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Abstract

Objective: To evaluate the clinicopathological characteristics and the clinical outcome of synchronous malignant
neoplasms of the female reproductive tract.

Material and Methods: Patients who were operated and diagnosed with synchronous malignant tumor of the ge-
nital system (n=25) at the Dokuz Eylul University Department of Obstetrics and Gynecology, Gynecologic Oncology
Unit between 1992 and 2012 were included into this study. Recurrent, metastatic and metachronously detected
tumors were not included. Age at diagnosis, parity, menopausal status, hormone use, presenting sign or symptoms
and the clinical outcomes were evaluated.

Results: 20 of 25 patients had endometrial-ovarian cancer. The mean age at diagnosis was 53,6 years. The most
common presenting symptom was abnormal uterine bleeding. The median follow-up duration for all patients was 69
months. Overall survival for all patients was 87 months and 81 months for patients with endometrial-ovarian cancer.
5-year survival rate was 73% for all patients and 68% for patients with endometrial-ovarian cancer.

Conclusions: Endometrial-ovarian cancer togetherness is the most common in synchronous gynecologic mali-
gnancies. They occur at a younger age and have more favorable prognosis than metastatic primary gynecologic
tumors.
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Streszczenie

Cel pracy: Celem pracy byta patologiczna oraz kliniczna ocena synchronicznych nowotworéw drég rodnych.

Materiat i metody: Do badania wigczono pacjentki, u ktorych stwierdzono ztosliwe synchroniczne nowotwory
drég rodnych (n=25) i ktére byty z tego powodu leczone operacyjnie w Klinice Potoznictwa i Ginekologii na Odadzia-
le Onkologii Ginekologicznej Uniwersytetu ,9 Eylul” w Izmirze (Turcja) w okresie od 1992 do 2012 roku. Pacjentki,
u ktorych stwierdzono guzy nawrotowe, przerzutowe synchroniczne bgdz metasynchroniczne byty wykluczone z
badania. W pracy oceniono wiek pacjentek w momencie postawienia diagnozy, ich dzietnosc, status menopauzal-
ny, ewentualng obecnosc endometriozy i stosowanie lekow hormonalnych, jak rowniez obecne objawy podmiotowe
i przedmiotowe oraz wyniki kliniczne.

Wyniki: U 20 z 25 pacjentek stwierdzono wspdtwystepowanie raka trzonu macicy i jajnika. Srednia wieku w mo-
mencie postawienia diagnozy wynosita 63,6 lat. Najczestszym objawem byto zas nieprawidtowe krwawienie z drog
rodnych. Sredni czas obserwacji chorych wynosit 69 miesiecy. Catkowite przezycie w badanej grupie wyniosto 87
miesiecy, natomiast u pacjentek, u ktorych stwierdzono wspotwystepowanie raka trzonu macicy i jajnika wynosito
ono 81 miesiecy. Odsetek przezy¢ piecioletnich w catej grupie wynosit 73%, zas w grupie chorych, u ktérych stwier-
dzono wspotwystepowanie raka trzonu macicy i jajnika wynosito ono odpowiednio 68%.

Whioski: Wsrod ztosliwych synchronicznych nowotworow drég rodnych wspotwystepowanie raka trzonu macicy i
jajnika jest najczestsze. Ztosliwe nowotwory synchroniczne sg stwierdzane we wczesniejszym wieku i majg korzyst-

nigjszg prognoze niz pierwotne nowotwory drog rodnych dajgce przerzuty.

Stowa kluczowe: drogi rodne / wyniki / nowotwér synchroniczny

Introduction

Coexistence of more than one primary malignancy in the
female genital tract is about 1-6% [1-3]. The most frequent syn-
chronous gynecological neoplasms are ovarian and endometrial
cancers. Synchronous primary cancers of the endometrium and
ovary occur in approximately 10% of all women with ovarian
cancer and 5% of all women with endometrial cancer [4].

The etiology of gynecologic synchronous malignancies is
not clear; however it has been postulated that embryologically
similar tissues of the female genital tract may develop synchro-
nous neoplasms when simultaneously subjected to carcinogens or
hormonal influences [5-6]. This phenomenon may explain the oc-
currence of synchronous tumors of similar or identical histology.
But tumors with completely different histological subtypes may
occur at the same time in the same patient. The infections such as
human papilloma virus infection or the mutations such as those
in Lynch Syndrome may also cause synchronous malignancies in
the female genital tract.

