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AN UNUSUAL CASE OF PRIMARY FALLOPIAN TUBE
CANCER

Introduction. Cases with an open ampullary opening among
primary fallopian tube cancer (PFTC) are extremely rare, highly
malignant, and difficult to diagnose. Primary fallopian tube cancer
accounts for 1.8% of female genital cancers and about 4-6% of cancers
of the uterine appendages. According to available data, the incidence of
this tumour has increased up to 4 times in recent decades. Preoperative
diagnosis of the PFTC has been and remains an unresolved problem for
cervical cancer, which leads to untimely treatment or treatment in non-
oncological institutions. Even during surgeries, errors reach 50%, which
provokes inadequate surgeries and treatment methods and delays the
recovery of patients.

Objective: to demonstrate a case of misdiagnosis during surgery, the
need for oncological care and a detailed study of the macro preparation
in the operating room.

Material and Methods: the results of clinical, morphological and
immunohistochemical examination of the case of primary fallopian tube
tract and analysis of publications in the relevant literature.

Results and Discussion: The clinical, morphological and
immunohistochemical analysis of an unusual case of primary fallopian
tube cancer was performed. The diagnosis was made only after a routine
histological and immunohistochemical examination. A broader review
of this clinical case will improve cancer screening and diagnosis.
Primary fallopian tube cancer remains a rare but challenging problem in
terms of diagnosis and treatment. Improving diagnostic accuracy is
based on a thorough preoperative examination of patients with any
pathological changes in the uterine appendages, including the study of
tumour markers of epithelial tumours (CA-125, HE-4, etc.). In recent
years, the prevention of cancer of the fallopian tubes, ovaries, pelvic
peritoneum and mammary glands by opportunistic salpingectomy has
been actively implemented, with cases of primary and metastatic
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tumours in the fallopian tubes being reported.

There have been some reports of malignant tumours developing after
‘preventive’ surgeries, although the cause of such outcomes is unknown,
and the question of whether they can be avoided remains open.

Conclusion: Only cancer awareness and careful examination of the
removed material in the operating room and the use of suboperative
morphological diagnostics will allow avoiding such errors during
surgery. Abnormal uterine bleeding cannot be the result of a tumour
microsite.

Key words: primary fallopian tube cancer, abnormal uterine
bleeding, uterine fibroids, adenomyosis, endometrial hyperplasia,
pathology, morphological diagnosis.
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HE3BUYAWHUN
MATKOBOI TPYBU

BHUITAJIOK IHEPBUHHOI'O PAKY

Beryn. Bunankum 3 BiIKpUTHM aMmmyJisipHUM OTBOPOM  cepej
nepBUHHOTO paky MaTkoBux TpyO (IIPMT) € Ham3BuuaitHo piakicHUM,
Iy’e 3J0SKICHAM Ta CKJIQJHUM JJIsl JIIarHOCTUKU 3aXBOPIOBAHHSM.
[lepBuHHMIT pak MaTKOBUX TpyO cTaHOBHTH 1,8% paky KiHOYHX
CTaTeBUX OpraHiB i Oiuma 4-6% paky AONaTKiB MaTkd. 3a HasBHHUMH
JAHMMH, OCTaHHI JECATHIITTS BiIOYBAETHCS PICT 3aXBOPIOBAHOCTI IIET0
myxJIMHOKO 10 4 pasiB. HeBupimenoro npotiemoro mist [IPMT Oyna ta
3aIMINAETRCS  TIEepelonepaliiiHia iarHOCTHKA 3aXBOPIOBAHHS, IO
NPU3BOJUTH JI0 HECBOEYACHOTO JIIKyBaHHS abo JIIKyBaHHS HE B
OHKOJIOTTYHMX 3aKjaaax. HaBiTh mig yac omeparliii IOMHUJIKH T0CSTar0Th
50%, 110 TPOBOKYE HeaJeKBaTHI omepalii, METOOH JIKyBaHHS Ta
3aTPUMYE 03/10POBJICHHS XBOPHX.

MeTa AociHiIKeHHsSI: NPOJEMOHCTPYBAaTH BUIAJ0K ITOMUIKOBOTO
JiarHo3y IijJ 4Yac omeparii, HeoOXiJHICTh OHKOHACTOPOXKEHOCTI Ta
JIETAILHOTO BUBYEHHS MaKpoOIIpenapary B onepamiiHii.

Marepian i MmeToau: pe3ynbTaT KIiHITHOTO, MOP(OIOTIYHOTO Ta
IMYHOTICTOXIMIYHOTO  JOCNI/DKEHHS BHIIAAKy IEPBHHHOTO TpPaKy
MaTKOBHX TPYO Ta aHaNi3 IMyOJiKaIiif TeMaTHYHOI JiTepaTypH.

