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Abstract
Objective: The aim of this study was to investigate the clinicopathological features and survival of patients with
undifferentiated endometrial carcinoma (UEC).

Methods: Patients who were operated between 2006 and 2014 for endometrial cancer (EC) in the same center were
retrospectively reviewed from the clinical archive. Data were obtained from patient files. Survival curves and rates were
calculated using the Kaplan-Meier method, and differences in survival were evaluated using the Log-Rank test.

Results: In this study, 774 patients with EC were screened. According to the pathology report, 14 (1.8%) had
undifferentiated type histology. The mean age, parity and body mass index (BMI) of the patients were 58.6 year (range
40-73); 3.28 (range 0-6) and 32.1 kg/m2 (range 22.8-41.7), respectively. Of the patients, 64% (n=9) had deep
myometrial invasion, 93% (n=13) had lymphovascular space invasion, and 57% (n=8) had cervical involvement. Tumor
size was greater than 5 cm in 64% (n=9) of the patients. Thirty five percent (n=5) of the patients were stage 14, 21%
(n=3) were stage 1B, 14% (n=2) were stage 2, 14% were stage 3C, and 14% were stage 4. As adjuvant therapy, 21%
(n=3) of the patients received chemotherapy only, 14% (n=2) received radiotherapy only, and 57% (n=8) received
chemotherapy and radiotherapy together. The mean follow-up duration was 36 months (range 4-104). In this period,
survival rates were 77% for early-stage (FIGO 1-2) and 0% for advanced-stage (FIGO 3-4). The mean survival duration
was 81 months in the early stage; 6.8 months in advanced stage (Log Rank test P value= 0.001).

Conclusion: According to this study, UEC is highly associated with pathological poor prognostic factors such as deep
myometrial invasion, lymphovascular space invasion, cervical involvement and large tumor size. Patients with
advanced stage do not have the chance to survive. Long-term survival is possible if the diagnosis and treatment of the
disease is achieved while the tumor is limited to the uterus.
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Andiferansiye endometrial karsinomlu hastalarda sag kalim sonuglari

0z
Amag: Calismanin amaci, andiferansiye tip histolojideki endometrial karsinomlu (UEC) hastalarin klinikopatolojik ve
sagkalim 6zelliklerini incelemektir.

Yontemler: Ayni merkezde 2006 ve 2014 yillar1 arasinda endometrial kanser (EC) nedeniyle opere edilen hastalar,
klinik arsivden retrospektif olarak incelendi. Veriler hasta dosyalarindan elde edildi. Sag kalim stireleri Kaplan-Meier
yontemi kullanilarak hesaplandi ve sag kalimdaki farkliliklar Log-Rank testi kullanilarak degerlendirildi.

Bulgular: Bu calismada, 774 EC hastasi tarandi. Patoloji raporuna goére 14’'iinde (%1,8) UEC tip histoloji saptandi.
Hastalarin ortalama yas, parite ve viicut kitle indeksi (VKI) sirayla 58.6 (40-73), 3.28 (0-6) ve 32.1 kg / m2 (22.8-41.7)
bulundu. Hastalarin %64'iinde (n=9) derin miyometriyal invazyon, %93'linde (n=13) lenfovaskiiler alan invazyonu,
%>57'sinde (n=8) servikal tutulum vardi. Tiimor boyutu hastalarin%64'iinde (n=9) 5 cm'den biyiikti. Hastalarin%
35'i(n=5) evre 1A,%21'i (n=3) evre 1B, %14'i (n=2) evre 2, %14'i (n=2) evre 3C ve %14'li (n=2) evre 4 idi. Adjuvant
tedavi olarak hastalarin %21'i (n=3) sadece kemoterapi aldi, %14'i (n=2) sadece radyoterapi ald1 ve %57'si(n=8)
kemoterapi ve radyoterapi aldi. Ortalama takip siiresi 36 aydi (4-104). Bu donemde sag kalim oranlari erken evre i¢in
%77 (FIGO 1-2) ve ileri evre i¢in %0 idi (Sekil 3-4). Ortalama hayatta kalma siiresi erken evrede 81 ay,; ileri evrede 6.8
ay bulundu (Log Rank testi P degeri = 0.001).

