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Figure 2. BD'¥ patients had significant improvements in mean
T-scores at the last visit (A), and most patients in each BD group

Figure 4. Grade of BM fibrosis and grade of BM osteosclerosis

Figure 1. PATHFINDER study design and bone health assessments
significantly improved in patients with AdvSM during treatment
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« Improvements in BD during avapritinib treatment have been reported in patients with B N W Improved or stable Worsened E 10 - E 10 -
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baseline and =2 follow-up visits (median visits: 3; range 2—6), and 47 of the 56 had
paired baseline and last-visit measurements of intact PINP and TRAcP-5b levels and

bone histopathology assessments (Table 1)

* We report long-term effects of avapritinio on BD, BTMs, and bone histopathology in
patients with AdvSM from the PATHFINDER study (NCT03580655)

NA, not assessed.

« Baseline intact PINP was significantly higher in BD"" and BD"™ patients than HVs
and returned to the normal range during avapritinib treatment (Figure 3A) « Changes in BD, BTMs, and histopathology for two representative patients are

» At baseline, low BD was observed in 21% (12/56) of patients and high BD was depicted in Figure 5

observed in 38% (21/56) of patients

» Baseline characteristics were comparable across groups (Table 1)

» Baseline TRAcP-5b was significantly lower than HVs in all three BD subgroups
and returned to the normal range in BD"9" and BD"°™ patients following avapritinib
treatment (Figure 3b)

- PATHFINDER was an international, multicenter, open-label, single-arm, phase 2 Figure 5. Representative cases demonstrating improvements in

study designed to assess the efficacy and safety of avapritinib in adult patients

bone disease parameters during avapritinib treatment, one with

Figure 3. (A) Baseline intact PINP was significantly higher in

with a centrally confirmed AdvSM diagnosis

A post hoc analysis was performed among patients who underwent optional DXA
scans according to local procedures at each study center to assess BD at baseline
and had =2 serial DXA scans during avapritinib treatment (Figure 1)

BD according to lumbar T-score was categorized as normal (BD™™ T-score —1 to

Table 1. Baseline characteristics of patients with bone
assessments and all patients from the PATHFINDER study

Patients
Overall with serial
population | DXA scans
(N=107) (n=56)

Patients
with paired
BTM levels

(n=47)

BDIow
(n=12)2

BD"¢" and BD"°™ subgroups than HVs and normalized during
avapritinib treatment; (B) Baseline TRAcP-5b was significantly
lower than HVs in all three BD subgroups and normalized in the
BD"¢" and BD"™ subgroups during avapritinib treatment

A. BD"d" patient

high BD (A) and one with low BD (B) at screening

B. BD"" patient

OM® OMO®
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were centrally assessed as objective markers of MC disease burden as previously
described®

« BD (T-scores) significantly improved in the BD""" group and stabilized in the other two
BD groups during avapritinib treatment (Figure 2A); the majority of patients in each
BD group had improved or stable BD from baseline to the last visit (Figure 2B)

Conclusions

« Avapritinib treatment improved bone density in the low bone density group,

 Significant improvements in indices of BM disease based on bone histopathology

were observed during avapritinib treatment (Figure 4)
* BM biopsies for histopathology were collected at screening and after 8, 24,
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