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IMPORTANCE Endometrial cancer is often hormone-dependent and treated with aromatase
inhibitors. The PI3K-AKT-mTOR pathway deregulation observed in endometrial cancer drives
hormonal resistance, thus supporting the rationale of combining mTOR inhibitor with
endocrine therapy.

OBJECTIVE To evaluate the safety and efficacy of vistusertib in combination with anastrozole
in the treatment of women with hormone receptor−positive recurrent or metastatic
endometrial cancer.

DESIGN, SETTINGS, AND PARTICIPANTS The VICTORIA study was a multicenter, open-label,
randomized clinical trial that accrued 75 patients with hormone receptor−positive recurrent
or metastatic endometrial cancer from 12 cancer centers in France in April 2016 to October
2019. After a safety run-in period, a Simon 2-stage design was used. Data analyses were
performed from December 11, 2020, to March 11, 2021.

INTERVENTIONS Patients were randomized in a 2:1 ratio to oral vistusertib (125 mg twice daily
2 days per week) and oral anastrozole (1 mg daily) in the combination vistusertib with
anastrozole arm (V+A arm) or oral anastrozole alone (A arm).

MAIN OUTCOMES AND MEASURES The primary end point was serious adverse events for the
safety run-in period and progression-free rate at 8 weeks (8wk-PFR)—assessed with a blinded
independent central review in phase 2. The secondary end points were objective response
rate, duration of response, progression-free survival (PFS), overall survival, and incidence of
adverse events.

RESULTS Of the 75 patients who were randomized, 73 (median [range] age, 69.5 [37-88] y; all
female) were treated: V+A arm, 49 patients; A arm, 24 patients. In the V+A arm, the 8wk-PFR
was 67.3% (unilateral 95% CI, 54.7%) and in the A arm, 39.1% (unilateral 95% CI, 22.2%). No
significant serious adverse events were reported during the safety run-in period (n = 6 in V+A
arm). The overall response rate was 24.5% (95% CI, 13.3%-38.9%) in the V+A arm vs 17.4%
(95% CI, 5.0%-38.8%) in the A arm. With a median follow-up of 27.7 months, median PFS was
5.2 (95% CI, 3.4-8.9) in the V+A arm and 1.9 (95% CI, 1.6-8.9) months in the A arm. Fatigue,
lymphopenia, hyperglycemia, and diarrhea were the most common (grade �2) adverse
events associated with vistusertib.

CONCLUSIONS AND RELEVANCE This multicenter, open-label, phase 1/2 randomized clinical
trial demonstrated that adding vistusertib to anastrozole improved 8wk-PFR, overall
response rate, and PFS for patients with endometrial cancer and had manageable adverse
events. Identification of molecular subgroups would allow for more precise selection of
patients who may be most likely to experience favorable outcomes.
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E ndometrial cancer is the most frequent gynecologic can-
cer in developed countries, with increasing incidence
among the elderly population.1 Approximately 75% of

endometrial cancers are diagnosed at a localized stage. For
these patients, treatments used complex therapeutic strat-
egy involving surgery, chemotherapy, and/or radiotherapy;
however, 20% of the women relapse mainly in the first 5
years.2,3 After recurrence, response to systemic therapy is of-
ten limited, and prognosis is poor. Indeed, the 5-year survival
rates in patients with advanced stage III and IV endometrial
cancer are 60% and 25%, respectively.4

Hormone receptor-positive (HR+) endometrial cancer ac-
counts for 65% of the endometrial cancers; it mainly belongs
to endometrioid histologic subtype and frequently harbors mu-
tations in phosphatase and tensin homologue (PTEN, 80%) and
activates mutation in the phosphoinositide 3-kinases/
protein kinase B/mechanistic target of rapamycin (PI3K/AKT/
mTOR) pathway (PIK3CA, 36%-52%).5 The relevant thresh-
old for HR positivity in endometrial cancer is less evident than
in breast cancer. It is regularly accepted in clinical practice and
clinical trials to retain a positivity threshold of 1%, analogous
with breast cancer. The Cancer Genome Atlas Network re-
fined endometrial cancer molecular characterization in 20136;
it characterized 4 endometrial cancer subgroups according to
molecular profiles with different prognoses—POLE ultramu-
tated; MSI-hypermutated; copy number variation low group
with PTEN (77%) and PIK3 (90%) mutations; and copy num-
ber variation high serous-like with TP53 mutation.