Sonug: Bu ¢alismaya gore, UEC derin miyometriyal invazyon, lenfovaskiiler alan invazyonu, servikal tutulum ve biiyiik
tiimoér boyutu gibi patolojik kétii prognostik faktorlerle iliskilidir. ileri evreli hastalar hayatta kalma sansina sahip
degildir. Uzun siireli sag kalim, timor uterusa sinirliyken hastaligin teshisi ve tedavisi gergeklestirilirse miimkiindir.

Anahtar kelimeler: Andiferansiye tip, sag kalim, prognoz, cerrahi, adjuvant tedavi.

INTRODUCTION In this study, we investigated the clinico-
pathological and survey characteristics of

Undifferentiated carcinoma of the endometrium ) ‘
patients with UEC.

(UEC) is a rare and poorly understood
hystological subtype with poor prognosis of METHODS
endometrial cancersl. Currently, a few studies
are available in the literature, in which the
tumor has been usually investigated through
histopathological or molecular perspective2-7.
The World Health Organization defines it as a
malignant tumor of epithelial structure that is
too poorly differentiated to be placed in any
other category of carcinomas®. Some authors
claim that it is under-recognizable due to
difficulty of its diagnosis, in fact it may be about
9% of all endometrial cancers#*°. The National
Comprehensive Cancer Network (NCCN) Atotal of 14 patients (18%) diagnosed with UEC
guideline incorporates this histological subtype based on patients’ files in clinic archive were
into high-risk endometrial cancers and identified. Age, parity, BMI (body mass index),
recommends comprehensive staging surgery in chronic diseases (diabetes mellitus and

the surgical treatment?0, There is no consensus hypertension), the results of surgical treatment,
on adjuvant treatment. adjuvant treatment information and

pathological examination were retrieved from
the patients files. Based on the results, patients

For the study data, hospital records of 774
patients, who had undergone surgical treatment
for endometrial cancer between January 2006
and December 2014 in same gynecological
oncology clinic, were reviewed. The inclusion
criteria to the study were defined as having a
diagnosis of UEC according to the final
pathology report. Pathological examination of
the patients was reviewed by the same team of
gynecopathologists.
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were restaged according to the International
Federation of Gynecology and Obstetrics (FIGO)
2009 criteria.

Follow-up information, disease-free survival
durations (DFS) and overall survival (OS)
durations of patients were calculated.

Follow-up period was considered as the time
between surgery and the time that the patient
was last examined (death or last visit). DFS was
calculated from the date of surgery to the date of
the first evidence of clinical recurrence or death.
OS was calculated from the date of surgery to the
date of death.

Statistical Analyses

While evaluating the findings, statistical
analyses were done using NCSS (Number
Cruncher Statistical System) 2007. In addition to
the descriptive methods (Mean, Standard
deviation, frequency) used for the evaluation of
study data, Kaplan-Meier method was used for
survival analysis and Log Rank test was used for
the evaluation according to the stages. Results
were evaluated within 95% confidence interval
and at a significance level of p<0.05.

RESULTS

A total of 14 patients were enrolled. The mean
age, parity and BMI of the patients were 58.6
years (range 40-73); 3.28 (range 0-6) and 32.1
kg/m2 (range 22.8-41.7), respectively. Of the
patients, 35.7% had diabetes mellitus, 57.1%
(n=8) had hypertension and 29.6% (n=4) had
both hypertension and diabetes mellitus
(Tablel).

Pelvic lymphadenectomy alone was performed
in 64.3% (n=9) of the patients, whereas pelvic
and  paraaortic lymphadenectomy  was
performed in 28.6% (n=4). Paraaortic
lymphadenectomy could not be performed in
other patients due to morbid obesity, severe
comorbidity and technical difficulties (Mean
BMI of study group: 32.1 kg/m?2).
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Table 1: Patient characteristics.

