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Abstract

Introduction: Nirogacestat is a targeted gamma secretase inhibitor approved in the
United States for adults with progressing desmoid tumors. In the phase 3 DeFi study
(NCT03785964) of nirogacestat, ovarian toxicity (OT) was identified as a safety
signal among females of reproductive potential (FORP). This analysis further de-
scribes the incidence, presentation, and resolution of OT.

Methods: Patients were randomized to twice-daily oral nirogacestat (150 mg) or
placebo, taken in continuous 28-day cycles. Investigator-identified OT in FORP was
based on abnormal reproductive hormone values or perimenopausal symptoms (or
both). Adverse event follow-up was conducted to assess OT resolution. Post hoc
analyses included return of menstruation and return of follicle-stimulating hormone
(FSH) to within normal limits (WNL) (<20.4 mIU/mL).

Results: Of 92 randomized females, 73 in the safety population were FORP (n = 36
nirogacestat, n = 37 placebo). OT was identified in 75% (27 of 36) receiving nir-
ogacestat and 0% (0 of 37) receiving placebo. As of October 24, 2022, investigators
reported OT resolution in 78% (21 of 27) of patients, with median OT duration of
19.1 weeks. Off-treatment resolution was reported in all 11 patients (100%) who
stopped nirogacestat treatment; of these, all nine with available menstruation in-
formation experienced return of menstruation and eight had FSH WNL at last re-
ported assessment. Resolution was reported in 10 of 14 (71%) while on
nirogacestat; of these, all 10 experienced return of menstruation and seven had FSH
WNL. Two patients were lost to follow-up.

Conclusion: Most FORP treated with nirogacestat experienced OT, with the ma-
jority resolving, including all who stopped treatment, suggesting that OT is

transient.

The clinical trial registration is NCT03785964.
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INTRODUCTION

Desmoid tumors (DT) are rare, soft tissue neoplasms (classified as
intermediate tumors) characterized by locally aggressive growth
without evidence of metastasis.»? The disease course of DT can be
unpredictable, and tumors can lead to substantial morbidity, pain,
and functional limitation.>® Prevalence is approximately 2- to 3-fold
higher in females than males, and patients are often diagnosed in
adulthood between the ages of 20 and 44 years,*® when many fe-
males are of reproductive age.

Nirogacestat (OGSIVEO™, SpringWorks Therapeutics) is an oral,
small-molecule, targeted gamma secretase inhibitor (GSI) that works
by blocking proteolytic activation of Notch receptors.””’ Mutagenic
or clastogenic effects have not been demonstrated with nirogace-
stat.” Recently, nirogacestat became the only US Food and Drug
Administration-approved medicine for the treatment of adults with
progressing DT who require systemic treatment.'® The approval of
nirogacestat was based primarily on the DeFi study, a global, ran-
domized, double-blind, placebo-controlled, phase 3 study.11 Treat-
ment with nirogacestat demonstrated a significant benefit in
progression-free survival (PFS) over placebo (hazard ratio, 0.29;
95% confidence interval, 0.15-0.55; p < .001), as well as significant
improvements in objective response rate (ORR) (41% vs. 8%;
p < .001) and patient-reported outcomes of pain, DT-specific symp-
tom burden, physical and role functioning, and overall quality of life
(p < .01, all).** The most common (>15%) adverse reactions with
nirogacestat were diarrhea, rash, nausea, fatigue, stomatitis, head-
ache, abdominal pain, cough, alopecia, upper respiratory tract infec-
tion, and dyspnea.’

Ovarian toxicity (OT), also referred to as ovarian dysfunction,
was a common adverse reaction reported with nirogacestat in fe-
males of reproductive potential that participated in DeFi.”*! As
defined in a recent American Society of Clinical Oncology (ASCO)
research statement, ovarian toxicity describes the spectrum of
ovarian functional impairment potentially resulting from drug expo-
sure.’ In general, OT may present as menstrual cycle abnormalities
(length and flow), hot flashes, and night sweats, and may be associ-
ated with changes in follicle-stimulating hormone (FSH), estradiol,
luteinizing hormone (LH), and/or anti-Mdllerian hormone (AMH).*%13

The risk of OT varies among drug classes and is influenced by
several factors, including previous lines of therapy (number and type),
dosage, patient age, and baseline fertility status.'® Reversibility of OT
depends in part on a drug's mechanism of action (MOA) and its effects
(permanent or temporary) on the female reproductive system.'® Spe-
cifically, an individual’s finite primordial follicle pool—that is estab-
lished in utero—decreases over a female’s reproductive lifespan with
age; menopause occurs when the primordial follicle reserve is nearly
depleted.**

