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¥ PLAIN LANGUAGE SUMMARY

Q CONCLUSIONS

e In this post hoc analysis of the phase 3 DeFi trial of nirogacestat in patients with progressing desmoid tumors (DTs), dose reduction from 150 mg twice e Nirogacestat is a recommended and approved treatment for adults who have progressing DT and require systemic treatment

daily (BID) to 100 mg BID due to treatment-emergent adverse events (TEAEs) was associated with improved tolerability without apparent loss of clinical e In the phase 3 DeFi clinical trial, patients experienced a decrease in the size of their tumor and improved their symptoms with 150 mg of nirogacestat twice daily;

benefit, and patient-reported outcome (PRO) benefits appeared to be maintained however, because of side effects, some patients needed to lower their dose to 100 mg twice daily to continue treatment

These findings support dose reduction as a strategy to manage TEAEs and facilitate continued nirogacestat treatment in patients with progressing DT e This study shows that patients on the 150 mg twice daily starting dose with higher than expected concentrations of nirogacestat in their blood were more likely to require
Active TEAE management with early and proactive dose modification when indicated, can help tailor treatment based on individual tolerability, dose changes due to side effects. At the reduced dose, patients had fewer side effects while still experiencing a decrease in tumor size and improved symptoms

supporting long-term treatment goals while maintaining clinical benefit e Clinicians should monitor and manage side effects early, including reducing the dose when needed. This can help tailor treatment to each patient’s needs, allowing them
to stay on treatment and maintain the benefits of treatment

e DT are rare, locally aggressive, and invasive soft-tissue tumors associated with debilitating . ; ] ] ]
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SUPPLEMENTAL MATERIAL

Supplemental Table 1. Demographics and baseline disease characteristics for patients with and
without dose reduction

Dose reduced Dose not reduced
(n=29) (n=40)

Median age, years (range) 29.0 (18, 72) 34.0 (18, 73)
Baseline BMI, median, kg/m? 23.6 24.3
Female, n (%) 20 (69) 24 (60)

Childbearing potential?, n (%) 17 (85) 19 (79)
Family history of FAP, n (%) 6 (21) 5(13)
Any APC mutation, n (%) 7 (24) 6 (15)

Any germline APC mutation, n (%) 6 (21) 3(8)

Any CTNNB1 mutation, n (%) 15 (52) 27 (68)
Race®, n (%)

White 26 (90) 37 (93)

Black 2(7) 2 (5)

Asian 1(3) 0

Other 0 1(3)
Ethnic group®, n (%)

Non-Hispanic or Latino 28 (97) 38 (95)

Hispanic or Latino 0 1(3)

Not reported 1(3) 1(3)
Target-tumor location¢, n (%)

Intra-abdominal 7 (24) 10 (25)

Extra-abdominal 22 (76) 30 (75)
Focal category, n (%)

Single 17 (59) 25 (63)

Multifocal 12 (41) 15 (38)
Baseline ECOG PS, n (%)

0 19 (66) 31 (78)

1 9 (31) 9 (23)

2 1(3) 0
DT treatment status, n (%)

Treatment-naive 6 (21) 12 (30)

Refractory or recurrent 23 (79) 28 (70)
Median prior lines of treatment (range) 2 (0, 13) 2 (0, 14)
Median target-tumor size according to RECIST v1.1 (IQR), mm 93.4 (68.9, 132.1) 91.0 (60.1, 135.2)

2Women of childbearing potential were defined in the trial protocol as women between menarche and confirmed menopause (ie, 12 months since last menstruation) with intact ovarian function. The determination of whether
trial patients met this definition was based on the investigator’s judgment.

bRace and ethnic group were self-reported.

Patients could have a tumor that presented in more than one location. Therefore, population counts cannot be summed across the locations. If the participant had multiple target tumors in both intra- and extra-abdominal
locations, the tumor was classified as intra-abdominal.

BMI, body mass index; DT, desmoid tumor; ECOG PS; Eastern Cooperative Oncology Group Performance Status; FAP, familial adenomatous polyposis; IQR, interquartile range; RECIST v1.1, Response Evaluation Criteria in
Solid Tumors version 1.1.
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