In patients with HR+ metastatic endometrial cancer, en-
docrine therapy allowed a tumor response in 15% to 30% of
cases, predominantly including low-grade, endometrioid his-
tologic subtype cancer, and correlation with HR expression
level was identified.7,8 These responses are usually of short du-
ration, but some long-term responses have been reported9 and
most international guidelines include endocrine therapy.10 Al-
though progestogens are cited more often, aromatase inhibi-
tors are used more widely in clinical practice because they are
better tolerated in daily practice and clinically and have a lower
thromboembolic risk for this particular population and its co-
morbidities. Therefore, the PARAGON trial11 demonstrated a
low response rate of 7% with anastrozole alone, but an inter-
esting clinical benefit of 44% in women with recurrent HR+ en-
dometrial cancer.

To avoid resistance to endocrine therapy, combining PI3K/
AKT/mTOR inhibitor with endocrine treatment may improve
outcomes in women with HR+ endometrial cancer. Indeed, the
PI3K/AKT/mTOR pathway plays an important role in cancer cell
survival, angiogenesis, and metastasis,12,13 and a critical role
in endocrine resistance.14 Single-arm studies investigating
PI3K/AKT/mTOR inhibition in recurrent or metastatic endo-
metrial cancer in monotherapy or in combination with endo-
crine therapy have reported some encouraging results with im-
proved progression-free survival (PFS), but no clear benefit in
objective response rate (often <20%) or overall survival.15-19

Results obtained with a combination of endocrine therapy and
mTOR inhibitors are roughly similar; however, any interpre-
tation exclusively based on single-arm studies should be
cautious.20,21

Vistusertib, an mTOR inhibitor, has a short half-life, in-
hibits both mTORC1 and mTORC2 complexes, and has al-
ready been evaluated in HR+ metastatic breast cancer.22 In vitro,
vistusertib showed growth inhibition and cell death based on
mTORC1 and mTORC2 inhibition, especially in HR+ breast can-
cer models.23 This randomized clinical trial aimed to evalu-
ate the safety and efficacy of vistusertib in combination with
an aromatase inhibitor, anastrozole, in patients with HR+ re-
current or metastatic endometrial cancer.

Methods
The Hormone Receptor−Positive Endometrial Carcinoma
Treated by Dual mTORC1/mTORC2 Inhibitor and Anastrozole
(VICTORIA) study was reviewed and approved by the ethics
committee of Lyon Sud-Est IV and was conducted according
to the Declaration of Helsinki and the International Confer-
ence on Harmonization on Good Clinical Practices. The full trial
protocol is available in Supplement 1. Written informed con-
sent was provided by each participant before enrollment. The
study followed the Consolidated Standards of Reporting Trials
(CONSORT) reporting guideline.

Patient Population
The VICTORIA study enrolled women with histologically con-
firmed estrogen receptor (ER) and/or progesterone receptor
(PR) positive (immunohistochemistry threshold, 1%) recur-
rent or metastatic endometrial cancer not amenable to cura-
tive treatment. Patients with 1 prior chemotherapy regimen
and/or 2 lines of endocrine therapy (except aromatase inhibi-
tor) in a metastatic setting were accepted, as were those with
previous adjuvant chemotherapy and/or radiotherapy. Pa-
tients with endometrial carcinosarcomas were excluded.

