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 Histopathology assessments of myelofibrosis revealed a shift to lower scores and improvement in all 3  Patients in the BD'"*" group had significantly improved T-scores from baseline to last
BaC kgrOU nd ReSUItS BD cohorts (Table 3) visit (Figure 2A)
« Systemic mastocytosis (SM) is a rare, clonal hematologic neoplasm driven by the - Serial DXA scans were available in 56/107 (52%) enrolled patients at baseline and at 22 follow-up visits . Osteosc_lrert())ls |53h|stopathology assessments revealed improvement in patients with high osteosclerosis - In th'.s droup, 4 Iarge majority of patients had lumbar T-scores that improved or
KIT D816V mutation in ~95% of cases'? (median visits: 3; range 2—6) scores (Table 3) remained stable (Figure 2B)
. . : . : . " " I _ " low
’ (S'A\I\g\llsélz\i/l)spectrum of disease including indolent SM (ISM) and advanced SM — Median time from baseline to last DXA scan was 22.0 months (range, 3.7-55.0 months) Table 3: Myelofibrosis and osteosclerosis scores in the DXA scan evaluable population ;[:)er\trﬁg?grginlje)(t,z Il?neesatl;[jnrpe)lrr(r)]\éigent in T-score in the BD® group was 11.5
. : . : — At baseline, low BD was observed in 12/56 (21%) patients and high BD in 21/56 (38%) patients . . : .
— AdvSM subgroups include aggressive SM (ASM), SM with an associated _ _ _ (21%) p o g _ _ (38%) p Serial DXA SCans — In 5/12 patients in the BD'°% group with osteoporosis (T-score, <-2.5), T-scores
hematologic neoplasm (SM-AHN), and mast cell leukemia (MCL)34 * Baseline demographic parameters and disease characteristics in patients with serial DXA scans were : = oW fon Hiah (e oI (e improved in 4 patients and remained stable in 1 patient
- - P 5 similar to the overall study population (Table 1) available (N=56) BD® (n=12) BDM9" (n=21) BDo™ (n=23)
. Prevglence O.f low (osteopenia, osteoporosis) and high (osteosclerosis) bone — No significant differences in baseline characteristics were observed across the groups significantly (Figure 2A)
density (BD) in AdvSM and ISM generally ranges between ~30% (ISM) and ~50% (all P values >0.1) - ents lumb | ; ed stabl
(AdvSM), likely underdiagnosed due to a lack of awareness®12 « 4 patients in the BD'""Y group had medical history of relevant bone fractures before entering the study, Myelofibrosis score, n (%)° - (r;it l?rsee gé(;ups, most patients’ lumbar T-scores improved or remained stable
— 'I&c&\\//vsl?vl[% IS predominantly associated with ISM, and high BD is associated with and 1 of those experienced an additional fracture on study Oor1l 27 (50) | 36(86) | 6(55) | 9(90) | 10(48) | 16(84) | 11(50) | 11 (85) J
_ _ _ _ _ _ _ s 20r3 27(30) | 6(14) | 5(45 | 1(10) | 11(52) | 3(16) | 11(50) | 2(15) Figure 2: T-score changes during avapritinib treatment
— In a study of 61 patients with SM, increased BD was detected in 75% of Table 1: Baseline demographic and disease characteristics MissingP® 2 14 1 2 0 2 1 10
