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• Uterine PEComas not associated with tuberous sclerosis complex are rare mesenchymal tumors.
• Uterine PEComas have heterogeneous clinical presentation overlapping with uterine leiomyomas.
• Uterine PEComas are often diagnosed after hysterectomy, and proposed adjuvant treatments are inconstant and heterogeneous.
• The modified Folpe classification was the most accurate in predicting the malignant versus non-malignant behavior of PEComas.
• Changing the PEComa size to ≥8 cm and number of mitotic figures per 50 high power fields to ≥5 may increase the accuracy.
⁎ Corresponding authors at: Unit of Obstetrics and Gyn
37125 Verona, Italy.

E-mail address: simone.garzon@univr.it (S. Garzon).

https://doi.org/10.1016/j.ygyno.2024.06.007
0090-8258/© 2024 The Authors. Published by Elsevier Inc
a b s t r a c t
a r t i c l e i n f o
Article history:
Received 4 March 2024
Received in revised form 8 June 2024
Accepted 11 June 2024
Available online xxxx
Objective. To compare the accuracy of available classification systems (Folpe, modified Folpe, Bennet, and
Schoolmester) in predicting the behavior of uterine Perivascular Epithelioid Cell tumors (PEComas).

Methods. We reviewed the pathology registry to identify all uterine PEComas treated at our center. We
conducted a systematic literature review searching electronic databases from inception to November 2023. We
included all references reporting at least one case of uterine PEComa; cases associated with tuberous sclerosis
complex were excluded. Patient-level data were extracted by identified records. Survival analysis was used to
assess the accuracy of all proposed classification systems to classify uterine PEComas as malignant versus non-
malignant.

Results. Six uterine PEComas were treated at our center. The literature search identified 101 uterine PEComas
from 32 studies. Eighty-five out of 107 PEComas (28 studies and our series) reported enough follow-up data and
details to apply all four classifications. The modified Folpe classification demonstrated the highest hazard ratio
(HR) for relapse (HR:8.63; 95% confidence interval [CI] 2.06–36.1) and death due to PEComa (HR:6.8, 95%
CI:0.89–51.6) for malignant versus non-malignant PEComas. Changing the cut-off of PEComa size to ≥8 cm and
mitotic figures per 50 high power fields to ≥5, the HR for recurrence lowered (HR:6.26; 95% CI 2.20–17.80),
but HR for death increased (HR:10.3; 95% CI 1.35–77.80).

Conclusions. The modified Folpe classification was the most accurate in predicting the PEComa behavior.
Changing the cut-off of PEComa size and number of mitotic figures may improve the accuracy in predicting
death due to disease.
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1. Introduction

Perivascular epithelioid cell tumors (PEComas) are a rare subtype of
mesenchymal tumors composed of distinctive perivascular epithelioid
cells (PEC) immunohistochemically characterized by the coexpression
ofmuscle andmelanogeneticmarkers [1–5]. The uterus is a common lo-
calization in women [2]. Presentation symptoms are heterogeneous,
and in almost all cases, uterine PEComas are diagnosed after the patho-
logical examination due to their overlapping clinical presentation with
uterine leiomyomas [3,6].

The main concern after diagnosis is predicting the disease behavior,
given that uterine PEComas include both benign and malignant tumors
[7]. Different classification systems to predict prognosis and guide treat-
ment have been proposed based on the pathological characteristics of
the primary tumor: Folpe, modified Folpe, Bennet, and Schoolmester
classifications [3,7–10]. However, which classification ismore appropri-
ate is unclear. Folpe et al. [7] classified PEComas as benign, uncertain
malignant, and malignant based on pathologic characteristics (size
≥5 cm, infiltrative growth pattern, high nuclear grade, and cellularity,
mitotic rate >1 mitotic figure per 50 HPF, necrosis, and vascular inva-
sion). In 2015, Conlon et al. [9] revised the Folpe classification system
to increase accuracy by defining malignant PEComa if necrosis or two
or more high-risk features were present. Schoolmester et al. [10] pub-
lished a different classification system with a higher threshold for the
malignant group and, therefore, higher specificity formalignant diagno-
sis, combining benign and uncertain malignancy into one group. In
2018, Bennet et al. [3] modified the Schoolmester system, reducing
the number of features for defining malignancy.

The rarity of the disease impedes the standardization of the classifi-
cation system to predict PEComa behavior and consequent definition
and evaluation of treatment options [11]. Although surgical resection
is currently considered the first choice of treatment, subsequent
PEComa management strategies are undefined [12,13].
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Based on this scenario, thepresent study aimed to provide additional
evidence on uterine PEComas, summarizing all cases published in the
literature alongwith a series treated at our center and evaluating the ac-
curacy of proposed classification systems to predict PEComa behavior
using patient-level data.

2. Material and methods

2.1. Retrospective study

We retrospectively reviewed the prospectively collected pathology
registry to identify all cases of uterine PEComa diagnosed and treated
at the AOUI Verona between January 1994 and November 2023.We ex-
cluded cases with a clinically suspected or genetically confirmed diag-
nosis of tuberous sclerosis complex (TSC), frequently characterized by
multiple PEComas with more malignant behavior and possible difficult
discrimination between recurrence and second primary PEComa
[31,35]. Demographic characteristics and preoperative, surgical, and
postoperative treatment data were retrospectively retrieved frommed-
ical records, including pathology reports and follow-up data. The same
expert gynecologic pathologist (GM) revised and confirmed all identi-
fied cases.

2.2. Systematic review

We systematically reviewed the literature by searching in the
electronic databases Scopus, PubMed/MEDLINE, and Science Direct
from inception to November 2023. The search strategy (Supplementary
material) included combinations of themedical terms “Perivascular ep-
ithelioid cell neoplasms,” “PEComa,” and “uterus.”We included all refer-
ences published in English reporting at least one case of uterine PEComa
confirmed at the pathologic evaluation with a clinical or genetic exclu-
sion of tuberous sclerosis complex (TSC); uterine PEComa cases with

http://creativecommons.org/licenses/by/4.0/
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another concomitant synchronous malignancy were also excluded. No
selection criteriawere applied to the study design or type of publication.

2.2.1. Study selection and quality assessment
Two authors independently screened the titles and abstracts of

identified references (SG, FAF). The full text of the potentially eligible
publications was retrieved and independently assessed for eligibility
by two other reviewers (SG, PCZ), who assessed the risk of bias after in-
clusion. Any disagreement over the eligibility of studies or risk of bias
assessment was resolved through discussion with a fourth author
(SU). The references of all identified studies were systematically revised
to identify other eligible publications. Moreover, available literature re-
views were retrieved to search for possible additional publications in
the reference lists. Risk of bias assessment was performed following
the modified 8-questions Newcastle Ottawa scale for case series and
case reports proposed byMurad et al. [14]. The reviewwas reported fol-
lowing Preferred Reporting Items for Systematic Reviews and Meta-
Analyses (PRISMA) guidelines [15]. It was not registered on PROSPERO
as per the register policy.