All patients had measurable lesions per the Response
Evaluation Criteria in Solid Tumors (RECIST), version 1.1.24 A
tumor biopsy was mandatory at initiation and after 8 weeks
of treatment. The main exclusion criteria were uncontrolled
central nervous system metastases and previous mTOR in-
hibitor treatment.

Key Points
Question Does combining an mTOR inhibitor (vistusertib) with
anastrozole therapy help control disease in patients with recurrent
or metastatic hormone receptor−positive endometrial cancer?

Findings This multicenter open-label phase 1/2 randomized
clinical trial of 75 women found that the progression-free rate at 8
weeks was 67.3% among the patients receiving vistusertib with
anastrozole in the combination arm compared with 39.1% in the
anastrozole alone arm.

Meaning Treatment combining vistusertib with anastrozole
demonstrated clinically meaningful improvement with
manageable adverse events for patients with recurrent or
metastatic endometrial cancer; further research on the selection
of patients with endometrial cancer for endocrine treatment
should be encouraged.
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Study Design and Treatment
The multicenter, noncomparative, open-label, randomized
phase 1/2 VICTORIA was conducted in 12 comprehensive can-
cer centers in France. This trial assessed the safety (phase 1)
and clinical activity (phase 2) of vistusertib plus anastrozole
(V+A) and anastrozole (A) among patients randomly assigned
in a 2:1 ratio to receive oral vistusertib (125 mg twice daily on
2 days per week) in combination with oral anastrozole (1 mg
daily) or oral anastrozole alone. Random assignment used the
centralized registration platform, and stratification was per-
formed according to administration of 1 prior chemotherapy
or not (1 vs 0; block design of block size 3 and 6 within each
stratum). Clinician and patients were not masked to treat-
ment group allocation. Study treatment was continued until
disease progression (assessed by RECIST24), unacceptable ad-
verse events, or consent withdrawal.

Tumor Assessments and Clinical Evaluations
Tumor evaluation using computed tomography (CT) scans of
the chest, the abdomen, and the pelvis associated with mag-
netic resonance imaging (MRI; if relevant, for the affected re-
gion unless the disease was evaluable only by MRI) was per-
formed every 8 weeks until disease progression. To assess
safety, all adverse events were assessed using biological tests
and physical examinations with monitoring of vital signs. Ad-
verse events and abnormal laboratory results were graded ac-
cording to the US National Cancer Institute Common Termi-
nology Criteria for Adverse Events, version 4.03.25

Study End Points
The phase 1 VICTORIA study evaluated the safety of the V+A
combination therapy by monitoring the occurrence of seri-
ous adverse events (SAEs) during the first 8 weeks of treat-
ment. The SAEs were defined as any grade of 4 or greater for a
treatment-related adverse event and any grade of 3 or greater
for a treatment-related adverse event with a duration of more
than 7 days among the first 6 patients randomized to the V+A
arm.

In phase 2 of the trial, the primary end point was to as-
sess the clinical efficacy of the combination, based on the
8-week progression-free rate (8wk-PFR) per RECIST24 as-
sessed by a blinded independent central review (BICR). Sec-
ondary end points were the investigator-assessed 8wk-PFR,
overall response rate and duration of response, progression-
free survival (PFS), overall survival, and safety.

Statistical Analysis
The sample size of the V+A combination arm was predefined
by using a Simon optimal 2-stage design.26 The null and alter-
native hypotheses were defined considering an unpromising
40% 8wk-PFR and a 60% 8wk-PFR as the smallest nonpro-
gression rate above which the combination would be consid-
ered of interest, respectively. Assuming a unilateral type I er-
ror rate of 5% and a power of 80%, enrollment of 46 evaluable
patients was planned with 16 patients in phase 1 (expecting 8
nonprogression as a minimum to carry on the enrollment in
phase 2) and 30 patients in stage 2. A cut-off of 24 of 46 evalu-

able patients not experiencing progression at 8 weeks was re-
quired to justify further investigation.