It is critical in these tumors to differentiate the separate pri-
mary malignancies from the metastasis of one organ’s tumor to
the other. The clinicopathological characteristics to diagnose
independent primary cancers were described in different stud-
ies [7-8]. The prognosis of synchronous tumors is also a matter
of debate. Earlier studies suggested that women diagnosed with
synchronous primary cancers have a better overall prognosis than
women with cancers classified as single organ disease with me-
tastasis [4, 9]

In this retrospective study, we aimed to put forward the clini-
cal features of this rare type of gynecological tumors. We hypoth-
esized that synchronous genital tumors occur at a younger age
and have a better prognosis than metastatic tumors. We reviewed
the records of patients with synchronous tumors of the female
genital tract in the past two decades and presented the clinico-
pathological features as well as the prognosis of these tumors.
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Materials and methods

Patients with synchronous genital neoplasms who were oper-
ated on and followed-up at Dokuz Eylul University Department
of Obstetrics and Gynecology, Gynecologic Oncology Unit be-
tween 1992 and 2012 were included in this study. All specimens
were examined macroscopically and microscopically by the same
experienced gynecological pathologist at our institution. Recur-
rent, metastatic and metachronously detected tumors were not in-
cluded. Only second or third primary neoplasms, which had been
diagnosed concurrently with the primary neoplasm, discovered
during the primary surgical procedure were included in this study.
The diagnostic criteria for the synchronous tumors include either
the detection of different histological subtypes or all of the fol-
lowing rules if the histological subtypes were similar: (i) both
tumors confined to primary sites, (i) no direct extension between
tumors, (iif) no lymph-vascular tumor emboli, (iv) no or only su-
perficial myometrial invasion, and (v) no distant metastasis [7, §,
10, 11].

Complete staging procedure was performed for all the pa-
tients who had ovarian or tubal cancer. Radical hysterectomy and
pelvic and paraaortic lymphadenectomy were performed for cer-
vical cancer. Radical vulvectomy and bilateral inguinal lymphad-
enectomy was performed in vulvar cancer. Adjuvant therapy was
given if it is indicated.

Demographic data including age at diagnosis, parity, meno-
pausal status, hormone use, and the presenting sign or symptoms
were recorded. Pathologic information related to histological sub-
type, grade and stage was recorded. Histological determination of
the tumors was based on the World Health Organization (WHO)
Committee classification of tumors and patients were staged in
accordance with FIGO-1988 recommendations for ovarian can-
cer, FIGO-2009 recommendations for the endometrial, cervical
and vulvar cancer. The tumors were re-staged according to the
recommendations mentioned above if the patient was operated on
before this date. Platin sensitivity was also examined in patients
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with synchronous ovarian and endometrial cancer who had adju-
vant chemotherapy. Follow-up durations and the time of recur-
rence if present were recorded in all patients. Follow-up intervals
were determined up to the last available information regarding
the clinical status of each patient. Survival time was measured
in months from the time of diagnosis to the date of most recent
follow-up or death.

The data were analyzed using SPSS 15.0 software (SPSS
Inc., Chicago, IL, United States). Survival analyses were gener-
ated by Kaplan—Meier [12] and compared using the log-rank test.
Continuous data were expressed as mean + standard deviation
(SD) or minimum/maximum levels. Categorical data were ana-
lyzed with chi square of Fisher’s exact tests. A probability value
of <0.05 represented statistical significance.

Results

There were 29 patients with synchronous female genital
tract tumors operated between 1992 and 2012 in our department.

The most common presenting symptom was abnormal uter-
ine bleeding (48%). Pelvic pain, abdominal distention and the
vulvar lesion were the other symptoms with the incidence of
28%, 20% and 4% respectively. The clinicopathological charac-
teristics of the most common type of synchronous genital tumor,
which was primary endometrial and ovarian cancer together, are
presented in Table II.

There were five patients who had similar histology in both
ovary and endometrium. Four of them had endometrioid adeno-
carcinoma and the fifth had clear cell adenocarcinoma.

The median follow-up duration for all patients was 69 months
(range: 6-178 months). For all patients, overall survival (OS) was
87 months and disease free survival (DFS) was 71 months. 5-year
survival rate was 73% and 5-year DFS rate was 64%.