patients with AdvSM and was associated with a worse prognosis®  Avapritinib significantly improved low BD and stabilized normal and high BD
*Avapritinib, a highly selective KIT D816V inhibitor, has been approved for treatment Serial DXA Osteosclerosis score, n (%)° T-scores in the DXA scan evaluable population; 58% of patients in the BD'®* group
of adult patients with ISM and AdvSM?13.14 scans Oorl 30(64) | 30(88) | 8(80) | 8(100) | 9(60) | 8(r3) | 13(39) | 14(93) improved from baseline to last visit
— Avapritinib demonstrated deep and sustained effects after >3 years of follow-up All AdvSM available BDnorm 2.0r3 g 17(36) | 4(12) | 2(20) 0 6(40) | 3(27) | 9(41) 1(7) A Lumbar T-scoress
regardless of AdvSM subtype or prior therapy, including: (N=107) (n=56) (n=23) Missing®™ 9 22 2 4 6 10 1 8 : . P=0.82 | BBaseline N Last vist
« High overall response rate (73%), including 87% in treatment-naive . . o . . . L o S -
atientsls Age, mean, (SD) 65 (11) 69 (8) 68 (9) 69 (9) 68 (7) .O. scatte_:red linear r.etlcu_lln WI'Fh no intersections (c_rossovers) corres_pondlng Fo no_rmgl bo_ne marrow; 1_. loose n_etwork of rgtlculln W!th many 4 -
P intersections, especially in perivascular areas; 2: Diffuse and dense increase in reticulin with extensive intersections, occasionally with focal 3 - . 2.87 P=055
« Complete remission/complete remission with partial hematologic recovery in . | o A5 (47 07 (48 6 (50 g (43 1> (59 bundles of thick fibers mostly consistent with collagen and/or focal osteosclerosis; 3: diffuse and dense increase in reticulin with extensive O \ ‘ '
2904 of all patients and 43% in treatment-naive patientsl5 emale, n ( 0) S ( ) ( ) (5 ) ( ) (5 ) intersections and coarse bundles of thick fibers mostly consistent with collagen, usually associated with osteosclerosis.!’ 8 2 - ' |
_ _ Postmenopausal n (%) 41 (91) 25 (93) 6 (100) 7 (78) 12 (100) bMissing values are not included in percentage calculations. N 1 - 0 0.1
— In PATHFINDER, median overall survival was not reached after >3 years of ’ ¢0: no osteosclerosis (normal bone); 1: mild osteosclerosis (mildly thickened bone); 2: moderate osteosclerosis (moderately thickened bone): - 0 - % = \{ l/
follow up, and in a study comparing avapritinib with best available therapy in 3: severe osteosclerosis (markedly thickened bone).” | = \\\
patients with AdvSM, the avapritinib cohort had significantly longer survivalsts | AdvSM subtype, n (%) “Missing indicates biopsy samples that were not evaluable for osteosclerosis. | | & 17 &@
o _ _ ASM 21 (20) 9 (16) 2 (17) 1 (5) 6 (26) BD, bone density; BD"d", T-score >1; BD'®V, T-score <—1; BD"°'™ T-score =2—1 and <1; DXA, dual-energy X-ray absorptiometry. S -2 A
* Here, we report the effect of avapritinib on BD in AdvSM from a subset of patients 34 5w
enrolled in the PATHFINDER (NCT03580655) study ZI\(/:I%AHN ;i Eéé’; 461((171;) 91((785)) 137((1841)) 12 22)5) - In all 3 BD cohorts, BM cellularity and proportion of patients with BMMC aggregates decreased from first /0 ,

