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THREE SYNCHRONOUS PRIMARY PELVIC CANCERS — A CASE REPORT (Abstract).
The occurrence of synchronous primary gynaecologic malignancies is a relatively common
event. However, the occurrence of three different pelvic cancers is very rare. In this report,
we describe the clinical, surgical and pathological findings of a patient with synchronous
primary malignancies of the fallopian tube, endometrium and sigmoid colon. To our
knowledge, it is the first case described in the literature with such an association of primary
synchronous cancers. Keywords: SYNCHRONOUS, CANCER, GYNAECOLOGICAL,

ONCOLOGY, ENDOMETRIAL, ADNEXAL

Synchronous occurrence of endometrial
and adnexal (ovarian or tubal) cancer in
female genital tract is a well known event
in gynaecological oncology. They may
indicate either metastatic or independent
neoplasms and the clinical or therapeutic
implications and prognosis are very differ-
ent in each occasion. Compared to meta-
static dual cancer, two simultaneous prima-
ry cancers are relatively rare and can be
easily recognized if the histologic types of
each cancer are different. Even more, the
occurrence of a pelvic third cancer is an
extremely rare event.

The aetiology of synchronous malig-
nancy is uncertain but it has been postulat-
ed that embryological similar tissues of the
female genital tract may develop synchro-
nous neoplasms when simultaneously sub-
jected to carcinogens(1,2).

Recently, we experienced three primary

cancers occurring in both tubes, endometri-
um and sigmoid colon with three different
histologic patterns. This case, along with
the diagnosis and the treatment of synchro-
nous female genital malignancy, will be
briefly reviewed.

CASE PRESENTATION

In April 2013, a 61 years old white fe-
male, gravida 1, para 0, was referred to our
clinic with the diagnosis of endometrial
cancer and a possible synchronous ovarian
cancer. She was menopausal since age of
50 and she described a vaginal bleeding
started 3 months before. Her past medical
and surgical histories were relatively unre-
markable, but her family history revealed a
duodenum cancer for her mother, a colon
cancer for her father and a stomach cancer
for her grand-father. A clinical and ultra-
sound examination in March 2013 revealed
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the uterine origin of bleeding, a normal
volume uterus but with a 18 mm thick en-
dometrium with a polyp-like image without
apparently myometrial invasion and multi-
septated, 111x97x90-mm mass having both
solid and cystic components in the right
ovary, suggesting malignancy ; the left
ovary looked normally. A pelvic computed
tomographic scan confirmed the existence
of the previously mentioned multiseptated
cystic right ovarian mass and minimal asci-
tes in the pelvic cavity. In addition, there
were no abnormal findings in the ab-
dominal cavity and thorax, with no extra-
peritoneal enlarged lymph nodes. She un-
derwent in April 2013 a diagnostic uterine
curettage under anesthesia in a private
hospital, revealing a grade 3 endometriod
adenocarcinoma of the endometrium. The
CA-125 was elevated 141.8 U/ml. Routine
blood test investigations were normal. The
clinical diagnosis was stage IA, grade 3
endometrial carcinoma and a synchronous
(primary or metastatic) ovarian cancer.

At laparotomy, a right adnexal tumour
involving both tube and ovary, of 11x10x9
cm, but mobile, with smooth surface and
both solid and cystic parts was discovered.
The frozen section revealed malignant
tissue. There was a small amount of ascites
in the abdomen. The left ovary and the
uterus appeared normal. On the sigmoid
colon, a tumour producing bowel stenosis
and a retraction of the serosa, very sugges-
tive for malignancy, was discovered. We
performed a total abdominal hysterectomy
with bilateral adnexectomy, pelvic and
paraaortal lymphadenectomy, total omen-
tectomy, appendectomy, recto-sigmoid
colon resection (about 20 cm) and perito-
neal biopsies. The whole procedure lasted
275 minutes. There were no intraoperative
complications. The postoperative recovery
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was uneventful, and she was discharged
home after hospitalisation for 9 days.