Table I. Synchronous malignant neoplasm

4 patients were lost to follow-up just after the operation, so 25
patients were included in the study. Of these patients, 80% had Primary Site 0 %
ol o T ST TSR TP v+ oo 0 | e
The mean age at diagnosis was 53,6 years (range: 27-75 Ovarian + endometrial + cervical 2 8
years). The median parity was.3 (range: 0-7 births), two patients E:ggm:g:g: I f/lttl)\?;r 1 j
were nulliparous. 20 of all patients (80%) were postmenopausal.
None of them had received hormone replacement therapy. Total 25 100
Table 1. Clinicopathological features of the synchronous primary endometrial and ovarian cancers.
B Age Endometrial cancer Ovarian cancer Survival Last
(vears) Histology Stage/Grade Histology Stage (months) Status
1. 54 Endometrioid la/G1 Endometrioid la 78 Alive
2. 41 Endometrioid Ib/G1 Mucinous Illc 79 Alive
3. 53 Endometrioid Ib/G1 Mucinous lc 80 Death*
4. 51 Endometrioid Ib/G1 Serous la 178 Alive
5. 63 Endometrioid la/G3 Endometrioid la 168 Alive
6. 60 Endometrioid Ib/G2 Clear cell Illc 36 Death*
7. 27 Endometrioid Ib/G2 Serous Ilb 76 Death*
8. 49 Endometrioid Ib/G1 Serous Ila 137 Alive
9. 61 Endometrioid la/G1 Serous IIb 44 Death**
10. 63 Endometrioid la/G1 Serous Illc 13 Death**
11. 41 Endometrioid Ib/G2 Clear cell llc 15 Alive
12. 56 Endometrioid Ib/G2 Serous Illc 14 Alive
13. 49 Endometrioid la/G1 Clear cell lc 70 Alive
14. 47 Endometrioid la/G1 Endometrioid la 78 Alive
15. 40 Endometrioid la/G2 Mucinou Illc 75 Alive
16. 44 Endometrioid la/G2 Endometrioid la 69 Alive
17. 63 Endometrioid Ib/G2 Serous lc 46 Death*
18. 50 Mucinous + squamous Ib/G2 Endometrioid la 33 Alive
19. 52 Mucinous 1b/G2 Endometrioid lllc 14 Alive
20. 62 Clear cell 1b/G3 Clear cell la 83 Alive
* the cause of death is recurrence of the disease; ** the cause of death is non-gynecologic malignancy
Nr 6/2014 Gghh‘é()gla © Polskie Towarzystwo Ginekologiczne 443
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When only the patients with primary endometrial and ovar-
ian cancer together were analyzed (n=20); OS was 81 months and
DFS was 72 months. 5-year survival rate was 68% and 5-year
DEFS rate was 67%. Overall survival rates for patients with syn-
chronous primary endometrial and ovarian cancer are also shown
in Figure 1. Fifteen of these 20 patients received the same “taxol
+ platin” adjuvant chemotherapy (75%). Of these 15 patients, 12
(80%) were sensitive to platin chemotherapy whereas the other 3
(20%) were not. In platin sensitive patients, OS was 86 months
and DFS was 81 months. In platin resistant patients, OS was 34
months and DFS was 29 months. Both OS and DFS were sig-
nificantly higher in platin sensitive patients with p=0,028 and
p=0,016, respectively.

There were 7 recurrences. 5 of them occurred in the ovarian
-endometrial cancer group. 2 of 5 recurrences were recognized
on the vaginal cuff, 2 were in the abdomen and the last was in the
pelvis. The other 2 recurrences occurred in the cervical cancer
patients. Both of them were recognized on the vaginal cuff.

Nine patients died during the follow up period. 6 of 7 pa-
tients with recurrence died due to the relapses. The other 3 pa-
tients died due to different non-gynecological malignancies, two
breast cancers and one gastric cancer.

Discussion

Tumors of the female genital system are relatively common
and may involve ovarian, endometrial, tubal, cervical, vaginal
and vulvar cancers. Coexistence of more than one cancer at the
same time is uncommon and seen in 1-6% of all gynecologic ma-
lignancies [1-3]. The most common togetherness in these tumors
is the coexistence of endometrial and ovarian cancer. Ayhan et
al. determined endometrial— ovarian tumors in 51.7% of women
with synchronous primary gynecologic malignancies and Gungor
et al found a similar ratio, 52.4% [3, 13]. In the present study 80%
of synchronous primary gynecologic malignancies consisted of
endometrial— ovarian tumors. The most important issue in these
tumors is to differentiate them from the distant metastasis from
the ovary to the endometrium or vice versa. This difference is not
the issue for tumors with dissimilar histology in different organs.
However, if the histological subtypes of the tumors are similar,
the pathologist must differentiate metastasis from synchronous
malignancy. In the present study, pathological criteria mentioned
before were used to distinguish independent primary tumors from
metastasis. Several molecular analysis methods were described
to differentiate metastasis from synchronous malignancy such as
DNA flow cytometry [14], loss of heterozygosity on chromosome
[15], X-chromosome inactivation [16], PTEN/MMACI [17, 18],
beta-catenin [19] and microsatellite instability [20]. However
there is no consensus on which method is the most appropriate. In
our study, there were five patients with similar histological sub-
types in different organs. Four of them had endometrioid adeno-
carcinoma of the uterus and ovary, and one of them had clear cell
carcinoma of the uterus and ovary. In these patients, both tumors
were confined to the primary sites. Thus, they were accepted as
synchronous tumors.

