
K E Y  F I N D I N G S

Patients with malignant PEComa of uterine origin in 
AMPECT attained a response rate of 42.9%
–  This is similar to the response rate of 38.7% observed 

in the overall AMPECT population and substantially 
higher than the response rate of 12.5% reported in a 
retrospective study of patients with uterine PEComas 
treated with other mTORis

–  Responses were rapid and durable

The safety profile for this subset of patients was 
consistent with what has been observed with 
nab-sirolimus and other mTORis; TRAEs were 
manageable and did not result in drug discontinuation

nab-Sirolimus is being further evaluated in mTOR 
driven cancers, including PRECISION 1 (NCT05103358), 
a tumor-agnostic trial of patients with TSC1 or TSC2 
inactivating alterations, and in an open-label, single arm 
phase 2 study in advanced or recurrent endometrioid 
endometrial cancer (NCT05997017)
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• Malignant perivascular epithelioid cell tumor (PEComa) is an aggressive, rare 
sarcoma, with a strong female predominance, for which cytotoxic chemotherapies 
provide limited patient benefit1–3

• PEComas most frequently affect the uterus within the female genital tract3

• Inactivation of TSC1 or TSC2 tumor suppressor genes, upstream of mTORC1, is 
commonly associated with malignant PEComa; therefore, the mTOR pathway 
presents an opportunity for targeted therapy

• High response rates have been reported in a small number of patients with 
PEComas of uterine or gynecologic origin who were treated with mTOR inhibitors 
(mTORis)4–9

• However, a retrospective analysis reported that patients with PEComas of uterine 
origin had numerically lower response rates to mTORis (12.5%) compared to those 
with extrauterine primary tumors (51.6%)1, confirming that further studies are 
needed in the uterine PEComa subset

• nab-Sirolimus is an intravenous mTORi that utilizes albumin-bound nanoparticle 
technology to achieve greater tumor growth inhibition, higher intratumoral drug 
levels and more complete pathway suppression than oral mTORis10

• nab-Sirolimus is approved by the US Food and Drug Administration for the 
treatment of adults with advanced malignant PEComa based on the primary 
analysis results of the AMPECT trial, which showed a confirmed overall response 
rate (ORR) of 38.7%, regardless of mutation status11

• Here, we describe outcomes of a subset of patients with malignant PEComa of 
uterine origin, representing 23% of the efficacy-evaluable patients in AMPECT
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Figure 1. AMPECT study design

ECOG, Eastern Cooperative Oncology Group; IV, intravenously; mTOR, mammalian/mechanistic target of rapamycin; PEComa, perivascular epithelioid cell 
tumor; PS, performance status.
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• AMPECT (NCT02494570) was an open-label, multicenter, phase 2 registration study 
in adult patients (≥18 years) with a histologically confirmed diagnosis of malignant 
PEComa by a central pathologist, and Eastern Cooperative Oncology Group (ECOG) 
performance status (PS) score 0 or 1

• Patients received nab-sirolimus 100 mg/m2 intravenously on days 1 and 8 of a 
21-day cycle until disease progression or unacceptable toxicity (Figure 1)

• The primary endpoint was ORR (defined as the number of patients with a partial 
response [PR] and complete response [CR]) by independent radiology review

• Secondary endpoints included time to response, duration of response (DOR), 
progression-free survival, and safety, including treatment-related adverse events 
(TRAEs), serious TRAEs, and TRAEs leading to drug withdrawal or dose reduction

• The disease control rate (DCR), an exploratory endpoint, was defined as CR + PR + 
stable disease (SD) of ≥12 weeks

Table 1. TRAEs Occurring in ≥25% of Patients (N=7)

TRAE by Preferred Term, n (%) Any grade Grade 3

Patients with any TRAE 7 (100) 3 (42.9)a

Hematologic TRAEs

 Anemiab 3 (42.9) 0

 Leukopeniab 2 (28.6) 0

 Lymphopeniab 2 (28.6) 0

 Neutropeniab 2 (28.6) 0

Nonhematologic TRAEs

 Stomatitisb 6 (85.7) 2 (28.6)