The planned size of the control arm (anastrozole) was 23
evaluable patients, given the 2:1 randomization ratio; how-
ever, the final number was 24 patients. No formal compari-
son (ie, statistical testing) between arms was scheduled. All
analyzes in phase 2 were performed on the efficacy evaluable
population—ie, patients with no major violations on eligibil-
ity criteria—with 1 dose or more of study drugs and with 1 or
more tumor assessments after randomization. The study de-
sign provided results in terms of the 8wk-PFR for the control
arm ensuring that the hypotheses was retained for the sample
size calculation; randomization avoided patient selection bi-
ases.

The estimates of 8wk-PFR were provided with 1-sided 95%
CIs, calculated according to the exact method. Duration of re-
sponse was defined as the time from the date of the first con-
firmed objective response to the date of disease progression
or death; PFS, as the time from the date of randomization to
the date of disease progression or death from any cause; and
overall survival , as the time from randomization to death from
any cause. The overall survival, PFS, and duration of re-
sponse were estimated with the Kaplan-Meier method. For sec-
ondary end points, 2-sided 95% CI were used. The duration
of follow-up was estimated using the reverse Kaplan-Meier
method. The date of data cutoff was September 11, 2020. All
statistical analyses were performed using SAS, version 9.4 (SAS
Institute Inc).

Results
Patient Characteristics
Of the 75 women enrolled from April 1, 2016, to October 31, 2019
by the 12 cancer centers, 73 eligible patients (median [range]
age, 70 [37-88] years; 100% female; race and ethnicity infor-
mation was not collected in accordance with the laws of France)
comprised the study population; 2 patients in the V+A arm be-
came ineligible after allocation (1 had pretreatment with A; the
other was diagnosed with diabetes; Figure 1). Given the 2:1 ra-
tio, the V+A arm comprised 51 patients and the A alone arm,
24 patients; however, 1 patient in the A arm was deemed not
evaluable by BICR, so the analysis for the primary objective and
the response rate was performed with 23 patients. The base-
line characteristics of the patients were balanced between study
arms (Table 1), with 33 (45%) being obese or overweight with
a body mass index (calculated as weight in kilograms divided
by height in meters squared) of 30 or higher.

By the end of the safety run-in period, 2 patients of 6 in
the V+A arm had experienced a SAEs—lymphopenia grade 3
(n = 1) and grade 4 (n = 1)—that were determined to be clini-
cally unimportant by the coordinating investigator (P.H.), the
sponsor, and the Independent Data Monitoring Committee
(IDMC) members. After validation by the IDMC, the V+A com-
bination therapy was considered to be safe, and 15 additional
patients were enrolled. At the end of Simon phase 1, 10 of the
16 patients in the V+A arm had not experienced cancer pro-
gression at 8 weeks; therefore, they continued to stage 2.
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At the time of the data cutoff (November 9, 2020; median
follow-up, 27.7 months), 7 patients were still receiving the study
treatment in the V+A combination arm and 3 patients were still
receiving treatment in the anastrozole arm. Low-grade tumor
type was predominant (60% of grade I/II) and the Interna-
tional Federation of Gynecology and Obstetrics stage at inclu-
sion in the clinical trial was III and IV in 14 (19%) and 59 (81%)
patients, respectively. Pathology reports rarely mentioned mis-
match repair deficiency and P53 status. Previous chemo-
therapy had been received by 41 (56%) patients, and only 9
(12%) had received a previous line of endocrine therapy. There
was no significant difference between the patients’ general
characteristics of the 2 treatment arms.

Efficacy Analysis
The VICTORIA trial met its primary end point with an 8wk-
PFR assessed by a BICR in 33 of 49 evaluable patients (67.3%;
unilateral 95% CI, 54.7%) in the V+A arm vs 9 of 23 patients
(39.1%; unilateral 95% CI, 22.2%) in the anastrozole arm. In-
vestigator-assessed 8wk-PFRs were similar with 34 of 49 pa-
tients (69.4%; unilateral 95% CI, 56.8%) in the V+A arm vs 11
of 24 patients (45.8%; unilateral 95% CI, 28.2%) in the A arm.
The median (range) treatment duration was 3.4 (0.5-41) months
in the combination V+A arm vs 2.9 (0.2-29) months in the A
arm.