to last BM pathology assessment (Table 4) -5 - P=0.034
Methods BD'ow (n=12) BDhigh (n=21) BDMo'm (n=23)
BMMC burden Table 4: Cellularity and BMMC aggregates in the DXA scan evaluable population

46.8 (26.5) 47.5 (25.8) 36.4 (25.2) 46.7 (27.8) 53.5 (23.4)

- PATHFINDER is an international, multicenter, open-label, single-arm, phase 2 study Mean % (SD) B. Change in patient lumbar T-scores from baseline to last visitP
designed to assess the efficacy and safety of avapritinib in adult patients with Median % (range) 40.0 50.0 20.0 40.0 50.0 Serial DXA scans 100 - -
centrally confirmed AdvSM (Figure 1) (1.0-95.0) | (10.0-95.0) | (10.0-75.0) | (10.0-95.0) | (10.0-90.0) available (N=56) BDIoW (n=12) BDhish (n=21) B Do (n=23) ? M improved or Stable & Worsened a3
« Dual-energy X-ray absorptiometry (DXA) scans measuring T-scores (DXA scan _5 80 -
evaluable population) were performed at screening and approximately every 12 Basal serum tryptase, 331.5 (291.9) | 286.6 (253.5) | 277.7 (316.7) | 275.2 (310.7) | 301.7 (149.4) = 67
months during avapritinib treatment, according to local procedures at study centers mean ng/mL (SD) ' ' ' ' ' ' ' ' ' ' el el BN, e %" 60 -
— Patients were grouped according to baseline lumbar T-score, the parameter _ q_)
with the most consistent serial measurements: KIT D816V VAF In Cellulari % (SD)? 80 (14) | 54 (25) | 88 (13) | 58(23) | 91 (13) | 55(24) | 89 (15) | 52 (27 & 40 - 33
B0 T 1 seripheral blood, mean % (SD) 18.6 (16.4) 20.8 (16.4) 19.1 (18.8) 20.6 (18.1) 21.8 (13.9) ellularity, mean % (SD) (14) (25) (13) (23) (13) (24) (15) (27) 8
 Low BD -score <— ) 3
. . O 20 - 17
- High BD (BD"dgn) T-score >1 _ _ . . . | . Presence of BMMC aggregates, O 8
AdvSM, advanced systemic mastocytosis; ASM, aggressive systemic mastocytosis; BD, bone density; BD"9" T-score >1; BD'oW,
Normal BD (BD"°™) T-score =2—1 and <1 T-score <—1; BD"™ T-score 2—1 and <1; BMMC, bone marrow mast cells; DXA, dual-energy X-ray absorptiometry; MC, mast cell; MCL, mast cell n (%) 51(98)° | 14 (25) |11°(100)| 5(42) | 189(95) | 3(14) |22°(100)| 6 (26) o 0
- Changes in T-scores were evaluated using paired t-tests comparing baseline and '\‘fx,‘;e\gfi‘;r‘?&lIztg”f?:(;ﬂffg’f“o”; SM-AHN, systemic mastocytosis with associated hematologic neoplasm; 11 observation missing for this parameter (1259 n=11 n=1 n=14 n=7 n=19 n=4
follow-up mea_suremgnts to aSSESS bone density improvement and stability; timing b4 observations missing for this parameter; missing values not included in percentage calculation. BD'ow (n=12) BDMgh (n=21) BD"orm (n=23)
of last .evalu.atlon varied by paﬂ_ent | - No substantial differences in avapritinib mean dose per day across bone density populations Zl observati_on migsiqg for this_ parameter; .mis_sir?g value not ingluded in percentage calculation. 2Error bars inArepresent stan_dard deviation. | | | |
. Myeloflbr05|s and osteosclerosis scores were evaluated at baseline and at weeks 2 observations missing for this parameter; missing values not included in percentage calculation. blmproved defined as change in T-score 20.5 toward normal range; stable defined as change in T-score <0.5;
8. 24. and 40 - Duration of avapritinib treatment was similar across BD populations (Table 2) BD, bone density; BD"", T-score >1; BD'", T-score <~1; BD"™, T-score 2—1 and <1; BMMC, bone marrow mast cell; worsened defined as change in T-score 20.5 away from normal range.
, , an DXA, dual-energy X-ray absorptiometry; SD, standard deviation. BD, bone density; BD"9", T-score >1; BD'°%, T-score <—1; BD"™, T-score 2—1 and <1.

Figure 1. PATHFINDER study design Table 2: Treatment history: DXA scan evaluable population

 PATHFINDER bone density analysis evaluated patients who received an optional DXA scan
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. - n= g =
chg,?,:"éi‘;gfgseger . - » With >3 years of follow-up, treatment with avapritinib demonstrated significant « Treatment with avapritinib, a potent KIT D816V inhibitor, is associated with dynamic changes in bone density
iteri e ' icati 0 and sustained disease-modifying effects based on lumbar T-scores:
Zﬁ';‘i;g‘rfg?age ==h Concomitant medications, n (%) _ _ ying _ _ ' _ * These results are relevant to other SM subtypes, particularly ISM where osteopenia and osteoporosis are
ECOG PS 0-3 Bisphosphonates2? 4 (7) 2 (17) 1 (5) 1 (4) — Improved myelofibrosis and osteosclerosis seen in the evaluable population highly prevalent
N o BD'" BDh BD"or™ Calcium/vitamin D" 26 (46) > (42) 6 (29) 15 (69) — Improvement of low bone density in patients in the BD'*" group

_  Future studies are warranted to evaluate the potential for avapritinib to improve bone health in patients
— Stable bone density in patients in the BD"°™ and BD"9" groups with SM

(T-score <-1)
n=12

(T-score >1) (T-score 2—1 and £1)

B o Corticosteroids® 33 (59) 4 (33) 12 (57) 17 (74)

Avapritinib treatment duration

BM pathology and _ 8 24 40
hematology Screening - weeks ~ weeks  weeks Mean months (SD) 27.1 (86) 23.4 (88) 29.7 (90) 26.7 (76) Acknowledgments
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