Feature % N
Age (year), mean; min-max 58.6 40-73
Parite n, mean; min-max 3.2 0-6
BMI (kg/m2), mean; min-max 321 22.8-41.7
Diabetes mellitus (DM) %, n 35.7 5
Hypertension(HT) %, n 57.1 8

DM plus HT %, n 28.6 4
Follow up (month) mean; min-max 36.0 4-104
Alive %, n 50 7
Dead %, n 50 7
Recurrences %, n 50 7

OS (month), mean+sd, min-max 54.7+£13  4-104
DFS (month), meantsd, min-max ~ 32.2+7.4 3-104

BMI: body mass index; OS: overall survival, DFS: disease-free
survival; min: minimum; max: maximum

Pelvic and pelvic+paraaortic nodal metastasis
was determined in %21.4 (n=3) and %7.1 (n=1)
of the patients, respectively. Of the patients,
21.4% (n=3) had adnexial metastasis; 7.1%
(n=1) had omentum metastasis; and 7.1% (n=1)
had positive peritoneal cytology. Myometrial
invasion was greater than half in %64.3 (n=9) of
the patients. The rate of patients with a tumor
diameter less than 2 cm, 2-5 cm, and greater
than 5 cm were 7.1% (n=1), 21.5% (n=3) and
64.2% (n=9), respectively. Lymphovascular
space involvement (LVSI) was present in 92.8%
(n=13) of the patients, whereas 7.1% (n=1) of
the patients had no information on LVSI.
Involvement of cervical glanduler involvement
alone was determined in 14.2% (n=2) and
cervical stromal involvement was determined in
42.9% (n=6) of the patients. The clinical features
and FIGO stages of the patients were presented
in Table 2

As the adjuvant therapy, 21.5% (3) of the
patients received chemotherapy alone, 14.2%
(2) received radiotherapy alone, and 57.1% (8)
received  chemotherapy  together  with
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radiotherapy. Information on adjuvant therapy
was not available for one patient. Adjuvant
therapy options were similar in alive and dead
patients (Table 2).

Survey Analysis

The mean follow-up period was 36.0 months
(range 4-104). Of the patients, 50% (n=7) were
alive and 50% (n=7) had died during this follow-
up period. Mean OS duration was 54.7+13.0
months (Table 1, Figure 1).

Disease-free survival

Recurrences were encountered in 50% (n=7) of
the patients. The mean DFS was 32.2+7.4
months. The latest recurrence was seen on the
9th month, and cumulative DFS rate on that
month was 50.0% with standard error of 1.34%
(Table 1, Figure 2).

Subgroup analysis according to FIGO stage

Of 9 patients with stage 1 & 2, 7 (77.8%) were
alive and 2 were dead. The latest death occurred
on the 32nd month; cumulative survival rate on
that month was 71.1% with standard error of
18% (Table 3, Figure 3). All patients in stage 3 &
4 died. The mean survival time was 6.8 + 1.3
months (Figure 3). There was a statistically
significant  difference = between  survival
durations (Log Rank test P : 0.001) (Table 3).

Table 2: Clinicopathologic features.

Characteristics % n
FIGO stage
1A 35.7 5
1B 21.4 3
2 14.2 2
3C 14.2 2
4 14.2 2
Surgery
Hysterectomy and BSO 100 14
Lymphadenectomy 92.9 13
Only pelvic LND 64.3 9
Pelvic+paraaortic LND 28.6 4
Metastases
Only Pelvic LNM 21.4 3
Pelvic+Paraaortic LNM 7.1 1
Over/tuba metastasis 214 3
Omentum metastasis 7.1 1
Positive peritoneal cytology 7.1 1
Myometrial invasion
<50% 35.7 5
>9%50 64.2
Tumor size*
<2cm 7.1 1
2-5cm 21.5 3
>5cm 64.2 9
Unknown 7.1 1
LVSI
Present 92.8 13
Unknown 7.2 1
Cervical invasion
Gland 14.2 2
Stroma 42.9 6
Adjuvant therapy
Chemotherapy only 215 3
Radiotherapy only 14.2 2
Chemoé&radiotherapy 571 8
Unknown 7.1 1

FIGO: International Federation of Gynecology and Obstetrics;
BSO: Bilateral salpingo-oophorectomy; LND: Lymph node

dissection; LNM: Lymph node metastasis; LVSI: Lymphovascular

space involvement; *: largest diameter
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Table 3: Overall survival durations according to

the stage of disease.

