Real-World Experience of Patients with Indolent Systemic Mastocytosis Treated WIth

Number

Avapritinib in a Community Oncology Setting A

George Dranitsaris', Heather Neuhalfen', Aaron Peevyhouse', Celena Williams?, Teresa Green<, Erin Sulllvan2 Slbel Ii%lau1
7ONCare Alliance Network Tacoma, WA, USA; °Blueprint Medicines Corporatlon Cambridge, MA, USA - . - o S

Background Resuits

Table 2. Provider documented symptoms during Table 4. Avapritinib treatment patterns
therapy initiation

« Indolent systemic mastocytosis (ISM) is a clonal mast cell * The final sample consisted of 18 ISM patients who started AVA between October 1, 2022, and 5 t Indolent SM
disease driven by the KIT D816V mutation in ~95% of cases October 1, 2024. Indolent SM arametst (n=18)
and is associated with Symptoms of mast cell activation and  Patients had a median age of 46 (IQR 41-60) and a median Charlson Comorb|d|ty Index Parameter (n=18) Median starting daily starting dose (range) 25 mg (25 to 200)
tissue infiltration. score of 0 (IQR: 0-1). Anaphylaxis during avapritinib therapy (%, n) 0.0% (0) . . o . .
- It can cause chronic, debilitating symptoms — including life- - 83.3% were female, 94.4% were white and approximately 72.2% of patients had an ECOG of (T‘/’ta' ;‘“mber of patients with any therapy modifications 27.8% (9) 55 -
y . T 0 00, N 0
threatening anaphylaxis and impaired bone health. 0-1 (Table 1) | | | | Reportgd svm_ptoms during AVA therapy initiation (%, n) . S
.+ ISM is a chronic disease, and patients experience symptoms * Ofthe 94.4% of patients tested for KIT mutation, the D816V mutation was detected in 64.7%. Abdominal pain 33'30/° (6) Mean duration of therapy in months (95%Cl) 23.5(19.0-28.1) =
such as flushing pruritus, diarrhea and headaches. Treatment « Mean serum tryptase levels at the start of AVA were elevated (39.1 ng/mL). g(r):iﬁ ]Poag'” gggé" E ; 8 -
has historically been symptom-directed, and patients may be . Approximgtely 94.4% of pqtients reported syn:ptoms within 90 da_ys prior to AVA ir?itiation.. Diarrhea 33:3% (6) Toc/)tal number who remained on therapy at end of record 83.3% (15) g
on 6+ therapies at a time. . Ostegpenl.a was reported. in 4 patlejn.tg (?2.2 7o) and osteoporosis was reported in 2 patients Dizziness 33.3% (6) (%, n) =
- Avapritinib (AVA) is an oral, potent, selective inhibitor of KIT (11.1%) within 90 days prior to AVA initiation (Table 1) Fatigue 83.3% (15) Reason thera 0 5
. . ) ) . . o : - i . o py was DC (%, n) S
D816V. It is the first approved therapy for the treatment of ISM Two patients (11.1%) experienced anaphylaxis in the 6 months pre-treatment compared to Flushing 16.7% (3) Di : 0.0% (0
i . . . ' zero patients (0.0%) during AVA therapy. Headache 38.9% (7) iSEass progression 0% (0)
» Therapies targeting KIT D816V mutations may have disease o _ . Hvpertension 11.1% (2 Toxicity 11.1% (2)
modifying effects and the potential to alter the natural history ~ ~ '"e median timefrom ISM diagnosis to the start of AVA was 17.4 months. L e ath ooy °(1()) Patient choice 5.6% (1) _
of the disease. ¢ The. median AVA Starti.ng .dOISG was .25 mg daily (range: 25 to 200 mg) (Table 4). | Néugea/vomii)ing Y 56_0(:%; (9) Abbreviations: Cl = confidence interval, DC = discontinued, SM = systemic mastocytosis = 5 200 400 6500 800
- This is the first study to describe real-world patient profiles, . (I?rurI:)FIIQ 2P)\VA therapy initiation, patients reported an average of 5.0 symptoms per patient Pruritus/itching 44.4% (8) days
o able 2). Rash 55.6% (10) ;
treatment patterns, resource use and clinical outcomes amon . . . . as
ISM patieni?cs treated with AVA in a U.S. community hematolog?/ « On AVA, symptom |mprovement was documented in a mean of 2.2 symptoms per patient, Wl’Fh Skin lesions 16.7% (3) Patlent Ievel treatment IMedian time to first reported symptom improvement [IQR] was 36.5 days [12.2-79.0]
network a median time to improvement of 36.5 days (Figure 1, Table 3). Improvements in Splenomegaly 11.1% (2) Indolent Systemic Mastocytosis (ISM): Avapritinib Treatment Timeline (N=18)
' gastrointestinal, skin, abdominal pain, and headache symptoms were most common. Unintentional weight loss 11.1% (2) o] mm AA w A A ’ = .
_ « QOver the course of AVA therapy, there were no anaphylaxis events reported. \ ber of t tient ( ) 5.0 (2-12) p17|  25mg StUdy LI m |tat|0ns
L - ean number of symptoms per patient (range . - :
Stu dy ObjeCtlveS e i - Given the retrospective nature of the study, there was
:4 z::g ! undocumented data on some key endpoints (e.g., markers of
 To describe the demographic and clinical characteristics of ) I I Abbreviations: SM = systemic mastocytosis ‘ - bone health. biomarker status. svmptom improvement. clinical
ISM patients receiving AVA within the ONCare Alliance Table 1. Demographic and clinical characteristics i I o‘ o outcomes). | SR P |
Network. | Table 3. Provider documented symptom I - Additionally, since this study was designed to be descriptive in
* To evaluate AVA treatment patterns and duration of therapy. Parameter '"i':;e"t S\ improvement during therapy’ Pl § nature, results should be interpreted as directional in nature and
 To assess health care resource use (HCRU) in ISM patients _ (n=18) s P 2 i are not intended to suggest causation.
receiving AVA. Median age [IQR] 46 [41-60] Indolent SM ps|  s0mg *
Female sex (%, n) 83.3% (15) Parameter — 1| 25mg i Concl USionS
White race (%, n) 94.4% (17) _ _ (n=18) : B
gon_e ]I?a'” ;0;2 Eig-goﬁ); N " | In this real-world community cohort, avapritinib was well
. E Perf tat %, rain 10g ) U0 | : ' ' :
. The ONCare Alliance Network real world database was 0COG erformance Status (%,n) £0.0% (9 Diarrhes 4 of 6 (66.7%) P3| 25mg | ftolerated and .assoclzlated VYIth meaningful and rapid symptom
. . 0% (9) o . o E———— improvement in patients with ISM.
reviewed for adult patients who started AVA as treatment for 1 22.2% (4) Dizziness 3 of 6 (50.0%) | :
ISM. Not documented 27.8% (5) Fatigue 3 of 15 (20.0%) P P T O P Of the 16 patients who started on recommended label dose
. 0 ] 60 120 180 240 300 360 420 480 540 600 660 720 780 640 .
- Data collection consisted of patient demographics, disease Flushing 10f3 (33-30@ Days in Avapritinib Regimen of 25 mg, 14 of 16 (87.5%) remained on therapy by end of
T o  yre : f avapritinib (%. n 61.1% (11 Headache 4 of 7 (57.1 A)) - d
characteristics, existing comorbidities, performance status, KIT D816V mutation at start of avap (%0, 1) (11) Nausea/vomiting 5 of 9 (55.6%) S W Discotruaton & Doseceass O Frecuency eresse ( Trsatmant Days record.