2.2.2. Data extraction
A standardized formwas used to extract data from included studies.

We collected demographic characteristics, symptoms, surgical data, im-
munohistochemical and pathological features, treatment strategy, and
follow-up details for each reported case of uterine PEComa confirmed
at the pathologic evaluation with a clinical or genetic exclusion of TSC
and without concomitant malignancy.

2.3. Statistical analysis

Standard descriptive statisticswere used as appropriate. Patient-level
data were used to test the accuracy of available classification systems to
predict malignant versus non-malignant behavior. Recurrence-free sur-
vival was defined as the interval between primary surgery and the diag-
nosis of recurrence; cause-specific survival was defined as the interval
between primary surgery and death due to PEComa. In cases without
the event of interest, the length of follow-up was defined as the months
between primary surgery and the last follow-up.

We applied the proposed classification systems (Folpe [7], modified
Folpe [9], Schoolmester [10], and Bennet [3] classifications) to each
Table 1
Summary of Folpe, modified Folpe, Schoolmester, and Bennet classifications.

Folpe Modified Folpe

Benign No worrisome features

(PEComa size ≥5 cm†, infiltrative growth
pattern, high nuclear grade, and
cellularity, mitotic rate >1 per 50 HPF†,
necrosis, vascular invasion)

≤1 worrisome feature

(PEComa size ≥5–<10 cm,
infiltrative growth pattern, mitotic
rate 2–3 per 50 HPF, no necrosis,
lymphovascular invasion)

Uncertain
malignant
potential

Only nuclear
pleomorphism/multinucleated giant
cells
or
Only PEComa Size >5 cm

1 worrisome feature

(PEComa size ≥10 cm, isolated
marked atypia, mitotic rate ≥4 per
50 HPF, no necrosis, lymph vascular
invasion)

Malignant ≥2 worrisome features

(PEComa size ≥5 cm†, infiltrative growth
pattern, high nuclear grade, and
cellularity, mitotic rate >1 per 50 HPF†,
necrosis, vascular invasion)

Necrosis or ≥2 worrisome
features
(PEComa size ≥5 cm, infiltrative
growth pattern, mitotic rate >1 per
50 HPF, lymphovascular invasion,
marked atypia)

HPF, high power fields.
† In the original Folpe classification, it is unclear how to consider 1 mitosis per 50 HPF and a P
‡ Bennet et al. removed 1mitotic figure per 50 HPF as a worrisome feature compared to Schoolm
whether using a mitotic rate >1 or ≥1 per 50 HPF.
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identified case of uterine PEComa, classifying each case as malignant
or non-malignant. Because Folpe and modified Folpe scores propose
three risk categories (malignant, benign, and uncertain malignant po-
tential), we merged the benign and uncertain malignant groups,
conforming to the proposed classification by Schoolmester and Bennet
(malignant versus non-malignant) (Table 1) [3,7,9,10].

The missing patient-level data were handled by assuming a random
missing. Only studieswith at least one PEComa casewith the availability
of follow-up data regarding recurrence-free, cause-specific survival and
enough details to allow the classification of malignant versus non-
malignant for all four classifications were included. Therefore, cases of
PEComa in which applying all four classifications was impossible or
without follow-up data were excluded from the following analyses.

Agreement between the four classifications in classifying PEComas
as malignant versus non-malignant was estimated with Cohen's
Kappa. Kaplan-Meier curves and log-rank tests were used to compare
malignant versus non-malignant groups regarding recurrence-free
and case-specific survival for each classification system. Univariate
Cox proportional hazards regression analysis was performed to esti-
mate hazard ratios (HRs) for recurrence and death due to PEComa for
the malignant group using the non-malignant group for each proposed
classification as the reference.

In the same group of PEComas, univariate and multivariable Cox
regression analyses were used to identify anatomopathological and im-
munohistochemical features associated with recurrence-free and cause-
specific survival. The best multivariable models predicting oncologic
outcomes were selected using the Akaike information criterion minimi-
zation. In the case of continuous variables, Cox regression analysis imple-
mentingpenalized splines functionwas used todescribe the relationship
between these variables and recurrence-free or cause-specific survival.

A two-tailed p-value <0.05 was considered statistically significant.
Statistical analysis was performed using R statistical language version
4.2.2 [16].

3. Results

3.1. Retrospective case series

We identified six cases of uterine PEComa diagnosed and treated at
the AOUI Verona without clinically suspected or genetically confirmed
Schoolmester Bennet Current study

≤3 worrisome features

(PEComa size ≥5 cm, high-grade
nuclear atypia, necrosis,
lymphovascular invasion,
mitotic rate ≥1 per 50 HPF)

≤2 worrisome features

(PEComa size ≥5 cm, high-grade
nuclear atypia, necrosis,
lymphovascular invasion, mitotic
rate >1 per 50 HPF‡)

Non-malignant

≥4 worrisome features

(PEComa size ≥5 cm, high-grade
nuclear atypia, necrosis,
lymphovascular invasion,
mitotic rate ≥1 per 50 HPF)

≥3 worrisome features

(PEComa size ≥5 cm, high-grade
nuclear atypia, necrosis,
lymphovascular invasion, mitotic
rate >1 per 50 HPF‡)

Malignant

EComa of 5 cm. For the present study, we conformed to the modified Folpe classification.
ester et al. No cases changed the classification in Bennet and Schoolmester classifications,



S. Garzon, A. Caliò, F.A. Ferrari et al. Gynecologic Oncology 188 (2024) 35–43
diagnosis of tuberous sclerosis complex, including the first case of uter-
ine PEComa reported in the literature [17]. Characteristics of included
cases are summarized in Supplementary Table 1, and a detailed presen-
tation of each case is reported as Supplementary material.

3.1.1. Summary of the 6 cases of uterine PEComas treated at the AOUI
Verona

Median age was 49 (29–54) years; three (50%) women were
postmenopausal. Initial clinical presentation was heterogeneous: post-
menopausal uterine bleeding in 2 cases, hypermenorrhea in 2 patients,
expulsion of material from the cervical canal in one case, and absence of
symptoms in the latter. At ultrasounds, three PEComas were ≥7 cm and
three ≤2 cm; in 4 (66.6%) cases, the PEComa involved the uterine body;
the isthmus or cervix was involved in the others. In all six cases, ultra-
sound features overlapped with that of uterine leiomyomas.

Only one patient had a preoperative diagnosis by hysteroscopy and
underwent type B radical hysterectomy plus pelvic lymphadenectomy
and infracolic omentectomy. Overall, total hysterectomy and bilateral
salpingectomy or salpingo-oophorectomy were performed in 4 cases,
and myomectomy with uterine preservation in 2. After diagnosis, one
case received adjuvant radiotherapy; none received chemotherapy.