FIGO stage N Dead Alive 0S (month) Mean#sd P value*
Early
(Stage 1-2) 9 2 7 81.31+13.86

0.001
Advanced
(Stage 3-4) 55 0 6.80£1.39

*Kaplan-Meier Analysis OS: overall survival
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Figure 3: Survival curve according to the stages

DISCUSSION

In the literature, UECs are described as rarely
encountered endometrial cancers with poor
prognosis*. In the present study, the prevalence
of UEC was 1.8% among patients with
endometrial cancer. The mean age of the
patients was 58.6 years.

Most of the endometrial cancers are diagnosed
early due to unexpected vaginal bleeding or
bleeding disorder. Early diagnosis of patients
with UEC seems to be low. Tafe et all.? conducted
a study in 26 UEC patients and reported that
58% of the patients were in Stage 3-4 at
diagnosis. In the study conducted by Altrabulsi
et all.3 with 16 UEC patients, 54% of UECs
presented as advanced-stage disease (stage III
or IV). In the present study, 71.6% of UEC
patients were stage 1-2 and 28.4% were stage 3-
4. The high rate of advanced stage in the
diagnosis reflects the rapidly progressive and
aggressive nature of the tumor.

It is assumed that rapidly-growing aggressive
tumors would response to chemotherapy
betterll. However, UECs show poor response to
chemotherapy. In the present study, all of 7
patients that died have received chemotherapy
(4 of them received chemotherapy together with
radiotherapy). The mean DFS in the patients
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died was 4.5 months (range 3-9). These patients
relapsed while receiving chemotherapy. The
literature includes a case report, in which
tetrahydropyranyl-adriamycin (THP),
paclitaxel, and carboplatin regimen has been
successfully used as an  alternative
chemotherapy regimen. In this case report,
Hayashi et al. declared that they observed 41-
month survival using this regimen in an
advanced-stage patientl2. We found no other
study performed later using this chemotherapy
regimen in UEC patients. To date, there is no
consensus on the optimal chemotherapy for this
type of carcinoma.

Tumor size is another parameter that has been
investigated in the present study. Tumor size
(the longest measurement) was greater than 5
cm in 64.2% of the patients (Table 2). This
measurement, which is the tumor size at the
time of surgery, can be considered as another
sign indicating a tumor’s rapidly-growing
potential. We think that the tumor continued to
grow rapidly until the time of surgery. At this
point, treating patients diagnosed with UEC as
soon as possible and identifying them as the
patient group with priority in the clinic can be
critical for survival.

Deep myometrial invasion, LVSI and cervical
invasion (mucosa/stroma) rates of the patients
were 64.2%, %93.8% and 57.1%, respectively
(Table 2). These pathological data reflects the
aggressive nature of tumor.

Based on the present study, no patient was alive
in the presence of extrauterine metastasis.
However, OS rate was 77.8% and mean OS was
81.3 months in the disease limited to the uterus.
Besides, there was no patient “alive with
disease” in the study population. None of the
patients with recurrence had survived.

In conclusion, both aggressive nature of the
tumor, advanced stage at diagnosis, and
unresponsiveness to adjuvant therapy are
probable causes of poor prognosis in UEC
patients. When we divided the patients

according to their stages, patients in advanced
stage had no chance of survival, patients died in
several months. However, there was an
unexpected long survival in stage 1-2. The factor
that positively affects the survival of these
patients seems to be surgical treatment when
the disease is limited to the uterus.
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