Some treatments, such as antimetabolite drugs, may only deplete
growing follicles without damaging primordial follicles.® In this case,
growing follicles that produce steroid hormones and support men-
strual function will eventually be replaced from the intact primordial
follicle pool.?®” Because the replacement of these follicles may take
more than 3 months,'® females may experience temporary amenor-
rhea and alteration of reproductive hormones without permanently
losing their reproductive potential. Existing evidence suggests that
GSls impact follicular activation, maturation, and growth; angiogen-
esis; and subsequent steroid hormone secretion by the developing
corpus luteum,*®*”*? but do not lead to depletion of primordial
follicles. However, treatments that partially or completely deplete
the primordial pool, such as alkylating agents, may permanently
affect reproductive potential by resulting in early menopause and
infertility due to the inability to develop ovulatory follicles.?°

Ovarian toxicity is rarely systematically assessed in drug devel-
opment, resulting in its under-reporting in clinical trials.}?2%22
Although initial data on OT incidence and resolution from DeFi were
previously reported in the New England Journal of Medicine,** here we
provide updated OT analyses from DeFi to further describe its inci-

dence, presentation, and resolution.

MATERIALS AND METHODS
DeFi overview

DeFi (NCT03785964) was a phase 3 study evaluating the efficacy,
safety, and tolerability of nirogacestat; study details have been pre-
viously published.'* The study included patients at least 18 years of
age with a histologically confirmed diagnosis of progressing desmoid
tumors. In the double-blind treatment phase, patients were assigned
(1:1) to receive oral nirogacestat (150 mg) or placebo taken twice
daily in continuous 28-day cycles. The study met all primary and key
secondary end points. The safety population includes all patients who
received at least one dose of nirogacestat or placebo.

The DeFi study was conducted in accordance with ethical prin-
ciples derived from the Declaration of Helsinki and all applicable
laws, regulations, and scientific guidelines. All patients provided

written informed consent before enroliment.

Reporting, description, and analysis of OT

Ovarian toxicity was evaluated as a safety signal and classified as an
adverse event of special interest for safety reporting. Females of
reproductive potential were defined as being between menarche and

confirmed menopause (i.e., 12 months since last menstruation) with
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intact ovaries, based on investigator’s judgment; no prespecified age
range was used to define this population.

Serum hormone levels were measured for all patients (female
and male). Female hormone levels assessed included FSH, AMH,
estradiol, LH, and progesterone. Blood samples were collected at:
screening and baseline for all new study entrants; treatment cycle 1,
cycle 2, cycle 4, and cycle 7, and every three cycles thereafter; the
end of treatment; and follow-up. Prolactin and thyroid-stimulating
hormone (TSH) were also collected at screening and end of treat-
ment. For patients identified as having OT, data collection continued
every 3 months until event resolution was reported or for at least 90
days after discontinuing study treatment.

Ovarian toxicity was identified in females of reproductive po-
tential by investigators based on abnormal reproductive hormone
values or perimenopausal symptoms (e.g., changes in menstrual reg-
ularity) or both. The verbatim terms for these events were coded to
the Medical Dictionary for Regulatory Activities (MedDRA, version
24.0) to the preferred terms of ovarian failure, premature meno-
pause, amenorrhea, and menopause. Adverse events were reported
up to the data cutoff date (April 7, 2022), with additional follow-up
through October 24, 2022 conducted to assess the resolution of
OT as reported by investigators.

To further characterize the investigator-reported cases of OT
resolution, the recently published ASCO recommendations to assess
menstruation and reproductive hormone levels (such as FSH)*2 were
applied to post hoc analyses of patient-level laboratory values and
adverse events in the clinical database. Additional information, such as

return of menstruation, was reported via pharmacovigilance follow-up.

RESULTS
Study population

From May 2019 through August 2020, 142 patients underwent
randomization in DeFi. Of 92 females randomized, 74 were of
reproductive potential; one female of reproductive potential ran-
domized to receive nirogacestat discontinued the study before
treatment. Onset and resolution results presented herein are based
on data from 73 females of reproductive potential who received at
least one dose of study treatment (safety population: n = 36 nir-

ogacestat; n = 37 placebo).