Median follow-upwas 25 (IQR: 24–63)months. Two cases recurred:
one as pelvic mass surrounding the external iliac artery, the other as an
intravascular disease in the hypogastric vein up to the inferior vena
cava. Both patients underwent local excision of thedisease and adjuvant
chemotherapy. Five patients were alive at the end of the follow-up, and
only one woman died 26 months after primary surgery. Complete
immunohistochemical features of the six cases are reported in
Supplementary Table 2.

3.2. Literature search results

The search strategy retrieved 439 items. After removing duplicates
(n = 124), 283 studies were excluded because they did not report
cases of uterine PEComa, because reporting cases of PEComa without
pathological confirmation, because reporting only caseswith a clinically
suspected or genetically confirmed diagnosis of TSC or only cases with-
out a clinical or genetic exclusion of TSC, or because describing the pres-
ence of another synchronous neoplasia. No references were excluded
due to the language criteria. Finally, we included 32 studies in our re-
view for 101 cases of uterine PEComa (Supplementary Table 3).
Follow-up data regarding recurrence-free and cause-specific survival
and enough details to allow the classification of malignant versus non-
malignant for all four classifications (Folpe [7], modified Folpe [9],
Schoolmester [10], and Bennet [3] classifications) were available in 28
studies for 79 PEComas, which were included in the evaluation of the
four classification systems. The flowchart of study selection is shown
in Supplementary Fig. 1.

3.2.1. Quality assessment
As per inclusion criteria, only uterine PEComa cases confirmed at the

pathologic evaluationwith a clinical or genetic exclusion of TSCwere in-
cluded; therefore, all 32 studies were considered compliant with
question 2: “Was the exposure adequately ascertained?.”

Questions 3 “Was the outcome adequately ascertained?,” 7, “ Was
follow-up long enough for outcomes to occur?” and 8 “Is the case
(s) described with sufficient details to allow other investigators to rep-
licate the research or to allow practitioners make inferences related to
their own practice?” were addressed only in the 28 studies reporting
enough details to allow the classification of malignant versus non-
malignant for all four classifications (39 out of 48 PEComa cases
(81.3%) without recurrence or death due to disease had a follow-up
≥12 months). Questions mostly relevant to adverse drug events (4, 5,
and 6) were excluded. Answer to question 1 “Does the patient
(s) represent(s) the whole experience of the investigator (centre) or is
the selection method unclear to the extent that other patients with
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similar presentation may not have been reported?” was variably
present in included studies (Supplementary Table 4).

3.2.2. Summary of the 101 cases of uterine PEComas from the literature
review

Median age was 47.3 years (IQR 40–56). Clinical presentation was
heterogeneous, unspecific, and not reported in 24 cases (23.7%). Atypi-
cal uterine bleeding (33.5%), pelvic pain (18.5%), growing myoma
(13.5%), and adnexal mass (7%) were those more frequently reported.
At preoperative imaging, mainly ultrasounds, uterine PEComas were
usually reported as circumscribed lesions of the myometrium, almost
constantly referred to as uterine leiomyomas. Data regarding vasculari-
zation of the lesion were rarely reported. The uterine corpus was the
typical localization (58.6%), followed by the uterine cervix (9.2%),
broad ligament (7%), and round ligament (1.2%). In most cases, the
diagnosis was incidental at definitive pathology. Only a minority of
cases (8.9%) were identified as advanced disease at diagnosis. The
most frequent sites of metastasis were the lungs (55.6%) and pelvic
lymph nodes (33.3%), followed by the liver and peritoneum. Diagnosis
of advanced disease was before or after surgery based on whether
presenting symptoms were gynecologic or non-gynecologic.

Of 101 PEComas, 72.3% were ≥ 5 cm (n= 73). The tumor was com-
posed mainly of epithelioid cells in 56.4% (n=57) of cases and spindle
cells in 17.8% (n = 18). Multinucleated giant cells were observed in 26
uterine PEComas (25.7%). High nuclear grade and cellularity were re-
ported in 46 cases (45.5%), and nuclear pleomorphism was described
in 50 cases (49.5%). The mitotic rate was ≥1 per 50 high power fields
(HPF) in 68 cases (67.3%). Necrosis was observed in 45 cases (44.6%).
The infiltrative growth pattern was reported in 39 cases (38.6%), and
vascular invasionwas present in 27 cases (26.7%). The immunochemical
analysis reported a positive finding as follows: HMB-45 in 98.9% (92/
93), cathepsin-k in 100% (49/49), Melan-A in 51.6% (42/81), and MITF
in 85.7% (36/42) of tested cases. Smooth muscle markers were fre-
quently reported in the literature and resulted positive as follows:
smoothmuscle actinwas positive in 80%of tested cases (60/75), desmin
in 72.2% (52/72), and h-caldesmon in 75% (36/48). Vimentin was posi-
tive in 66.7% of tested cases (18/27), S-100 in 17.2% (10/58), CD-10 in
29% (9/31), and CD-117 in three cases.

A standardized treatment approach was not observed. First-line
treatment was reported in 89 out of 101 cases. Hysterectomy was per-
formed in 78 cases (87.6%), with bilateral salpingo-oophorectomy in
55.1%. Lymph node dissection was implemented in 17 patients
(19.1%). Myomectomy with preservation of the uterus was reported in
11 cases (12.4%). Neoadjuvant chemotherapy was proposed in 3 cases
(3.4%) [18–20]. After primary surgery, adjuvant chemotherapy was ad-
ministered in 21 cases (23.6%), in combination with radiotherapy in
35.7%. Chemotherapy agents were ifosfamide, dacarbazine, doxorubi-
cin, vincristine, irinotecan, paclitaxel, doxorubicin, andmTOR inhibitors.
Sirolimus demonstrated a short-term efficacy in reducing tumor size
and central cavitation of pulmonarymetastasis in one patientwith uter-
ine PEComa [21]. A combination of surgery andmTOR inhibitorswas of-
fered in three patients with advanced uterine PEComa, achieving in two
cases a complete tumor regression [22]. Adjuvant radiotherapy alone
was administered in 4 cases (4.5%).

The median follow-up was 18 months (1–175; IQR 12–33). Recur-
rence after first-line therapy was reported in 35 cases (34.7%) with a
median time to recurrence of 9.5 (1–84; IQR6–15)months. Recurrences
most frequently involved the lung (n=21; 60.0%), followed by the pel-
vis (n = 11; 31.4%), liver (n = 6; 17.1%), bone (n = 2; 5.7%), kidney
(n = 2; 5.7%) and pelvic lymph nodes (n = 3; 8.6%). Treatment of
recurrencewas reported for 18 cases (51.4%). A combination of surgical,
medical, and radiation therapywas administered in 8 cases (44.5%), and
only surgical and medical treatment was proposed in 5 (27.8%) and 4
(22.1%) cases, respectively. A total of 15 deaths were reported, repre-
senting 14.9% of all PEComas and 42.9% of recurrences, with a median
time to death of 17.5 (5–43; IQR 12–35.5) months.