The final pathology report described a
high-grade (MD Anderson grading system)
serous adenocarcinoma of right adnexa,
involving both tube and ovary; its origin
could not be detected, but contained differ-
ent microscopic patterns: solid, papillary,
cystic, micropapillary and glands (fig. 1). In
the left tube, a high-grade serous adenocar-
cinoma involving the mucosal and muscular
layer, but without serosal involvement was
found. The lefy ovary was microscopically
normal. For these reasons, we consider also
the right adnexal tumour of tubal origin. The
cytology of the ascites revealed malignant
cells. There were no metastases into the
appendix, peritoneum, omentum and in the
25 from the right and 35 from the left side
pelvic and from the 55 paraaortal lymph
nodes. Final pathological staging was a
high-grade tubal cancer stage pT1cNO.

micropapillary and glands

In the endometrium, an endometrioid
type adenocarcinoma grade 3 with mucosal
invasion only was found (pT1la grade 3NO)
(fig. 2).

The third synchronous cancer was a
moderate differentiated adenocarcinoma of
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the recto-sigmoid junction with subserosal
invasion without metastases in the 17 re-
gional lymph nodes (pT3NO Dukes-
MACB?) (fig. 3).

Fig. 2. Endometrioid type adenocarcinoma
grade 3, with mucosal invasion
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Flg 3. Moderate dlfferentlated adenocaru—
noma of the recto-sigmoid junction with
subserosal invasion

The oncology commission in our hospi-
tal decided to start the adjuvant treatment
focusing on the tubal cancer. The patient
started the Carboplatin/Paclitaxel chemo-
therapy and she is doing well after four
courses.

DISCUSSION
The most commonly reported synchro-

nous malignancies were the coexistence of
ovarian and endometrial cancers, but genital
tract malignancies can arise from more than
two anatomical sites, as primary neoplasia.
Although the aetiology of synchronous ma-
lignancies remains unclear, it has been pos-
tulated that the extended mullerian system,
comprising ovarian epithelium, fallopian
tube, uterus and cervix respond as a single
morphological unit to produce primary can-
cers in different sites. Another theory, which
could explain even other sites, suggests that
these neoplasms originate in metaplasia
occurring in different tissues (4). Till now,
limited cases of synchronous primary genital
cancers have been reported in the literature,
and even less for a third pelvic cancer with
an extra-genital origin.

Taking into considerations only 2 can-
cers out of 3 for our patient (fallopian tube
and endometrium), Eisner et al(1) de-
scribed also two synchronous primary can-
cers of fallopian tube and endometrium,
and Atasaver et al(8) another 5 sites syn-
chronous cancers involving ovary, both
tubes, endometrium and cervix. Our search
did not find a similar case in the literature,
comprising 3 synchronous malignancies
involving 2 genital sites (tube and endome-
trium) and another pelvic extra-genital one
with different embryologic origin (sigmoid
colon).

Our pathologic findings fulfilled the
conditions described previously for identifi-
cation of primary synchronous cancers, such
as different histologic types (major criteri-
on) or all the following minor criteria: (1)
both tumours confined to primary sites; (2)
no direct extension between tumours; (3) no
lymphvascular tumour emboli; (4) no or
only superficial myometrial invasion; and
(5) distant metastases (5, 6, 7).

Simultaneous detection of malignancy
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in different organs challenges the clinicians
and pathologists to make correct diagnosis
and arrange proper management (8). Ap-
propriate therapy for synchronous cancers
must be planned individually. Different
parameters such stage, grade, extension,

tumour resection margins, etc should be
taken into consideration. As a consequence,
our oncology staff decided for this special
case that most aggressive tumour necessi-
tating first line adjuvant treatment is the
high-grade serous adnexal adenocarcinoma.
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NEWS

THE PROTON PUMP AND INFLUENZA INFECTION

Influenza virus A is responsible for epidemic and pandemic flu favored by a high genetic
variability. For obtaining infection control, the scientists developed new strategy that target
essential viral needs such as viral dependence on cellular glucose. Initiation of viral replica-
tion by releasing the viral genome into the host cell cytoplasm is dependent on the acid pH
of the endocytosis vesicle. This pH is maintained by a pump proton cell ATP-dependent. The
cell uses the glucose as a source of ATP. Using culture cells, the researchers Kohio and Ad-
amson show that higher glucose concentrations into the host cell, increased viral replication,
the cells treatment with glycolytic inhibitors decreased viral infection and addition of extra-
cellular ATP restored infection. In these processes, the vacuolar ATPase proton pump had a
central role. These findings suggested that influenza infection could be controlled by alter-
ing glucose metabolism (Kohio HP, Adamson AL. Glycolytic control of vacuolar-type
ATPase activity: a mechanism to regulate influenza viral infection. Virology. 2013; 444(1-
2):301-9).
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