Overview of OT events

Among females of reproductive potential, OT was identified by in-
vestigators in 75% (27 of 36) receiving nirogacestat and 0% receiving
placebo (Table 1). Five patients experienced more than one event of
OT. All OT events were grade 2. Events of OT were associated with
increased levels of FSH and LH, and decreased levels of AMH, pro-
gesterone, and estradiol. In addition, OT events were associated with

perimenopausal symptoms, such as menstrual irregularities or

TABLE 1 Ovarian toxicity events reported.

Nirogacestat,

150 mg BID
Total safety population, n 69
Total females, n 44
Total females of reproductive potential, n 36
Total females of reproductive potential with OT 27 (75)
events, n (%)?

Time to first onset of OT events, median, weeks 8.9
Duration of OT events, median, weeks” 19.1
Patients with OT events with dose modifications, n (%)°

Interrupted 2(7)

Reduced 2(7)

Withdrawn 4 (15)
Concomitant medications to manage OT symptoms

Use of concomitant medications, n (%) 4 (15)¢

Duration of use, median, weeks 44

Abbreviations: BID, twice daily; OT, ovarian toxicity.

Denominator is out of the total number of females of reproductive
potential.

PMedian duration across OT events (i.e., resolution on and off
nirogacestat treatment).

“Denominator is out of the total number of females of reproductive
potential with OT.

dComprises three patients who received progesterone and estrogen
fixed combination and one patient who received gabapentin and
venlafaxine (not concurrently).

amenorrhea. No abnormalities were observed with prolactin or TSH,
ruling out other potential causes of OT. The median time to first
onset of OT events was 8.9 weeks after nirogacestat initiation, with
median duration of OT events of 19.1 weeks (Table 1).

Among the 27 females of reproductive potential receiving nir-
ogacestat with an OT event, OT led to nirogacestat dose reduction in
7% (2 of 27) and drug discontinuation in 15% (4 of 27). Four females
with an OT event received concomitant medications to manage
symptoms of OT, including hormone therapy or low-dose selective
serotonin reuptake inhibitors (Table 1).

Patient characteristics

Characteristics of females of reproductive potential with and without
OT are summarized in Table 2. Nine patients had a baseline medical
history of amenorrhea and/or irregular menstruation, including one
50-year-old patient with baseline irregular menstruation who had an
investigator-reported OT event of menopause after study entry.
Nearly three-fourths (74%) of females of reproductive potential with
OT events were younger than 34 years of age, consistent with their
child-bearing status, whereas a larger percentage without OT (56%)

were 34 years of age or older. More (85%; 23 of 27) patients with
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TABLE 2 Baseline characteristics in females of reproductive
potential with and without ovarian toxicity.

Females of Females of
reproductive  reproductive
potential with potential without

Characteristic, n (%) OT (h = 27) OT(h=9)
Age, years
<34 20 (74) 4 (44)
>34 to <46 5(19) 3(33)
>46 2(7) 2(22)
Body mass index?
<25 kg/m? 15 (56) 6 (67)
>25 to <30 kg/m? 5(19) 2(22)
>30 kg/m? 6 (22) 1(11)
Genetic history
CTNNB1 mutations 14 (52) 8 (89)
APC mutations 9 (33) 1(112)
Radiation
Any prior radiation treatment 6 (22) 2 (22)
Systemic therapies
Any prior systemic therapy 23 (85) 6 (67)
>2 prior systemic therapies 14 (52) 4 (44)
>4 prior systemic therapies 6 (22) 1(11)
Chemotherapy
Doxorubicin 6 (22) 1(11)
Methotrexate + vinblastine 8 (30) 1(11)
Tyrosine kinase inhibitor
Sorafenib 10 (37) 2 (22)

Abbreviations: APC, adenomatous polyposis coli; CTNNB1, B-catenin;
OT, ovarian toxicity.
2One patient in the group with OT had missing data.

reported OT events received prior systemic therapy compared with
67% (6 of 9) of those without OT.

Resolution of OT events

Resolution of OT was reported by investigators based on repro-
ductive hormone values or perimenopausal symptoms, or both. As of
October 24, 2022, investigators reported that OT resolved in 78%
(21 of 27) of females of reproductive potential with OT events
(Figure 1). This resolution rate is higher than the 74% (20 of 27)
reported in the primary DeFi publication®® because one additional
patient was reported to have resolved on treatment after the initial
follow-up period. Resolution of OT was reported regardless of the
coded MedDRA preferred term, with the exception of the single
patient with investigator-reported menopause after study entry
(Table 3).