 Edemab 5 (71.4) 0

 Rashb 5 (71.4) 0

 Decreased appetite 4 (57.1) 0

 Fatigue 4 (57.1) 0

 Nausea 4 (57.1) 0

 Alopecia 3 (42.9) 0

 Diarrheab 3 (42.9) 0

 Hyperglycemiab 3 (42.9) 0

 Weight decreased 3 (42.9) 0

 Constipation 2 (28.6) 0

 Dry mouth 2 (28.6) 0

 Hypercholesterolemiab 2 (28.6) 0

 Hypomagnesemiab 2 (28.6) 0

 Nail disorder 2 (28.6) 0

 Peripheral neuropathyb 2 (28.6) 0

 Vomiting 2 (28.6) 0
Percentages are based on number of patients in the Safety Analysis Population. Patients with multiple events from the same system organ class or preferred term 
are counted only once. System organ class and preferred terms are assigned based on MedDRA version 24.0. Toxicity is graded with NCI CTCAE version 4.03. aOne 
patient reported Grade 3 elevated amylase and insomnia. bAdverse Events of Special Interest and related referred terms are grouped.
TRAE, treatment-related adverse event.

R E S U L T S

• Of the 31 efficacy-evaluable patients in AMPECT, 7 patients with malignant PEComa 
of uterine origin were treated with nab-sirolimus and were evaluable for both safety 
and efficacy

• The median age of all 7 females was 64 years, and 71% (n=5) were White

• Of the 7 patients, 2 had TSC2, and 1 had TSC1 inactivating alterations

• Six of the 7 patients presented with 1 or 2 metastatic sites at baseline, and 1 patient 
presented with >3 metastatic sites

• Prior treatment included surgery for all 7 patients (100%) and prior chemotherapy 
for 1 patient (14%)

• The ECOG PS at baseline was 0 or 1 for all patients

• The ORR was 42.9% (95% CI, 9.9%–81.6%)
– Three patients (42.9%; 95% CI, 9.9%–81.6%) had a confirmed PR, of which all 

3 responses (Figure 2) were seen in patients with tumors harboring somatic 
inactivating alterations in TSC1 or TSC2

– Two patients (28.6%; 95% CI, 3.7%–71.0%) had confirmed SD with at least 
12-week duration, and 2 patients (28.6%; 95%CI, 3.7–71.0%) had progressive 
disease

• DCR (n=5) was 71.4% (95% CI, 29.0%–96.3%)

• Time to response in the 3 responders was rapid (1.4, 1.4, and 1.5 months; Figure 3)

• DOR was 5.6, 36.0+, and 39.7 months for the 3 responders (Figure 3)
– Median DOR was 39.7 months (95% CI, 5.6 months to not evaluable [NE]) for 

responders

• Median progression-free survival was 6.9 months (95% CI, 1.3 months to not 
reached)

Figure 2. Target tumor response

aMaximal percentage of tumor reduction, the minimum percent change in the sum of diameters from baseline based on all target lesions across all 
post-baseline assessments for each patient whose best overall response was not PD. bOne patient did not have a baseline target tumor lesion but was 
classified as having PD by independent radiology review. Target tumor reduction may not match best overall response assessment, which takes into 
consideration nontarget lesions and observations of new lesions per RECIST v1.1. PD, progressive disease; PR, partial response; SD, stable disease.

• TRAEs are shown in Table 1
– The most common hematological TRAEs were: anemia (43%), leukopenia, 

lymphopenia, and neutropenia (29% each)
– The most common nonhematological TRAEs were: stomatitis (86%); edema and 

rash (71% each); and decreased appetite, fatigue, and nausea (57% each)

• All 7 patients had ≥1 TRAE (grade 3, 43%); no grade ≥4 or serious TRAEs were 
observed

• Four patients (57%) and 2 patients (29%) experienced a TRAE that led to drug 
interruption or dose reduction, respectively; however, no patients discontinued 
treatment due to a TRAE

Figure 3. Rapid and durable responses

aOne patient did not have a baseline target tumor lesion but was classified as having PD by independent radiology review. Target tumor reduction may not 
match best overall response assessment, which takes into consideration nontarget lesions and observations of new lesions per RECIST v1.1. PD, progressive 
disease; PR, partial response; SD, stable disease.

Key eligibility

• ≥18 years old
• ECOG PS 0 or 1
• Histologically confirmed
 malignant PEComa
• Locally advanced inoperable
 or metastatic disease
• No prior mTOR inhibitors

Treatment phase
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