’ : , 9. Lllrea et al. olin armacol. o ’
D816Y positive by NGS 2(4) 2 (3) haematologic recovery; Mido, midostaurin; NE, not evaluable; PD, progressive disease; PR, partial remission; SD, stable ch % O gg ASM 100 6. Gotlib J etal. N Engl J Med. 2016;374:2530-2541; 7. Evans EK et al. Sci Transl Med. 2017;9:414.
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