Table 2
Agreement between the Folpe, modified Folpe, Bennet, and Schoolmester classifications in classifying PEComas as malignant versus non-malignant (Cohen's Kappa).

Folpe Modified Folpe Schoolmester

Modified Folpe 0.887 (95% CI 0.78–0.99; p < 0.001)
Schoolmester 0.205 (95% CI 0.11–0.31; p = 0.002) 0.251 (95% CI 0.13–0.37; <0.001)
Bennet 0.479 (95% CI 0.32–0.63; <0.001) 0.566 (95% CI 0.41–0.72; <0.001) 0.533 (95% CI 0.37–0.70; <0.001)
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3.3. The accuracy of the classification systems in predicting PEComa
behavior

Follow-up data regarding recurrence-free and cause-specific
survival and enough details to allow the classification of malignant ver-
sus non-malignant for all four classifications (Folpe [7], modified Folpe
[9], Schoolmester [10], and Bennet [3] classifications) were available
in 85 (79 from literature review [28 studies] and six from our series)
out of 107 PEComas (101 from literature review [32 studies] and six
from our series).

The measure of agreement between the four classifications is
reported in Table 2. Regarding the 9 out of 85 PEComa caseswithmetas-
tatic disease at diagnosis, the Folpe, modified Folpe, and Bennet classifi-
cations recognized all nine cases as malignant. Conversely, the
Schoolmester classification regarded two cases as non-malignant.

Kaplan-Meier curves and the log-rank test showed a statistically
significant lower recurrence-free survival in the group of malignant
PEComadefined by the Folpe,modified Folpe, and Bennet classifications
but not for the Schoolmester classification (Fig. 1). At least one recur-
rence was observed in all non-malignant groups.

Kaplan-Meier curves and the log-rank test showed a statistically sig-
nificant lower cause-specific survival in the group of malignant PEComa
defined by the Folpe, modified Folpe, and Bennet classifications but not
for the Schoolmester classification (Fig. 2). One death due to PEComa
was observed in the non-malignant group defined by the Folpe and
modified Folpe classifications, three deaths in the group proposed by
Bennet, and up to twelve deaths in the non-malignant group defined
by Schoolmester.

The number of cases classified as malignant and non-malignant by
each classification and the number of recurrences and deaths, along
with median recurrence-free and cause-specific survival with 95% con-
fidence intervals for each group, are reported in Table 3.

Estimated HRs for recurrence and death due to PEComa for the ma-
lignant group using as reference the non-malignant group for each pro-
posed classification are reported in Table 4. The modified Folpe
classification demonstrated the highest HR for relapse (HR 8.63; 95%
CI 2.06–36.1) and death due to PEComa (HR 6.8, 95% CI 0.89–51.6).
However, only the Bennet classification provided a statistically signifi-
cant higher HR for death due to PEComa among malignant versus
non-malignant cases (HR 4.3, 95% CI 1.22–15.2).

3.4. Characteristics associated with recurrence-free and cause-specific
survival

In the 85 PEComas with follow-up data, characteristics associated in
univariate Cox regression analysis with recurrence-free survival were
the PEComa size (HR 1.14; 95% CI 1.07–1.22; p < 0.001), the presence
of infiltrative growth (HR 2.19; 95% CI 1.04–4.61; p = 0.032), high cel-
lularity (HR 2.98; 95% CI 1.53–5.81; p = 0.001), and necrosis (HR
3.87; 95% CI 1.82–8.25; p < 0.001), and the number of mitotic figures
per 50 HPF (HR 1.01; 95% CI 1.01–1.02; p < 0.001). MELAN A positivity
was associatedwith higher HR for recurrence (HR 3.99; 95 CI 1.39–11.5;
p = 0.003), whereas progesterone positivity with lower (HR 0.09; 95%
CI 0.02–0.49; p = 0.005) (Supplementary Table 5). In multivariable
analysis, only the number of mitotic figures per 50 HPF was indepen-
dently associated with recurrence-free survival (Supplementary
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Table 6); the best multivariable Cox regression model predicting the
risk of recurrence included the presence of necrosis (HR 3.45; 95% CI
1.33–8.95; p = 0.006) and the number of mitotic figures per 50 HPF
(HR 1.01; 95% CI 1.00–1.02; p = 0.004).

Characteristics associated in univariate Cox regression analysis with
cause-specific survival were the PEComa size (HR 1.18; 95% CI
1.07–1.30; p = 0.002), the presence of necrosis (HR 4.50; 95% CI
1.28–15.8; p = 0.008), and the number of mitotic figures per 50 HPF
(HR 1.01; 95% CI 1.01–1.02; p < 0.001) (Supplementary Table 7). In
multivariable analysis, only the number of mitotic figures per 50 HPF
was independently associatedwith cause-specific survival (Supplemen-
tary Table 8); the best multivariable Cox regression model predicting
the risk of death due to PEComa included the PEComa size (HR 1.14;
95% CI 1.03–1.27; p = 0.021) and the number of mitotic figures per 50
HPF (HR 1.01; 95% CI 1.00–1.02; p = 0.01). The relationship between
the risk of death due to PEComa and the number of mitotic figures per
50 HPF and PEComa size are depicted in Supplementary Fig. 2. Relative
death rate was higher than 1.00 for PEComa size ≥8 cm and ≥ 5 mitotic
figures per 50 HPF.

Based on the above observations, we tested a classification defining
malignant PEComa in the presence of necrosis or two or more worri-
some features: PEComa size ≥8 cm, ≥ 5 mitotic figures per 50 HPF, infil-
trative growth, high nuclear grade atypia, and lymph vascular invasion.
Kaplan-Meier curves and log-rank test reported a statistically significant
difference in recurrence-free and cause-specific survival between ma-
lignant and non-malignant groups (Supplementary Fig. 3). Four out of
35 non-malignant PEComas recurred, but only one died due to disease,
whereas 33 out of 50 malignant cases recurred, and 15 died due to
PEComa. Median recurrence-free and cause-specific survival and 95%
confidence intervals are reported in Table 5. HR for recurrence was
lower than Folpe and modified Folpe classifications but higher than
Bennet and Schoolmester (HR 6.26; 95% CI 2.20–17.80). Conversely,
HR for death due to PEComa was the highest (HR 10.3; 95% CI
1.35–77.80).

4. Discussion

The present study summarizes the available evidence on uterine
PEComas not associated with TSC. They represent a rare mesenchy-
mal tumor; clinical presentation is unspecific and overlapping with
uterine leiomyomas, and preoperative diagnosis is highly uncom-
mon. Surgical and adjuvant treatments are heterogeneous. Among
the four proposed classifications, the modified Folpe was the most
accurate in predicting the malignant behavior, which was associ-
ated with the PEComa size, the number of mitotic figures per 50
HPF, and necrosis. Changing the PEComa size cut-off to ≥8 cm and
the number of mitotic figures per 50 HPF cut-off to ≥5 may increase
the accuracy in separating malignant (and possibly fatal) cases
from non-malignant ones.

