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CONCLUSIONS

    ■ Nirogacestat demonstrated consistent improvement in PFS and ORR versus placebo in patients with characteristics associated with poor prognosis in 
DT, including larger tumor size, younger age, CTNNB1 gene mutation, and presence of pain at baseline

     ― Results were consistent with the overall DeFi population5

    ■ These results indicate that nirogacestat can provide substantial benefit in patients with characteristics that have been historically associated with poor 
prognosis following active surveillance and treatments including surgical resection, radiotherapy, and systemic therapy

INTRODUCTION 
    ■ Desmoid tumors (DT) are rare, locally aggressive, soft-tissue tumors with a highly unpredictable natural course that exert substantial 
symptom burden on patients, including pain and functional limitation1,2 

    ■ Nirogacestat, a targeted gamma secretase inhibitor, is the only FDA-approved treatment for adults with progressing DT who require 
systemic treatment3,4

    ■ In the phase 3 DeFi study,5 nirogacestat demonstrated significant and clinically meaningful improvement versus placebo in the primary and 
key secondary endpoints of: 

 ― Progression-free survival (PFS; HR, 0.29 [95% CI, 0.15–0.55]; P<0.001) 
 ― Objective response rate (ORR; 41% versus 8%; P<0.001) 
 ― Patient-reported outcomes (pain, DT-specific symptom burden, physical and role functioning, and overall quality of life; all P≤0.01)

    ■ Historically, prognosis of DT has potentially been dependent on multiple patient- and tumor-related factors (Figure 1)6-13

 ― Larger tumor size, younger age, CTNNB1 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  
for DT6-13

Figure 1. Poor prognosis factors in patients with desmoid tumors
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Larger size of primary tumors (>10 cm)
has been associated with lower rates
of 5-year recurrence-free survival
and poorer local control6,13

Although the association between age
and DT recurrence has not been fully
corroborated,14 some evidence has 
suggested younger patients
(eg, ≤30 years) could potentially have
a higher risk of recurrence and worse
local control than older patients6,7,13,15

CTNNB1 Mutation
• Studies have shown an association
 between any CTNNB1 mutation and
 inferior 5-year recurrence-free survival9 
• Of patients with CTNNB1 gene mutations,
 T41A and S45F mutations are the
 most common10

- S45F mutation may be associated with
 poorer outcomes compared with
 T41A mutation8,10,16

Patients reporting pain at baseline
have been shown to have higher
disease progression rates and
lower event-free survival
compared with those
without pain11,12

    ■ PFS improvement favored nirogacestat compared with placebo in patients with larger tumor size, 
younger age, CTNNB1 mutation, and presence of pain at baseline; nirogacestat was favored over 
placebo in both CTNNB1 mutation types (S45F or T41A) (Figure 2)

Figure 2. Progression-free survival in poor prognostic subgroups
Factor

Baseline tumor size

Age

CTNNB1 mutation

Hazard
Ratio

(95% CI)

Nirogacestat
Events/Total

n/N

Placebo
Events/Total

n/N

Nirogacestat vs Placebo

>10 cm 0.32
(0.13, 0.80) 6/29 21/42

≤30 y 0.21
(0.08, 0.60) 5/30 16/27

S45F 0.18
(0.02, 1.46) 1/13 8/18

Baseline paina

BPI-SF API >0 0.21
(0.09, 0.52) 6/47 23/46

T41A 0.39
(0.14, 1.11) 5/24 12/22

Favors Nirogacestat Favors Placebo
−1 0 1 2

aPain was assessed using BPI-SF item 3 (worst pain in the past 24 hours). API 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.
For PFS, hazard ratio was estimated from the stratified Cox proportion hazards model using the exact method for ties, stratified by tumor location. PFS was calculated as the earliest date of death, progression, or censoring from 
randomization. Patients who were discontinued early by investigators for clinical progression but could not be verified as events, were censored. Patients who did not progress or die by the date of the last valid CT/MRI assessment 
were censored.
API, average pain intensity; BPI-SF, Brief Pain Inventory–Short Form; CI, confidence interval; CT, computed tomography; MRI, magnetic resonance imaging; PFS, progression-free survival.

    ■ ORR improvement favored nirogacestat versus placebo regardless of the poor prognostic factor 
(Figure 3) 

Figure 3. Objective response rate in poor prognostic subgroups
Factor

Baseline tumor size

Age

CTNNB1 mutation

Risk Di
erence, %a

(95% CI)
Nirogacestat

n (%)
Placebo

n (%)
Nirogacestat vs Placebo

>10 cm 18.1
(−0.5, 36.6) 8 (28) 4 (10)

≤30 y 36.3
(17.4, 55.2) 12 (40) 1 (4)

S45F 56.0
(27.5, 84.5) 8 (62) 1 (6)

Baseline painb

BPI-SF API >0 33.9
(17.5, 50.2) 20 (43) 4 (9)

T41A 24.2
(1.9, 46.6) 8 (33) 2 (9)

Favors Placebo Favors Nirogacestat
−60 −40 −20 0 10080604020

aThe difference between the ORR in nirogacestat and placebo; a risk difference >0 favors nirogacestat.
bPain was assessed using BPI-SF item 3 (worst pain in the past 24 hours). API 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.
API, average pain intensity; BPI-SF, Brief Pain Inventory–Short Form; CI, confidence interval; ORR, objective response rate.
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OBJECTIVE 
    ■ A post hoc analysis of the DeFi study was conducted to assess the effect of nirogacestat in subgroups of patients with DT who have  
risk factors associated with poor prognosis

METHODS
    ■ DeFi (NCT03785964) was a global, multicenter, double-blind, pivotal phase 3 study to determine the efficacy, safety, and tolerability of 
nirogacestat in adults with progressing DT 

    ■ Patients were randomized 1:1 to nirogacestat 150 mg (n=70) or placebo (n=72), taken twice-daily in 28-day cycles 
    ■ Post hoc analyses of PFS and ORR were performed in subgroups of patients with demographic- and tumor-related characteristics at 
baseline associated with poor prognosis:

 ― >10 cm tumor size6,13

 ― ≤30 years patient age6,7,13,15

 ― Presence of CTNNB1 mutation (S45F, T41A)9,10

 ― Presence of pain at baseline as determined by an average pain intensity (API) score of >0 on the Brief Pain Inventory–Short Form (BPI-SF)11,12


