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Impact of Nirogacestat on Pain, a Key Symptom in Patients With Desmoid Tumors: Results From the Phase 3 DeFi Study
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INTRODUCTION

Desmoid tumors (aggressive fibromatosis) are rare, locally invasive,
soft-tissue tumors that can result in severe pain, functional impairment,
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patients with clinically meaningful pain reduction (defined using prespecified
thresholds) were compared between treatment arms using a stratified
Cochran—-Mantel-Haenszel test at cycle 10

= Cycle 10 was prespecified as the post-treatment time point for between-arm

Figure 1. Change from baseline in BPI-SF “worst pain” intensity score
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PAIN ASSESSMENTS

= Statistically significant and clinically meaningful pain reduction was observed
with nirogacestat compared with placebo at cycle 10 across all three
assessment tools evaluated in DeFi; exploratory analyses show that those

ications™ ; : Cyoe 10 1553 (02695) 0045 (02732)  ~1.508; Pe0.001
and other complications™ comparisons to allow adequate time for a treatment effect to be observed ” %‘ receiving nirogacestat quickly improved, with separation between treatment
— Pain is the most debilitating symptom reported by patients with ;§ arms observed as early as cycle 2 and sustained throughout treatment
desmoid tumors, and the potential for dependency on narcotics is BPISF
a substantial concern*? RES U LTS % -
— As many as 60% of patients with desmoid tumors experience chronic pain, 5 = At cycle 10, nirogacestat significantly reduced pain severity per the BPI-SF
and pain may indicate desmoid tumor progression®* éi “worst pain” score (0-10 range) by 1.55 points (SE=0.26) compared with 0.05

— Pain reduction is a key treatment goal for patients with desmoid tumors'***

= Nirogacestat is an investigational, oral, small-molecule, selective gamma-
secretase inhibitor evaluated for the treatment of desmoid tumors in the
international phase 3 Desmoid Fibromatosis (DeFi) study (NCT03785964)

— In DeFi, nirogacestat (n=70) significantly improved progression-free survival
(the primary endpoint) compared with placebo (n=72) in patients with
progressing desmoid tumors (hazard ratio: 0.29 [95% ClI, 0.15-0.55];
two-sided P<0.001)

— Nirogacestat also achieved a significant and clinically meaningful reduction
in pain severity by 1.51 points (on a 10-point scale) compared with placebo

BASELINE CHARACTERISTICS

= From May 2019 through August 2020, a total of 142 patients were randomized
(70 to the nirogacestat group and 72 to the placebo group) across 37 sites in
the United States, Canada, and Europe®

= Baseline patient characteristics (Table 1) were generally similar
between groups and representative of the general patient population
with desmoid tumors®

Table 1. Baseline patient characteristics
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points (SE=0.27) with placebo (one-sided P<0.001) (Figure 1)
GODDESS-DTSS

= At cycle 10, nirogacestat significantly reduced mean baseline pain per the
GODDESS-DTSS pain score (0—10 range) by 1.78 points (SE=0.27) compared
with an increase in pain by 0.34 points (SE=0.28) with placebo (one-sided
P<0.001) (Figure 2)

EORTC QLQ-C30

= At cycle 10, nirogacestat significantly reduced mean baseline pain per the
EORTC QLQ-C30 pain subscale (0-100 range) by 22.36 points (SE=3.39)

at cycle 10 (P<0.001) per the prespecified secondary endpoint of “worst compared with an increase in pain by 7.00 points (SE=3.65) with placebo

pain” from the Brief Pain Inventory-Short Form (BPI-SF) CHARACTERISTICS N'Rog:%ﬁs'r” P'?:SEZ?O Figure 2. Change from baseline in GODDESS-DTSS pain score (one-sided P<0.001) (Figure 3)
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The benefit of nirogacestat versus placebo in reducing pain was
consistent across multiple patient-completed assessment tools, which
included pain measurements

= As pain is the most commonly reported symptom by patients with
desmoid tumors, pain reduction should be a key clinical study endpoint
and 1t goal
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C, cycle; Cl, confidence interval; LS mean, least-squares mean; SE, standard error.
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