The overall response rate assessed in 12 of the 49 evalu-
able patients in the V+A arm was 24.5% (95% CI, 13.3%-
38.9%) vs 17.4% (95% CI, 5.0%-38.8%) in 4 of the 23 patients
in the A arm (Figure 2A). One complete response and 11 par-
tial responses were observed in the V+A arm, and 4 partial re-
sponses were reported in the A arm (Figure 2B). Long respond-
ers, defined as patients with a PFS greater than 12 months,
accounted for 9 patients in the V+A arm and 7 in the A arm
(more details are available in eFigures 1 and 2 in Supple-
ment 2). Among the 16 long-response patients, the median du-
ration of response was 29.6 months (95% CI, 3.7-39.6) in the
V+A arm and 7.5 months (95% CI, 5.6-18.3) in the A arm. The
median PFS was statistically longer in the V+A arm (5.2 months
[95% CI, 3.4-8.9] vs 1.9 months [95% CI, 1.6-8.9]; Figure 3). The
overall survival rate was 70.8% (95% CI, 48.4%-84.9%) at 12

months and 53% (95% CI, 31.2%-70.8%) at 24 months in the
A arm, and 71.3% (95% CI, 56.4%-81.9%) at 12 months and 38.1%
(95% CI, 24.3%-51.7%) at 24 months in the V+A arm.

Safety Evaluation
Among the 73 patients, 23 (32%) experienced 1 or more SAEs:
in the V+A arm, 20 (41%) patients, including 11 (22%) who ex-
perienced a vistusertib-related SAE (according to the investi-
gators) and in the A arm, 3 (13%) patients. Most of the adverse
events were grade 1 or 2 (Table 2). In the V+A arm, the most
common nonhematologic adverse events were fatigue (n = 34;
69%), nausea (n = 25; 51%), and diarrhea (n = 20; 41%), and in
the A arm, fatigue (n = 7; 29%) and arthralgia (n = 7; 29%). The
most common grade 3 and 4 adverse events in the V+A arm
were lower lymphocyte count (20%), hyperglycemia (12%), and
fatigue (8%); treatment was discontinued by 11 patients (22%),
4 of whom permanently discontinued vistusertib.

Discussion
This multicenter, open-label, randomized clinical trial showed
an 8wk-PFR of 67.3%, meaning that the combination of V+A
met its primary end point. In addition, the 8wk-PFR of 39.1%
in the A arm validated the initial hypotheses retained for
sample-size calculation. The efficacy secondary end points—
overall response rate, duration of response, and PFS—
confirmed the clinical interest of the V+A combination with a
manageable safety profile. However, these findings also un-
derline a critical need for accurately determining the appro-
priate prognostic and predictive factors for endocrine therapy
and mTOR-inhibitors responses in patients with HR+ recur-
rent or metastatic endometrial cancer.

The patient characteristics of this study population attest
that most patients with endometrial cancer are older (>70 years)
and obese. Despite an often-limited efficacy, the favorable tol-
erance profile of endocrine therapy makes it a good option for
treatment among this frail population, specifically for pa-
tients with low tumor volume and/or indolent disease.