Off-treatment resolution was reported in 11 of 11 patients
(100%) who stopped nirogacestat for any reason. All 11 of these
patients met at least one of the recently recommended ASCO criteria
for assessing OT resolution: eight had FSH values within normal
limits (<20.4 mlU/mL) at the last reported assessment, all patients
where menstruation information was available (9 of 9) experienced
return of menses, and six patients had both FSH within normal limits
and return of menses (Table 4). The two patients with unavailable
menstruation information had FSH values within normal limits at the
last available follow-up. The median time to off-treatment resolution
was 76 days (range: 28-126 days), or approximately 11 weeks.

Resolution of OT was reported in 10 of 14 (71%) patients while
on nirogacestat treatment, which included four patients with re-
ported event resolution but who later discontinued nirogacestat (for
any reason) and six patients with reported event resolution and who
remained on nirogacestat through the primary analysis data cutoff
date (Table 5). All 10 patients with on-treatment OT resolution had
return of menses and seven had FSH values within normal limits at
the last reported assessment. Median duration of time from reporting
of OT to on-treatment resolution was 171 days (range: 10-770 days),
or approximately 24 weeks. The four patients with ongoing OT
continue to receive nirogacestat and are being followed in the

ongoing open-label extension of DeFi.

DISCUSSION

Nirogacestat, the first GSI to be approved and the only therapy
approved for progressing DT,” was associated with significant benefit
with respect to PFS, ORR, pain, DT-symptom burden, physical/role
functioning, and overall quality of life in the phase 3 DeFi study.!!
During DeFi, OT was deemed to be an adverse event of special in-
terest for nirogacestat. Although OT commonly occurs with oncology
drugs, the nature of OT and timeline for ovarian function recovery, if
any, can vary greatly based on a variety of factors, including drug
MOA, dosage, patient characteristics (e.g., age, fertility status, and
family history), and prior therapy.*®

Results from DeFi highlight the importance of evaluating ovarian
function in oncology studies through clinical and laboratory assess-
ments, especially when females of reproductive potential are partici-
pants. Including OT end points in clinical trials can benefit both
patients and clinicians, as data may improve counseling on treatment
options through evidence-based discussions.*?>?! Potential gaps in
knowledge arise from the fact that, historically, ovarian function has
been rarely assessed proactively in clinical trials.*??%22 Furthermore,
current clinical trial coding schema (e.g.,, MedDRA, Common Termi-
nology Criteria for Adverse Events) may not sufficiently collect nor
reflect the current scientific understanding of, or the terminology used
in, reproductive medicine.'? Additional barriers to OT assessments in
clinical trials may include lack of prioritization, limited resources, and
lack of knowledge.?! To address these gaps, the 2023 ASCO research
statement provides recommendations for incorporating OT as a safety
end point in relevant trials of anticancer agents as well as methods for

conducting clinical and hormonal assessments.’? Most of the ASCO
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Investigators identified OT
in 27 of 36 females of
reproductive potential

(75%)

11 patients off nirogacestat
for any reason
(41%)

OT resolved
in 10 patients
(71%)

OT resolved in
11 patients
(100%)

14 patients ongoing
nirogacestat treatment
(52%)

2 patients lost to follow-up
after discontinuing
nirogacestat
(7%)

OT unresolved
in 4 patients
(29%)

OT status
unknown

FIGURE 1 Ovarian toxicity frequency and resolution as of October 24, 2022. OT was identified in females of reproductive potential by
investigators based on abnormal reproductive hormone values or perimenopausal symptoms (e.g., changes in menstrual regularity) or both.
Follow-up through October 24, 2022, was conducted to assess the resolution of OT as reported by investigators. OT indicates ovarian toxicity.

TABLE 3 Investigator-reported ovarian toxicity and resolution
by MedDRA preferred terms.

OT occurrence® OT resolution®

MedDRA preferred term (n = 27) (n=21)
Ovarian failure® 13 10
Premature menopause 11 9
Amenorrhea? 3 3
Menopause 1 0

Abbreviations: MedDRA, Medical Dictionary for Regulatory Activities;
OT, ovarian toxicity.

2One patient reported two events that were coded to ovarian failure
and amenorrhea. Both resolved per investigator.

bldentified in females of reproductive potential by investigators from
the DeFi double-blind phase.