Our case series and the systematic review consistently reported a
mean age at diagnosis of 47 years. Although age ranged between 29
and 56 years, the perimenopausal period was the most frequently af-
fected. Notably, the heterogenous clinical presentation overlaps with
the symptoms of this age and uterine fibromatosis [23]. Atypical uterine
bleeding, menstrual irregularities, pelvic mass, and pelvic pain were
reported by almost two-thirds of patients.



Fig. 2.Kaplan-Meier curves for cause-specific survival ofmalignant versus non-malignant PEComas classified following the Folpe,modified Folpe, Schoolmester, and Bennet classifications.

Fig. 1. Kaplan-Meier curves for recurrence-free survival of malignant versus non-malignant PEComas classified following the Folpe, modified Folpe, Schoolmester, and Bennet
classifications.
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Table 3
Thenumber of recurrences anddeaths andmedian recurrence-free and cause-specific sur-
vival with 95% confidence intervals in non-malignant and malignant groups defined by
the Folpe, modified Folpe, Schoolmester, and Bennet classifications.

Classification Total
cases

N Recurrences %
Events

Median RFS
(months)

Folpe Benign 23 2 9.7% /
Malignant 62 35 56.5% 24 (16–72)

Modified
Folpe

Benign 27 2 7.4% /
Malignant 58 35 60.3% 24 (12–72)

Schoolmester Benign 65 23 35.4% 65 (30 – /)
Malignant 20 14 70% 19 (8 – /)

Bennet Benign 46 10 21.7% 65 (65 – /)
Malignant 39 27 69.2% 19 (12–44)

Classification Total
cases

N Deaths due to
PEComa

%
Events

Median CSS
(months)

Folpe Benign 23 1 4.4% /
Malignant 62 15 24.2% 43 (36 – /)

Modified
Folpe

Benign 27 1 3.7% /
Malignant 58 15 25.9% 43 (36 – /)

Schoolmester Benign 65 12 18.5% 43 (39 – /)
Malignant 20 4 20% /

Bennet Benign 46 3 6.5% /
Malignant 39 13 33.3% 43 (35 – /)

N, number; RFS, recurrence-free survival; CSS, cause-specific survival; 7 out of 37
recurrences and 4 out of 16 deaths were observed in advanced diseases at diagnosis.

Table 5
Median recurrence-free and cause-specific survival with 95% confidence intervals in
benign and malignant groups defined by the proposed classification and univariate Cox
regression analysis for recurrence and death due to PEComa.

Total cases N Recurrences % Events Median RFS
(months)

Benign 35 4 11.4% 65 (65 – /)
Malignant 50 33 66.0% 18 (12–44)

Total cases N Deaths due to
PEComa

% Events Median CSS
(months)

Benign 35 1 2.9% /
Malignant 50 15 30.0% 43 (35 – /)

HR for
recurrence

95% CI HR for death due
to PEComa

95% CI

Benign reference reference
Malignant 6.26 2.20–17.80 10.3 1.35–77.80

N, number; HR, hazard ratio; RFS, recurrence-free survival; CSS, cause-specific survival
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Similar to other mesenchymal tumors of the uterus [24], preopera-
tive ultrasounds do not appear able to discriminate between uterine
leiomyomas and uterine PEComas. Although some ultrasound findings
were proposed associated with uterine PEComas, such as size >8 cm,
peripheric vascularization, and cystic degeneration [25], PEComa cases
with preoperative ultrasound imaging suggesting a different diagnosis
than uterine leiomyomas were rare. As ultrasounds, magnetic reso-
nance imaging failed to provide specific imaging for uterine PEComas,
although magnetic resonance imaging demonstrated a role in other
uterine mesenchymal tumors [26,27]. Lack of imaging features leads
to the fact that a preoperative diagnosis is very uncommon and require
every gynecologist to be aware of this rare and insidious entity,
supporting the general recommendation of avoiding intrabdominal un-
protected morcellation of the uterus or uterine masses during surgery
[28–30].

Analysis of pathological examinations confirms the positivity of
uterine PEComas to melanocytes and smooth muscle markers [31]. Al-
though some cases were found negative for HMB-45, the melanocytes
and smooth muscle markers at immunohistochemistry may allow dif-
ferentiating PEComas from uterine endometrial stromal sarcoma
[2,32] and the most challenging leiomyosarcoma.

Hysterectomy versus uterine conservative surgerywas often chosen
based on other indications, given the high rate of postoperative
Table 4
Univariate Cox proportional hazards regression analysis for recurrence and death due to
PEComa.

Classification HR for
recurrence

95% CI HR for death
due to
PEComa

95% CI

Folpe Benign reference reference
Malignant 7.45 1.78–31.2 6.21 0.82–47.1

Modified
Folpe

Benign reference reference
Malignant 8.63 2.06–36.1 6.80 0.89–51.6

Schoolmester Benign reference reference
Malignant 1.71 0.85–3.43 1.03 0.33–3.19

Bennet Benign reference reference
Malignant 3.03 1.44–6.35 4.30 1.22–15.2

N, number; HR, hazard ratio; 37 recurrences out of 85 PEComas; 16 deaths due to PEComa
out of 85 PEComas
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diagnosis. In the few cases with preoperative identification, hysterec-
tomy was chosen by most authors and can be considered the first
choice. However, the limited number of cases with follow-up data
who underwent myomectomy cannot exclude conservative surgery in
young women with non-malignant PEComas. Conversely, lymphade-
nectomy appears to be controversial and not supported. Indeed, asmes-
enchymal tumors, uterine PEComas are expected to have
hematogenous metastases [2], which was confirmed by the high rate
of reported hematogenous recurrences versus the few cases with lym-
phatic metastasis.

Data on postoperative management were even less conclusive. Ad-
juvant treatment, mainly chemotherapy with or without radiotherapy,
was implemented in a minority of cases with heterogeneous
chemotherapeutic agents. This did not allow us to provide any conclu-
sion on the most recommended protocol. We chose radiation therapy
in our series based on the high mitotic index and the increased
neoangiogenesis [31]. However, the number of reported cases who re-
ceived only radiotherapy was minimal, impeding any conclusion.
Recently, the treatment with mTOR inhibitors showed antineoplastic
activity in PEComas of different sites, including the uterus [22,33].
However, cellular apoptosis was not observed due to the cytostatic
effect, and tumor progression is typically reported after treatment dis-
continuation [34]. Therefore, further research is mandatory to clarify
the role of target therapy and all other adjuvant therapies in uterine
PEComas after primary surgery.