' H I A T ) 0 reafment Modliications Dose Decrease Frequency Decrease Hold Days . . . . iy .
and biochemistry/hematology parameters at the initiation of Serum tryptase at baseline (%, n) Pruritis/itching 5 of 8 (62.5%) - These findings support the clinical utility of AVA 25 mg daily
AVA. | | | Serum tryptase < 20 ng/mL 16.7% (3) Rash 6 of 10 (60.0%) as a treatment option for SM in everyday hematology

« Data were also collected on biomarker profiles, presenting Serum tryptase > 20 ng/mL 61.1% (11) Skin lesions 1of3 (33-32/0) RQSU":S Contd_ practice.
symptoms, AVA dosage and duration, supportive care use, Not documented 22.2% (4) Weight gain 1012 (50.0%) . . A8
treatment response, symptom changes, reasons for treatment In the 18 ISM patients. th 5 patients with AVA modificati Relatively low D816V detection rates NigiiE
. . . C ’ : e Mean number of symptoms improved per patient 2.2 ©Inihe patients, there were o patients with any moditications, for more widespread high sensitivity testing in real-world
discontinuation, and clinical outcomes. OSteOpen'a.at the start of avap”t”.n!b. 22'2;% (4) ymp P PErp including only two patients (11.1%) discontinued AVA due to intolerance . P J y J
- Patient and disease related data were presented descriptively Osteoporosis at the start of avapritinib 1.1%(2) Median time to first reported symptom improvement [IQR] | 36.5 days (Table 4). Ackno
dS means, medianS, or propor’[ions, with interquartile range Median time from diagnosis to the start of avapritinib [IQR] 17.4 months [2.7-51.3] [12.2-79.0] « The two events Ieading to discontinuation consisted of paniC attacks and The investigators are grateful to the data curation team at ONCare Alliance who collected the primary data for
(|QR) or 95%Cls. Abbreviations: ECOG: Eastern Oncology Cooperative Group, IQR = interquartile range, SM = systemic mastocytosis a combination of diarrhea, edema and brain ng ’;gi;as;gusd%/ﬁeTQSCiglevs;ﬂ?i’;or;spIvevtoig:]dO?I;oe I;l:idt; acknowledge the important contributions of Deepak Adhikari
* |nan explpratory ana|ySiS, duration of AVA therapy and time.to The Weighteci comorbidity classes were: Low = 0 points, Médium =1 to 2, High = 3 t0’4 and Very high = > 5. Abbreviations: IQR = interquartile range « The mec.lian duration Of fO”OW-Up from the s.tart of AVA was 14.2 months Disclosures
SymptOm lmPFOVGment were assessed USIng the Kaplan'Me|er 1Symptom improvement during avapritinib therapy was assessed based on but median AVA duration was not reached in the Sample- At the end of Study sponsored by Blueprint Medicines. The author(s) declared the following potential conflicts of interest
(KM) method. documentation in the medical record (Yes/No). fO”OW-Up, 83.3% of patients remained on treatment. with respect to the research, authorship, and/or publication of this article: TG and ES are employees and

shareholders of the sponsor (Blueprint Medicines Corporation).
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