“Resolution of OT was reported by investigators in patients for whom
follow-up data was available as of October 24, 2022.

recommendations had been used in the DeFi study, and as such, key
learnings from this study emphasize the importance of monitoring
patients for ovarian function in clinical trials.

Among females of reproductive potential treated with nir-
ogacestat, 75% (27 of 36) were reported to have OT based on
abnormal reproductive hormone levels or perimenopausal symptoms,
or both, with resolution reported in 78% (21 of 27). Nirogacestat
treatment was also associated with decreases in AMH, estradiol, and
progesterone, and increases in FSH and LH.

Of those who stopped nirogacestat for any reason, investigator-
reported resolution occurred in 100% (11/11), with a median time to
resolution off treatment of approximately 11 weeks. This short time
to resolution after discontinuation suggests that the effects of nir-

ogacestat on ovaries are transient. For the 14 patients with OT who

remained on treatment, resolution was reported in 10 (71%). Median
duration of time from reporting of OT to resolution on treatment was
longer in these patients (approximately 24 weeks), which is not un-
expected given that patients remained on treatment. Post hoc ana-
lyses, applying the ASCO recommendations, further characterized
the investigator-reported cases of OT resolution. For the 21 patients
with off- or on-treatment OT resolution, all met at least one of the
criteria (return of menses or FSH values within normal limits), with
the majority achieving both criteria.

DeFi represents the most comprehensive OT data set in DT
clinical trials to date, although study limitations must be noted.
Concomitant or previous treatments, including hormonal contracep-
tion and/or prior systemic therapies, could have confounded results.
In DeFi, 85% of females of reproductive potential with OT received
prior systemic treatment, with 22% having received at least four prior
therapies. The small number of nirogacestat-treated females without
reported events of OT limits the assessment of the impact of baseline
factors, including prior treatment, on OT incidence. For clinical mea-
sures, menstrual diaries were not included, and patients with amen-
orrhea or menstrual irregularities at baseline were still considered for
OT assessments. For hormone measures, blood collections aligned
with study visits, not with patients’ menstrual cycles, and AMH as-
sessments were not complete for all patients. Given some of these
limitations, hormone results reported here focused primarily on FSH,
in conjunction with return of menses. Further studies, including the
ongoing DeFi open-label extension, will be used to advance under-
standing of hormonal fluctuations.

Although hormone assessments are important for use in clinical
trials to assess potential events of OT, currently there is no standard
clinical practice to monitor reproductive hormones in patients before
or during systemic treatment.'® This aligns with the prescribing in-

formation for nirogacestat, which recommends monitoring patients
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TABLE 5 DeFi patients with events of ovarian toxicity resolving while on nirogacestat treatment.

OT AE FSH resolved to <20.4 mIU/mL?
Last investigator- Duration Last reported Resumption of
Age at BL  Preferred Start reported of OT Yes/  value Study menstruation
Patient  (years) term day outcome (days) no (mIU/mL) day (yes/no)
Resolved on treatment and remained on treatment through primary analysis data cutoff (April 7, 2022)
12° 28 Ovarian failure 26 Resolved 436 No 46.6 652 Yes
13 33 Ovarian failure 381 Resolved 590 Yes 6.2 1142 Yes
14 32 Amenorrhea 86 Resolved 649 Yes 12.8 882 Yes
15 39 Ovarian failure 148 Resolved 94 Yes 11.9 757 Yes
16° 34 Ovarian failure 57 Resolved 93 No 30 841 Yes
Ovarian failure 194 Resolved 143
17 23 Premature 145 Resolved 32 No 52.9 671 Yes
menopause
Premature 493 Resolved 171
menopause
Resolved on treatment but later discontinued treatment before primary analysis data cutoff (April 7, 2022)
18 22 Amenorrhea 14 Resolved 221 Yes 7.2 365 Yes
19 29 Premature 69 Resolved 651 Yes 9.3 895 Yes
menopause
20 20 Ovarian failure 53 Resolved 770 Yes 5.2 823 Yes
21 44 Amenorrhea 50 Resolved 57 Yes 6.3 450 Yes
Ovarian failure 97 Resolved 10

Abbreviations: AE, adverse event; BL, baseline; FSH, follicle-stimulating hormone; OT, ovarian toxicity.