One of the main limitations in comparing the various PEComaman-
agement options is the presence of four different classification systems,
which introduces additional uncertainties in managing uterine
PEComas. Before investigating the most appropriate treatment, stan-
dardizing the classification of malignant versus non-malignant is
mandatory. Our results demonstrated only a partial agreement between
the four methods, which implies that a subgroup of PEComas is differ-
ently regarded as malignant based on the chosen classification system.
In this scenario, understanding the best method to classify uterine
PEComas is a priority. Our results showed that only three out of four
classification systems define two groups with statistically significantly
different risks of recurrence and death due to disease andwith different
performances. The Cox regression analysis shows that the modified
Folpe classification appears to have the highest accuracy in separating
malignant from non-malignant uterine PEComas, whereas the
Schoolmester has the lowest. Of note, Schoolmester and Bennet systems
did not differ in the criteria for malignancy but in the adopted threshold
(reduced from four to three features by Bennet), supporting asmore ef-
fective a cautionary approach for uterine PEComas with intermediate
anatomopathological features [3,10]. Based on these results, although
no classification system was exempt from failures, the modified Folpe
classification may be considered the best choice.
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However, there is much room for improving the categorization of
this disease. In fact, although a small proportion of cases is misclassified,
themodified Folpe classification provided fewer cases classified as non-
malignant than the other two systems. This implies that a large propor-
tion of patients classified as malignant will never recur. In this regard,
changing the cut-off value to ≥8 cm for the PEComa size and to ≥5 for
thenumber ofmitoticfigures per 50HPFmay improve the classification.
Additionally, investigating characteristics associated with oncologic
outcomes highlights the potential role ofMELAN-A and hormone recep-
tors as markers of malignant and non-malignant nature, respectively.
Unfortunately, the number of cases with these markers, particularly
hormone receptors, was limited.

The systematic review of the literature following PRISMA guidelines
allowed the identification of all cases of uterine PEComa published in
the literature. The use of patient-level data for almost all identified
PEComas, along with our case series, one of the largest in the literature,
allowed testing all four classifications on the same PEComa population.
This method allowed a direct comparison of the four classifications and
removed the influence of confounders related to differences between
centers and cases. Finally, our results are strengthened by excluding
cases associated with the TSC, frequently characterized by multiple
PEComas with more malignant behavior and possible difficult discrimi-
nation between recurrence and second primary PEComa [31,35]. In this
regard, our results do not apply to about 9% of PEComas associated with
TSC, which should be ruled out after diagnosis [7,20,36].

As a systematic review and retrospective study,we could summarize
only data reported in identified studies andmedical records of included
patients. Therefore, potentially relevant data were lacking in a variable
proportion of PEComas, limiting the number of cases available for a
quantitative analysis. The rarity of uterine PEComas and incomplete
data reporting represents the main limitation in providing definitive
recommendations. Indeed, although we tried to identify and include
all cases of uterine PEComas published in the literature, the estimated
95% confidence intervals for HRs suggest that the number of observa-
tions is still limited to achieve definitive conclusions. Regarding the
test of available classification systems, as stressed by Schoolmeester
et al. [10] and Bennet et al. [3], we merged the uncertain and benign
groups of the Folpe and modified Folpe classifications. However, how
to consider uncertain malignant cases is unclear. An additional chal-
lenge is the need to standardize the definition and guarantee the repro-
ducibility of parameters included in the available classification systems
of uterine PEComas. Therefore, a further limitation is the impossibility of
a central review of all PEComas cases used to test the classification sys-
tems. Finally, including advanced PEComas for testing the classification
systems may be considered a limitation. However, we included such
cases because the assessment of malignant versus non-malignant in in-
cidental postoperative diagnosis is paramount to guide an appropriate
staging by imaging, and results showed that the advanced stage does
not imply the classification of the PEComa as malignant. Regarding the
new proposed classification, caution is needed, given that no external
validation was performed. Moreover, results regarding oncologic
outcomes are affected by adjuvant therapies. In this regard, the small
number of cases and the use of heterogeneous protocols limit the influ-
ence of adjuvant treatments on observed results, although they im-
peded providing data regarding their efficacy. Finally, TSC was not
excluded by genetic test in all included cases.

5. Conclusion

A classification system for uterine PEComa is challenging but crucial
for appropriate management. The modified Folpe classification appears
to have the highest accuracy, although further studies are mandatory to
validate our observation and potentially improve PEComa classification,
including additional immunohistochemical or genetic factors. Unifying
the PEComa classification is essential to investigate this rare entity
further.
42
Source of funding

This research received no specific grant from any funding agency,
commercial or not-for-profit sectors.

Ethical standards

The authors assert that all procedures contributing to thiswork com-
ply with the ethical standards of the relevant national and institutional
committees on human experimentation and with the Helsinki Declara-
tion. The Institutional Review Board approved the study, and all in-
cluded participants gave consent for case presentation and
anonymized data collection and analysis for research purposes.

CRediT authorship contribution statement

Simone Garzon:Writing – review& editing,Writing – original draft,
Methodology, Formal analysis, Data curation, Conceptualization. Anna
Caliò: Writing – review & editing, Writing – original draft, Validation,
Data curation, Conceptualization. Filippo Alberto Ferrari: Writing –
review& editing,Writing– original draft, Formal analysis, Data curation,
Conceptualization. Cesare Quintino Iannicello: Writing – review &
editing, Data curation. Pier Carlo Zorzato: Writing – review & editing,
Writing – original draft, Data curation. Mariachiara Bosco: Writing –
review& editing,Writing– original draft,Methodology, Formal analysis,
Data curation. Elena Piazzola:Writing – review & editing, Supervision.
Guido Martignoni:Writing – review & editing, Supervision, Methodol-
ogy, Conceptualization. Antonio Simone Laganà: Writing – review &
editing, Validation, Methodology. Andrea Mariani: Writing – review &
editing, Supervision, Methodology, Conceptualization. Stefano Uccella:
Writing – review & editing,Writing – original draft, Validation, Supervi-
sion, Methodology, Data curation, Conceptualization.

Declaration of Competing Interest

The authors have no conflicts of interest to declare.

Appendix A. Supplementary data

Supplementary data to this article can be found online at https://doi.
org/10.1016/j.ygyno.2024.06.007.

References

[1] M. Pea, G. Martignoni, G. Zamboni, F. Bonetti, Perivascular epithelioid cell, Am. J.
Surg. Pathol. 20 (1996) 1149–1153, https://doi.org/10.1097/00000478-
199609000-00012.

[2] C. Parra-Herran, B.E. Howitt, Uterine mesenchymal tumors: update on classification,
staging, and molecular features, Surg. Pathol. Clin. 12 (2019) 363–396, https://doi.
org/10.1016/j.path.2019.01.004.