Figure 1. CONSORT Diagram of Study Participants

2 Excluded
1 Pretreatment with anastrozole
1 Diagnosed with diabetes

75 Enrolled and randomized

51 Randomized to vistusertib + anastrozole treatment 24 Randomized to anastrozole treatment

33 Disease progression

7 Continued treatment
42 Discontinued treatment 

9 Other reasons

49 Included in the safety analysis and efficacy analyses 24 Included in the safety analysis and efficacy analyses

19 Disease progression

3 Continued treatment
21 Discontinued treatment 

2 Other reasons

a One patient was deemed not
evaluable by the blind independent
centralized review.
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Histologic factors associated with response to endocrine
therapy include low grade,27 endometrioid histologic
subtype,20 and positive ER or PR status.28 However, with an
overall response rate of only 17.4% and a PFS of less than 2
months in the anastrozole alone arm, it is clear that these cri-
teria are not sufficient. Improved selection of patients who may
better respond to endocrine therapy is still required, al-
though tumor responses have been reported in patients with
HR-negative endometrial cancer.29,30 In that respect, the choice
of treatment according to the histologic characteristics is not
sufficient, and highly selected molecular criteria are neces-
sary.

Likewise, biological mechanisms underlying resistance to
endocrine therapy have been well studied in hormone-
dependent breast cancer.31 The mechanism of action of non-
nuclear ER is mediated by a molecular interaction between ER
pathways and intracellular signaling pathways.32 Estro-
gen−ER complexes directly interact with tyrosine kinase re-
ceptors and their downstream signaling pathways, specifi-
cally the MAP kinase and PI3K/AKT/mTOR pathways. Based
on this biological rationale, the mTORC1 inhibitor everolimus
became the first treatment targeting the PI3K/AKT/mTOR path-
way used in clinical practice in ER-positive metastatic breast
cancer.33,34 In metastatic HR+ endometrial cancer, the impor-
tant clinical trials have investigated an mTOR inhibitor as
monotherapy, with no specific requirement for cancer selec-
tion regarding hormone receptor status.20,21 Despite the ab-
sence of patient selection for the presence of HR, these stud-
ies reported an overall response rate of approximately 30% with
the combination of mTOR inhibitor and endocrine therapy, re-
sults similar to those of the VICTORIA trial. These similarities
highlight an inherent antineoplastic activity from these tar-
geted therapies.

Indeed, to our knowledge, no predictive factor of re-
sponse to mTOR inhibitors has been formally identified to
date.35 Moreover, negative feedback loops downstream of
mTORC1 would confer resistance to everolimus via an IGFR1-
dependent over-activation of AKT.23 Development of vistu-
sertib was issued from this scientific rationale, and in vitro stud-
ies have also demonstrated a significant inhibition of the
intracellular signaling pathway PI3K/AKT/mTOR.23,36 De-
spite these biological data, the MANTA phase 2 trial failed to
demonstrate a benefit of adding vistusertib to fulvestrant
therapy compared with everolimus combined fulvestrant in
patients with HR+ metastatic breast cancer that was progres-
sive after an aromatase inhibitor.22 Taking these results into
account, development of vistusertib has been definitively
stopped during the VICTORIA inclusion period. However, these
results show that there is a need for further research, as well
as improved selection of patients with endometrial cancer that
might best respond to endocrine therapy combined with an
mTOR inhibitor.

Nevertheless, other research and development programs
to improve the effectiveness of endocrine therapy exist. Re-
cent phase 2 clinical trials investigating the combination of
CDK4/6 inhibitors (ribociclib and palbociclib) with letrozole
showed promising results, especially in terms of PFS.37,38 No
details were provided on the existence of molecular biomark-
ers that may be predictive of a response to this combination.39

Several studies beyond HR+ endometrial cancer-specific dis-
ease have investigated various targeted therapies, such as anti-
ERBB 2 targeted treatments,40 antiangiogenic agents,41,42 and
agents targeting DNA repair43,44; however, their findings are
premature or disappointing.

