FPN: 2709P

Treatment Journey of Nirogacestat: Timing Expectations of Safety and Efficacy in a Novel Drug Class
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= Nirogacestat, an oral, targeted gamma secretase = PRO measurements were assessed according to protocol® and Figure 1. Timeline of dose reductions and treatment discontinuations due to a TRAE, efficacy outcomes, and frequently reported TRAEs

inhibitor, is the only US FDA- and European included: —
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Quality of Life Questionnaire-Core 30 (EORTC QLQ-C30) role
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* |n the primary analysis of DeFi, nirogacestat
demonstrated a favorable safety profile and
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* Time to symptomatic improvement in PRO scores was
calculated as the date of the first score improvement minus the
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and patient-reported outcomes (PROs) for pain, = Data were reported as of the final trial data cutoff on December Stomatitis Fatigus
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* Long-term results from DeFi indicated that e 16.5 days

treatment with nirogacestat was associated with = Median duration of nirogacestat treatment was 33.6 months A graces 4o grace =5 o
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= Understanding the timing of nirogacestat’s = For most of the TRAEs reported by 220% of patients the onset

efficacy and safety may facilitate optimization of first occurrence was during the first month after initiating Table 1. Timing of onset of the first instance of frequently reported all-grade TRAESs

of treatment outcomes nirogacestat treatment (Figure 1, Table 1); 74% of patients (220% of patients) CONCLUSIONS

reported TRAEs in the first month that were grade 1 or 2 . o o _ _
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L _ = Of the 34 patients with a dose reduction due to a TEAE, = Pain is one of the most frequent
clinical trial o Nausea 36 (52) 7.0 days 1 (1) 25.0 days e _
33 (97%) were deemed to be related to study treatment and deb|||tat|ng Symptoms that pahents
METHODS — Median duration of treatment after dose reduction due to a Diarrhea 56 (81) 8.5 days 12.(17) 15.5 days with DT experience; based on these data
- o TEAE was 24.0 months Stomatitis® 24 (35) 9.5 days 3 (4) 3.0 months from DeFi, improvements in pain, symptom
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phase and includes data collected through the — The median time to dose reduction due to a TRAE was 0 day -0 day sustained over long-term treatment
end of the OLE phase 3.4 months (Figure 1) Increased ALT and/or AST” 14 (20) 1.3 months 2 (3) 26.5 days = Patients who had dose reductions
= The incidence and timing of first onset = |n total, 20 patients (29%) receiving nirogacestat experienced a Ovarian toxicity* 27/36 (75) 2.3 months 0 N/A were generally able to tolerate treatment
were reported for treatment-related adverse T.EAE t.hat led to treatment discontinuation; of these, 18 (90%) Alopecia 14 (20) 6.7 months 0 N/A over time, hl_ghllghtlng the importance of
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emergent adverse event (TEAE) deemed was 5.1 months (Figure 1) ALT, alanine aminotransferase; AST, aspartate aminotransferase; MedDRA, Medical Dictionary for Regulatory Activities; N/A, not applicable; TRAE, treatment-related adverse event. enough tO expenence maximum beneﬂt
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treatment that emerged or worsened from the EFFICACY Table 2. Timing of symptomatic improvement in PROs the DeFi study)
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DISCLOSURES: Emanuela Palmerini discloses serving on advisory boards for Daiichy Sankyo, Deciphera Pharmaceuticals, Eusa Pharma, SynOx Therapeutics, lpsen

Biopharmaceuticals and Servier; receiving research funding from Bristol-Myers Squibb, Pfizer and PharmaMar; and receiving travel support from Lilly, Pharmamar, and FEORTC QLQ-C3O RF 43/49 (8 8) 1.8 months a result, a”OW for ea r|y Sym ptOm atiC

Takeda. Gabriel Tinoco discloses acting in a consulting or advisory role for SynOx, Deciphera, Servier, and Merck Serono.

_ _ _ _ _ B _ *Denominator represents the number of patients for whom symptomatic improvement was possible (baseline score >0 for BPI-SF, DTSS TSS/Pain, and DTIS measures; baseline score imprOVGment to be SUStained over tlme
ACKNOWLEDGMENTS: This presentation was supported by SpringWorks Therapeutics, Inc. Medical writing support was provided by lan Rochford, PhD, <100 for EORTC QLQ measures); numerator represents the number of patients that experienced an improvement from baseline during treatment. *Time to symptomatic improvement was : : :
from Citrus Health Group, Inc. (Chicago, lllinois), and was funded by SpringWorks Therapedutics, Inc. calculated as the date of the first score improvement minus the date of the first dose of nirogacestat plus 1 day. *Assessments were averaged over the past 7 days prior to each scheduled and for eventual rad|0|og|C benefits to be
] : o : : . . : . assessment. The actual day utilized for the time to symptomatic improvement calculation was the earliest day that contributed to the average. . .
REFERENCES' 1. OGSIVEO" (nirogacestat). Full Prescribing Information. SpringWorks The_rapeutlcls, 2023. 2. US Food and Drug Adm!nlstratlon. FDA approves nirogacestat API, average pain intensity; BPI-SF, Brief Pain Inventory—Short Form; DTIS, Desmoid Tumor Impact Scale; DTSS, Desmoid Tumor Symptom Scale; EORTC QLQ-C30, European Organisation for Observed IN More patlents
for desmoid tumors. 2023. Accessed August 27, 2025. https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-nirogacestat-desmoid-tumors. Research and Treatment of Cancer Quality of Life Questionnaire-Core 30; PF, physical functioning; PRO, patient-reported outcome; RF, role functioning; TSS, total symptom score.

3. European Commission. Union Register of medicinal products for human use - Ogsiveo. 2025. Accessed September 22, 2025. https://ec.europa.eu/health/documents/
community-register/ntml/h1932.ntm. 4. Gounder M, et al. N Engl J Med. 2023;388:898-912. 5. Ratan R, et al. J Clin Oncol. 2025. In Press. doi: 10.1200/JC0O-25-00582.

Presented at the 2025 European Society for Medical Oncology (ESMO) Congress ¢ October 17-21, 2025 ¢ Berlin, Germany