[3] J.A. Bennett, A.C. Braga, A. Pinto, et al., Uterine PEComas, Am. J. Surg. Pathol. 42
(2018) 1370–1383, https://doi.org/10.1097/PAS.0000000000001119.

[4] R. Vang, R.L. Kempson, Perivascular epithelioid cell tumor (‘PEComa’) of the uterus:
a subset of HMB-45-positive epithelioid mesenchymal neoplasms with an uncertain
relationship to pure smooth muscle tumors, Am. J. Surg. Pathol. 26 (2002) 1–13,
https://doi.org/10.1097/00000478-200201000-00001.

[5] A. Caliò, M. Brunelli, S. Marletta, et al., Epithelioid angiomyolipoma: a pathological
entity discovered in Verona with the endorsement of doctor Rosai, Pathologica
113 (2021) 307–315, https://doi.org/10.32074/1591-951X-335.

[6] O. Fadare, Perivascular epithelioid cell tumor (PEComa) of the uterus, Adv. Anat.
Pathol. 15 (2008) 63–75, https://doi.org/10.1097/PAP.0b013e31816613b0.

[7] A.L. Folpe, T. Mentzel, H.-A. Lehr, et al., Perivascular epithelioid cell neoplasms of soft
tissue and gynecologic origin, Am. J. Surg. Pathol. 29 (2005) 1558–1575, https://doi.
org/10.1097/01.pas.0000173232.22117.37.

[8] J.A. Bennett, E. Oliva, Perivascular epithelioid cell tumors (PEComa) of the gyneco-
logic tract, Genes Chromosom. Cancer 60 (2021) 168–179, https://doi.org/10.
1002/gcc.22908.

[9] N. Conlon, R.A. Soslow, R. Murali, Perivascular epithelioid tumours (PEComas) of the
gynaecological tract, J. Clin. Pathol. 68 (2015) 418–426, https://doi.org/10.1136/
jclinpath-2015-202945.

[10] J.K. Schoolmeester, B.E. Howitt, M.S. Hirsch, et al., Perivascular epithelioid cell neo-
plasm (PEComa) of the gynecologic tract, Am. J. Surg. Pathol. 38 (2014) 176–188,
https://doi.org/10.1097/PAS.0000000000000133.

https://doi.org/10.1016/j.ygyno.2024.06.007
https://doi.org/10.1016/j.ygyno.2024.06.007
https://doi.org/10.1097/00000478-199609000-00012
https://doi.org/10.1097/00000478-199609000-00012
https://doi.org/10.1016/j.path.2019.01.004
https://doi.org/10.1016/j.path.2019.01.004
https://doi.org/10.1097/PAS.0000000000001119
https://doi.org/10.1097/00000478-200201000-00001
https://doi.org/10.32074/1591-951X-335
https://doi.org/10.1097/PAP.0b013e31816613b0
https://doi.org/10.1097/01.pas.0000173232.22117.37
https://doi.org/10.1097/01.pas.0000173232.22117.37
https://doi.org/10.1002/gcc.22908
https://doi.org/10.1002/gcc.22908
https://doi.org/10.1136/jclinpath-2015-202945
https://doi.org/10.1136/jclinpath-2015-202945
https://doi.org/10.1097/PAS.0000000000000133


S. Garzon, A. Caliò, F.A. Ferrari et al. Gynecologic Oncology 188 (2024) 35–43
[11] A. Musella, F. De Felice, A.K. Kyriacou, et al., Perivascular epithelioid cell neoplasm
(PEComa) of the uterus: a systematic review, Int. J. Surg. 19 (2015) 1–5, https://
doi.org/10.1016/j.ijsu.2015.05.002.

[12] J Gu, W Wang, S Wang, A Retrospective Case Study of 13 Uterine Perivascular Epi-
thelioid Cell Neoplasm (PEComa) Patients, Onco Targets Ther 14 (2021 Mar 9)
1783–1790, https://doi.org/10.2147/OTT.S300523.

[13] E. Yamamoto, K. Ino, M. Sakurai, et al., Fertility-sparing operation for recurrence of
uterine cervical perivascular epithelioid cell tumor, Rare Tumors 2 (2010),
e26https://doi.org/10.4081/rt.2010.e26.

[14] M.H. Murad, S. Sultan, S. Haffar, F. Bazerbachi, Methodological quality and synthesis
of case series and case reports, BMJ Evid Based Med 23 (2018) 60–63, https://doi.
org/10.1136/bmjebm-2017-110853.

[15] D Moher, A Liberati, J Tetzlaff, DG Altman, Preferred reporting items for systematic
reviews and meta-analyses: the PRISMA statement, PLoS Med 6 (7) (2009 Jul 21),
e1000097.

[16] R Core Team, — European Environment Agency, https://www.eea.europa.eu/data-
and-maps/indicators/oxygen-consuming-substances-in-rivers/r-development-
core-team-2006; 2020 Accessed 21 May 2022.

[17] F. Bonetti, M. Pea, G. Martignoni, et al., PEC and sugar, Am. J. Surg. Pathol. 16 (1992)
307–308, https://doi.org/10.1097/00000478-199203000-00013.

[18] L. Bosincu, P.C. Rocca, G. Martignoni, et al., Perivascular epithelioid cell (PEC) tumors
of the uterus: a clinicopathologic study of two cases with aggressive features, Mod.
Pathol. 18 (2005) 1336–1342, https://doi.org/10.1038/modpathol.3800433.

[19] I. Jeon, S.M. Lee, Multimodal treatment using surgery, radiotherapy, and chemother-
apy in a patient with a perivascular epithelioid cell tumor of the uterus, J. Pediatr.
Hematol. Oncol. 27 (2005) 681–684, https://doi.org/10.1097/01.mph.0000193475.
06870.d5.

[20] Y. Yamada, H. Yamamoto, Y. Ohishi, et al., Sclerosing variant of perivascular epithe-
lioid cell tumor in the female genital organs, Pathol. Int. 61 (2011) 768–772, https://
doi.org/10.1111/j.1440-1827.2011.02737.x.

[21] A.J.Wagner, I. Malinowska-Kolodziej, J.A. Morgan, et al., Clinical activity of mTOR in-
hibition with sirolimus in malignant perivascular epithelioid cell tumors: targeting
the pathogenic activation of mTORC1 in tumors, J. Clin. Oncol. 28 (2010) 835–840,
https://doi.org/10.1200/JCO.2009.25.2981.

[22] K.D. Starbuck, R.D. Drake, G.T. Budd, P.G. Rose, Treatment of advanced malignant
uterine perivascular epithelioid cell tumor with mTOR inhibitors: single-
institution experience and review of the literature, Anticancer Res. 36 (2016)
6161–6164, https://doi.org/10.21873/anticanres.11208.

[23] M. Mg, C. Ho, B. Ms, F. Is, FIGO classification system (PALM-COEIN) for causes of ab-
normal uterine bleeding in nongravid women of reproductive age, Int. J. Gynaecol.
Obstet. 113 (2011)https://doi.org/10.1016/j.ijgo.2010.11.011.