During the past few years, we have witnessed a major evo-
lution in metastatic endometrial cancer treatments with prom-
ising immune checkpoint inhibitors that have made a para-
digm shift in treatment for patients with high levels of
microsatellite instability.45,46 Therefore, the challenge now is
to identify this patient population, to evaluate new therapeu-

Table 1. Characteristics of Patients With Hormone Receptor−Positive
Endometrial Cancer, by Study Arm

Characteristic

No. (%)
Vistusertib +
anastrozole
(n = 49)

Anastrozole
(n = 24)

Age, median (range), y 70.8 (36.8-87.0) 68.7 (40.5-87.8)

BMI

<25 15 (31) 5 (21)

≥25 and <30 15 (31) 5 (21)

≥30 19 (39) 14 (58)

ECOG-PS

0 26 (53) 9 (38)

1 23 (47) 15 (63)

FIGO stage

III 10 (20) 4 (17)

IV 39 (80) 20 (83)

Endocrine receptors status

ER+ and PR+ 36 (74) 19 (83)

ER+ and PR– 10 (20) 3 (13)

ER– and PR+ 3 (6) 1 (4)

Grade

1 10 (20) 7 (29)

2 17 (35) 9 (38)

3 12 (25) 4 (17)

Unknown 10 (20) 4 (17)

Histologic subtype

Endometrioid 43 (88) 19 (79)

Other 6 (12) 5 (21)

Unknown 1 (2) 0

Microsatellite status

Stable 32 (65) 15 (63)

Unstable 13 (27) 6 (25)

Unknown 4 (8) 3 (13)

Prior chemotherapy courses, No.

0 22 (45) 10 (42)

1 27 (55) 14 (58)

Prior endocrine therapy courses, No.

0 42 (86) 22 (92)

≥1 7 (14) 2 (8)

Abbreviations: BMI, body mass index (calculated as weight in kilograms divided
by height in meters squared); ECOG-PS, Eastern Cooperative Oncology
Group−performance status; ER, estrogen receptor; FIGO, International
Federation of Gynecology and Obstetrics; PR, progesterone receptor.
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tic combinations, and to propose benefits from these thera-
peutic innovations for the greatest number of patients. Thus,
among the HR+ endometrial cancer population, even though
histologically driven treatment may not be sufficient, molecu-
lar characteristics cannot guide treatment yet. The arrival of
immune checkpoint inhibitors and the possibility of select-
ing patients based on molecular characteristics gives us hope
for the future.

Limitations
This study had a number of limitations that should be consid-
ered. The relatively small number of patients included the ab-
sence of data on the level of expression of hormone recep-
tors, and the predefined absence of statistical comparison
between the 2 treatment arms are worth noting.

Conclusions

The results of the VICTORIA randomized clinical trial demon-
strate that vistusertib combined with anastrozole improved
overall response rate and PFS among patients with HR+ recur-
rent or metastatic endometrial cancer. Despite these impor-
tant results, the classification of recurrent and/or metastatic
endometrial cancer and the identification of predictive bio-
markers of efficacy for targeted therapy remain fundamental
challenges.
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Figure 2. Waterfall Plots by Treatment Allocation, Vistusertib Plus Anastrozole Arm vs Anastrozole Alone Arm
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Table 2. Adverse Events Summary for Vistusertib Plus Anastrozole Arm vs Anastrozole Alone Arm for
Treatment of Endometrial Cancer

Incidence and type of adverse
event

No. (%)

Vistusertib + anastrozole (n = 49) Anastrozole (n = 24)

Any grade Grade 3 or 4 Any grade Grade 3 or 4
Nausea 25 (51) 1 (2) 2 (8) 0

Fatigue 34 (69) 4 (8) 7 (29) 0

Vomiting 11 (22) 1 (2) 1 (4) 0

Diarrhea 20 (41) 1 (2) 3 (13) 0

Arthralgia 11 (22) 0 7 (29) 0

Decrease in lymphocytes
count

17 (35) 10 (20) 3 (13) 2 (8)

Hyperglycemia 15 (31) 6 (12) 2 (8) 0

Anemia 13 (27) 2 (4) 1 (4) 0

≥1 SAE 20 (41) NA 3 (13) NA

≥1 Vistusertib-related SAE 11 (22) NA NA NA Abbreviations: NA, not applicable;
SAE, serious adverse event.
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