®The reference range used for females of reproductive potential at any phase in the menstrual cycle in DeFi was 1.8-20.4 mIU/L.

bAlthough chemical biomarker data demonstrated resolution around the time of event resolution (FSH [16.7 mIU/mL] values were within normal limits
for age on day 421), this patient was not considered to have confirmed hormonal resolution while remaining on nirogacestat at the time of the primary
analysis because the last reported values (day 652) in the double-blind phase of DeFi were outside the expected reference range for a female of

childbearing potential.

“Although chemical biomarker data demonstrated resolution around the time of event resolution (FSH [18.1 mIU/mL] values were within normal limits
for age on day 337), this patient was not considered to have confirmed hormonal resolution while remaining on nirogacestat at the time of the primary
analysis because the last reported values in the double-blind phase of DeFi were outside the expected reference range for a female of childbearing

potential.

dEvent was reported during the first month of treatment and the exact onset date for this event was not available; as such, the most conservative

estimate of day 1 of treatment was used.

for clinical measures of OT (e.g., changes in menstrual cycle regularity
or the development of symptoms of estrogen deficiency, including
hot flashes, night sweats, and vaginal dryness).”

The OT events observed with nirogacestat treatment are likely
a class effect, as preclinical and clinical data have demonstrated
that GSIs can impact normal ovarian function and follicular
development.'”?272> The mechanism for OT with nirogacestat is
not fully elucidated, although it is likely due to the role of
gamma secretase in Notch signaling, which plays critical roles in
follicular activation, maturation, and growth; angiogenesis; and
subsequent steroid hormone secretion by the developing corpus
luteum.1:17:19

Activation of the primordial follicle, which initiates follicular
maturation/growth, is controlled within the oocyte in adults via the
phosphoinositide 3-kinase (P13K)/protein kinase B (AKT) signaling

pathway.?® Because Notchl can activate AKT, gamma secretase

inhibition has the potential to block the activation and further

27 and therefore may not

development of the primordial follicle,
negatively impact the oocyte reserve. This mechanism may more
likely contribute to OT persistence, because effects would be ex-
pected in >3 months (the time needed for follicular growth from
primordial to ovulatory stages)!® whereas median time to OT onset
with nirogacestat was 8.9 weeks (~2 months). Other mechanisms
through which nirogacestat could lead to OT are potential interfer-
ence of blood supply and reduction in cell proliferation. The devel-
opment and growth of the corpus luteum relies on angiogenesis from
preexisting vessels of the follicular theca layer,?® and inhibition of
angiogenesis leads to attenuated follicular growth and disrupted
ovulation.?? The Notch and vascular endothelial growth factor
signaling pathways, of which gamma secretase is an integral part, are
critically involved in angiogenesis in the ovary.'”*° Furthermore,

given its expression pattern, Notch2 signaling likely mediates
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follicular granulosa and thecal cell growth, and estradiol production,
at later stages of follicular development.®? Together, these data
suggest that OT observed with nirogacestat may impede cell prolif-
eration in growing follicles and interfere with the angiogenesis
needed to support the development of late-stage follicles and corpus
luteum, rather than damage or destroy ovarian tissue or primordial
follicles. The timeline for recovery of ovarian function in all patients
after cessation of nirogacestat treatment (median, ~11 weeks; range:
28-126 days) supports this hypothesis, because resolution of OT
after treatment with known gonadotoxic agents can take 1 to 2
years, or more. 3233

Although DeFi OT resolution data suggest that the impact of
nirogacestat on the ovary does not persist, the long-term effects of
nirogacestat on fertility are currently unknown, and further data
collection may be warranted. ASCO and European guidelines support
fertility preservation methods with treatments known to or that
could potentially impact ovarian function®*~3%; therefore, health care
providers should initiate discussions with their patients to address
any fertility concerns before DT treatment.

In conclusion, OT associated with nirogacestat treatment was
identified by investigators based on abnormal reproductive hormone
values or the presence of perimenopausal symptoms, or both. Most
females of reproductive potential treated with nirogacestat experi-
enced OT, with investigators reporting the majority resolved (spe-
cifically, all patients with OT who stopped nirogacestat recovered,
and nearly three-fourths of patient with OT who continued nir-
ogacestat recovered while on therapy). These results, along with
what is currently understood about the mechanisms associated with
the effect of GSls on ovarian function, suggest that OT associated
with nirogacestat is transient. Future analyses, including data from
the DeFi open-label extension, are planned to better characterize the
incidence and resolution of OT during and following treatment with
nirogacestat.
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