[24] T.-I. Wu, T.-C. Yen, C.-H. Lai, Clinical presentation and diagnosis of uterine sarcoma,
including imaging, Best Pract. Res. Clin. Obstet. Gynaecol. 25 (2011) 681–689,
https://doi.org/10.1016/j.bpobgyn.2011.07.002.
43
[25] N Verbeeck, A Toukouki, R Weis, D Van Wymersch, PEComa of the Uterus: A Rare
Mesenchymal Tumor Displaying a ≪Snowstorm≫ Pattern at Magnetic Resonance
Imaging, J Belg Soc Radiol 100 (1) (2016 Jan 29) 5, https://doi.org/10.5334/
jbr-btr.926.

[26] P. Causa Andrieu, S. Woo, T.-H. Kim, et al., New imaging modalities to distinguish
rare uterine mesenchymal cancers from benign uterine lesions, Curr. Opin. Oncol.
33 (2021) 464–475, https://doi.org/10.1097/CCO.0000000000000758.

[27] C.H. Phillips, A.R. Keraliya, A.B. Shinagare, et al., Update on the imaging of malignant
perivascular epithelioid cell tumors (PEComas), Abdom. Radiol. 41 (2016) 368–376,
https://doi.org/10.1007/s00261-015-0568-8.

[28] Committee Opinion No 701, Choosing the Route of Hysterectomy for Benign Dis-
ease, Obstet Gynecol 129 (6) (2017 Jun) e155–e159, https://doi.org/10.1097/AOG.
0000000000002112.

[29] AAGL Advancing Minimally Invasive Gynecology Worldwide, AAGL practice report:
Morcellation during uterine tissue extraction, J. Minim. Invasive Gynecol. 21 (2014)
517–530, https://doi.org/10.1016/j.jmig.2014.05.010.

[30] A. Shushkevich, P.H. Thaker, R.D. Littell, et al., State of the science: uterine sarcomas:
from pathology to practice, Gynecol. Oncol. 159 (2020) 3–7, https://doi.org/10.
1016/j.ygyno.2020.08.008.

[31] W. Shan, Y. Shi, Q. Zhu, et al., Five cases of uterine perivascular epithelioid cell tu-
mors (PEComas) and review of literature, Arch. Gynecol. Obstet. 299 (2019)
185–190, https://doi.org/10.1007/s00404-018-4920-4.

[32] E. D’Angelo, J. Prat, Diagnostic use of immunohistochemistry in uterine mesenchy-
mal tumors, Semin. Diagn. Pathol. 31 (2014) 216–222, https://doi.org/10.1053/j.
semdp.2014.03.003.

[33] R. Purwar, K. Soni, M. Shukla, et al., TFE3-associated perivascular epithelioid cell
tumor with complete response to mTOR inhibitor therapy: report of first case and
literature review, World J. Surg. Oncol. 20 (2022) 62, https://doi.org/10.1186/
s12957-021-02462-5.

[34] CH Liu, WT Chao, SC Lin, HY Lau, HH Wu, PH Wang, Malignant perivascular epithe-
lioid cell tumor in the female genital tract: Preferred reporting items for systematic
reviews and meta-analyses, Medicine (Baltimore) 98 (2) (2019 Jan), e14072,
https://doi.org/10.1097/MD.0000000000014072.

[35] J. Guo, X. Zhou, Y. Li, et al., Multifocal perivascular epithelioid cell tumor of the
uterus: report of one case and literature review, Int. J. Clin. Exp. Pathol. 12 (2019)
4113–4118.

[36] S.-H. Fang, L.-N. Zhou, M. Jin, J.-B. Hu, Perivascular epithelioid cell tumor of the liver:
a report of two cases and review of the literature, World J. Gastroenterol. 13 (2007)
5537–5539, https://doi.org/10.3748/wjg.v13.i41.5537.

https://doi.org/10.1016/j.ijsu.2015.05.002
https://doi.org/10.1016/j.ijsu.2015.05.002
https://doi.org/10.2147/OTT.S300523
https://doi.org/10.4081/rt.2010.e26
https://doi.org/10.1136/bmjebm-2017-110853
https://doi.org/10.1136/bmjebm-2017-110853
http://refhub.elsevier.com/S0090-8258(24)00314-7/rf0075
http://refhub.elsevier.com/S0090-8258(24)00314-7/rf0075
http://refhub.elsevier.com/S0090-8258(24)00314-7/rf0075
https://www.eea.europa.eu/data-and-maps/indicators/oxygen-consuming-substances-in-rivers/r-development-core-team-2006
https://www.eea.europa.eu/data-and-maps/indicators/oxygen-consuming-substances-in-rivers/r-development-core-team-2006
https://www.eea.europa.eu/data-and-maps/indicators/oxygen-consuming-substances-in-rivers/r-development-core-team-2006
https://doi.org/10.1097/00000478-199203000-00013
https://doi.org/10.1038/modpathol.3800433
https://doi.org/10.1097/01.mph.0000193475.06870.d5
https://doi.org/10.1097/01.mph.0000193475.06870.d5
https://doi.org/10.1111/j.1440-1827.2011.02737.x
https://doi.org/10.1111/j.1440-1827.2011.02737.x
https://doi.org/10.1200/JCO.2009.25.2981
https://doi.org/10.21873/anticanres.11208
https://doi.org/10.1016/j.ijgo.2010.11.011
https://doi.org/10.1016/j.bpobgyn.2011.07.002
https://doi.org/10.5334/jbr-btr.926
https://doi.org/10.5334/jbr-btr.926
https://doi.org/10.1097/CCO.0000000000000758
https://doi.org/10.1007/s00261-015-0568-8
https://doi.org/10.1097/AOG.0000000000002112
https://doi.org/10.1097/AOG.0000000000002112
https://doi.org/10.1016/j.jmig.2014.05.010
https://doi.org/10.1016/j.ygyno.2020.08.008
https://doi.org/10.1016/j.ygyno.2020.08.008
https://doi.org/10.1007/s00404-018-4920-4
https://doi.org/10.1053/j.semdp.2014.03.003
https://doi.org/10.1053/j.semdp.2014.03.003
https://doi.org/10.1186/s12957-021-02462-5
https://doi.org/10.1186/s12957-021-02462-5
https://doi.org/10.1097/MD.0000000000014072
http://refhub.elsevier.com/S0090-8258(24)00314-7/rf0175
http://refhub.elsevier.com/S0090-8258(24)00314-7/rf0175
http://refhub.elsevier.com/S0090-8258(24)00314-7/rf0175
https://doi.org/10.3748/wjg.v13.i41.5537

	Uterine perivascular epithelioid cell tumors (PEComa) and the accuracy of proposed classification systems in predicting the...
	Declaration of Competing Interest
	References




