Efficacy of Nirogacestat in Patients With Poor Prognostic Factors for Desmoid Tumors: Analyses From the
Randomized Phase 3 DeFi Study
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INTRODUCTION RESULTS

B Desmoid tumors (DT) are rare, locally aggressive, soft-tissue tumors with a highly unpredictable natural course that exert substantial B PFS improvement favored nirogacestat compared with placebo in patients with larger tumor size, B ORR improvement favored nirogacestat versus placebo regardless of the poor prognostic factor
symptom burden on patients, including pain and functional limitation"- younger age, CTNNBT1 mutation, and presence of pain at baseline; nirogacestat was favored over (Figure 3)

m Nirogacestat, a targeted gamma secretase inhibitor, is the only FDA-approved treatment for adults with progressing DT who require placebo in both CTNNBT mutation types (S45F or T41A) (Figure 2)
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B Historically, prognosis of DT has potentially been dependent on multiple patient- and tumor-related factors (Figure 1)6-13 19, Y (0.5, 36.6)
— Larger tumor size, younger age, CTNNBT gene mutation, and pain at baseline have been associated with a poor prognosis in DT
following active surveillance and treatments including surgical resection, radiotherapy, and systemic therapy not indicated specifically :
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. aPain was assessed using BPI-SF item 3 (worst pain in the past 24 hours). APl was calculated using daily scores from up to a 7-day period prior to each visit; scores ranged from 0-10, with higher scores indicating worse pain. aThe difference between the ORR in nirogacestat and placebo; a risk difference >0 favors nirogacestat.
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API, average pain intensity; BPI-SF, Brief Pain Inventory—Short Form; Cl, confidence interval; CT, computed tomography; MRI, magnetic resonance imaging; PFS, progression-free survival.

OBJECTIVE CONCLUSIONS

B A post hoc analysis of the DeFi study was conducted to assess the effect of nirogacestat in subgroups of patients with DT who have B Nirogacestat demonstrated consistent improvement in PFS and ORR versus placebo in patients with characteristics associated with poor prognosis in
risk factors associated with poor prognosis DT, including larger tumor size, younger age, CTNNBT gene mutation, and presence of pain at baseline

METHODS — Results were consistent with the overall DeFi population5

B DeFi (NCT03785964) was a global, multicenter, double-blind, pivotal phase 3 study to determine the efficacy, safety, and tolerability of B These results indicate that nirogacestat can provide substantial benefit in patients with characteristics that have been historically associated with poor
nirogacestat in adults with progressing DT prognosis following active surveillance and treatments including surgical resection, radiotherapy, and systemic therapy

B Patients were randomized 1.1 to nirogacestat 150 mg (nh=/0) or placebo (n=/2), taken twice-daily in 28-day cycles
B Post hoc analyses of PFS and ORR were performed in subgroups of patients with demographic- and tumor-related characteristics at
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