Average age in patients with synchronous genital malignan-
cies is nearly 10-20 years earlier than those with single primary
malignancies of the ovary or endometrium. Soliman et al. found a
median age of 50 years at diagnosis in their review of 84 women
with synchronous endometrial and ovarian tumors [21].

444

© Polskie Towarzystwo Ginekologiczne

Survival
1,09 = Function

0,8

0,6

Cumulative Survival

T T

T T T
0,00 50,00 100,00 150,00 200,00

Follow up {months)

Figure 1. Overall survival for patients with synchronous primary endometrial and
ovarian cancer patients. Data analysis was performed using Kaplan-Meier methods.

Chiang et al. found the mean age at diagnosis as 47.2 years,
Tong et al found it as 45,2 years [22, 23]. In the present study the
mean age at diagnosis was 53,6 years and comparable with the
other results.

Nulliparity is a known risk factor for both endometrial and
ovarian cancer. However, this topic is controversial in synchro-
nous malignancies. Soliman et al. confirmed the role of nullipar-
ity in developing synchronous endometrial and ovarian tumors
[21]. Another study found that 50% of the women with synchro-
nous endometrial-ovarian tumors were nulliparous [11]. But in
another study, only one woman in 21 patients with synchronous
endometrial and ovarian tumors was nulliparous [13]. In the pres-
ent study, 2 of 25 patients were nulliparous. More comprehensive
studies with larger sample sizes are necessary to elucidate this
controversy.

Endometrial cancer can be detected at early stages with the
most common presenting symptom of abnormal uterine bleeding,
whereas ovarian cancer has vague symptoms such as abdominal
distention or pelvic pain, and the latter can typically be detected
at late stages. Soliman et al. found that 46% of patients had pre-
sented with abnormal uterine bleeding and 17% with abdominal
or pelvic pain [21]. Gungor et al. reported that 44.4% of women
with synchronous tumors suffered pelvic or abdominal pain at
diagnosis and 33.3% had abnormal uterine bleeding [13]. In the
present study, the most common presenting symptom was ab-
normal uterine bleeding with the incidence of 48%. These early
symptoms may help early diagnosis of synchronous tumors and
may improve the outcome for these patients. Especially in young
patients with menometrorrhagia and asymptomatic adnexal mass,
endometrial biopsy should be performed before the operation in
order to rule out concomitant endometrial cancer.

It was reported that patients suffering from synchronous pri-
mary cancer were more favorable than patients showing meta-
static lesions of individual tumors [1, 3, 11]. Zaino et al. reported
that the estimated probability of surviving all causes of death for
5 years or more is 85.9% and that of surviving 10 years or more
is 80.3% [4]. Tong et al. found that the mean survival of eight
patients with synchronous endometrial and ovarian cancer was
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54 months. The overall survival rate at 2 years was 70% [23].
Gungor et al. concluded that women with endometrial-ovarian
tumors had a 5-year survival rate of 77%, suggesting a more fa-
vorable prognosis [13]. Soliman et al. and Chiang et al. grouped
the patients as similar / dissimilar histology. According to Soli-
man et al. patients with synchronous endometrioid tumors of the
endometrium and ovary (endometrioid/endometrioid) had a bet-
ter median overall survival (119 months) than those with non-
endometrioid or mixed histological subtypes (48 months) [21].
Chiang et al. reported that the mean survival in the group of simi-
lar histology (n=15) was 63 months, and 48 months in the group
of dissimilar histology (n=12) [22].

In the present study, overall survival (OS) for all patients
(n=25) was 87 months. OS was 81 months and DFS was 72
months for patients with endometrial-ovarian cancer (n=20).
S-year survival rate was 68% and S-year DFS rate was 67% in
these patients. These results are comparable with the results of the
previous studies and more favorable than the outcome of meta-
static primary gynecological tumors. We also divided the patients
who had been given chemotherapy (n=15) as platin resistant
(n=3) or platin sensitive (n=12). OS was 86 months and DFS was
81 months in platin sensitive patients. In platin resistant patients,
OS was 34 months and DFS was 29 months. Both OS and DFS
were significantly higher in platin sensitive patients.

Conclusion

In conclusion, synchronous gynecological malignancies are
a rare clinical entity and develop at a younger age with a more
favorable diagnosis. The most common presenting symptom is
abnormal uterine bleeding. The clinician should always be suspi-
cious about a synchronous malignancy with a malignant endome-
trial biopsy result at a younger age with an adnexal mass. Larger
studies in the future will further elucidate the pathophysiology
and the outcome of synchronous tumors of the female reproduc-
tive tract.
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