PesynsTtatm Ta  ob6roBopenHsi: [IpoBemeHuit  KIIiHIYHUH,
MOpQOIIOTiYHUN Ta IMYHOTICTOXIMIYHUI aHaNi3 HE3BUYaHOTO BUMAAKY
MEePBHHHOTO paKy MaTKoOBUX TpyO. JliarHO3 BHCTaBIECHUI TINBKM MICIs
IUIAHOBOTO TiCTOJIOTIYHOTO Ta IMYHOTICTOXIMIYHOTO JIOCIIJKEHHSI.
upoke o3HAHOMIIEHHS 3 [UM KJIIHIYHUM BHIIAJKOM IOKPAIIUTh
OHKOHACTOPOKEHICTh 1 AiarHOCTHKY. IlepBUHHMI pak MaTKOBOi TpyOu
3aJIMINAETHCS PIAKICHOIO, alle CKJIa[HOI0 MPOOJIEMOIO B IarHOCTUYHOMY
Ta JIKyBaJbHOMY BiTHOIICHHI. [lOKpalleHHs TOYHOCTI JiarHOCTHUKH
MOJIATAaE y PETENbHOMY JI0ONEepaliifHoMy 0OCTeXeHHI XBOpux 3 Oy.b-
SKAMH TaTOJOTIYHMMHM 3MiHAMH JOAATKIB MAaTKH, BKJIIOYAIOYH
JIOCIJIJDKEHHST OHKOMapkepiB emitemansHux myximuH (CA-125, HE-4
TomO). B ocTaHHI pOKM aKTMBHO BHPOBAKyeTCS MpodilTakTHKa paKy
MaTKOBHX TpyO, S€YHWKIB, Ta30BOi OYEPEBHMHM Ta MOJOYHHX 3aJ03
IUISXOM OTOPTYHICTUYHUX CANbIIIHTEKTOMIH, IMPH IbOMY OIHCaHi
BUIIAJIKK BUSIBJIICHHS EPBUHHUX T4 METACTATHYHUX MYXJIMH B MATKOBHX
TpyOax. 3ycTpidaloThCsI OKpeMi TOBIIOMJIEHHS IIOJ0 PO3BHUTKY
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INTRODUCTION

Primary fallopian tube cancer (PFTC) is a rare,
highly malignant and difficult disease to diagnose. For a
long time, gynaecologists and morphologists considered
the occurrence of cancer in the fallopian tube to be
impossible. The first to describe and histologically
confirm the PFTC was K. Orthman in 1888. He proved
that the previously described cases of PFTC were not
primary, but arose secondary to tumours in the ovary or
uterus. In the same year, 1888, Dr N.P. Fedorov
presented a report on a fallopian tube tumour that had
arisen in the hydrosalpinx at a meeting of the Kharkiv
Medical Association. Nowadays, there is no doubt about
the possibility of cervical cancer, as it is known that
cervical cancer accounts for up to 1.8% of female
genital cancers and 4-6% of uterine appendage cancers,
and the overall incidence of cervical cancer is 3.72 to
4.1 per million women [1-4]. In addition, since the
beginning of the XXI century, there has been an
increase in the incidence of PFTC. For example, Liao
CI and co-authors (USA, California) report a 4-fold
increase in the incidence of PFTC from 2001 to 2014
[5]. The same trend was recorded by Korean authors
after analysing the national database, where from 1999
to 2016 the incidence of PFTC per 100,000 women
increased from 1.06% to 4.46% [6].

Recent ecological and biomedical studies also
emphasize that the stability of host—parasite systems
and their adaptation to environmental stressors
illustrate how hidden biological risks can persist and
manifest unexpectedly, which provides a broader
perspective for understanding the increasing incidence
of rare tumours [18].

Diagnostics has been and remains an unsolved
problem for PFTC. Both at the beginning of the
twentieth century and today, according to publications
in the literature, reliable preoperative diagnosis of

PFTC remains in the range of 0 to 10—12% (about 4%
on average), and diagnostic errors even during surgery
reach 50% [7, 8, 9]. As a result, the results of 5-year
survival rates of patients with PFTC are still below
50%. According to [10], diagnostic difficulties lead to
5.8 and 15-year survival rates of 44.7%, 23.0% and
18.0%, respectively, and the absence of signs of
tumour activation occurs only in 27.2%, 17.0% and
14.0% of patients with breast cancer, respectively.

The reason for the difficulty of diagnosis is the
clinical features of the disease. Unlike ovarian cancer,
PFTC occurs in the fallopian tube cavity and remains
‘closed’ for a long time, does not penetrate the wall,
does not spread to the abdominal cavity and does not
cause additional symptoms in patients. There have
been observations of patients with PST with minor
periodic pain and constant pathological discharge from
the genital tract (lymphoma) not agreeing to surgical
treatment for several months to a year [11, 12].

Cases of PFTC with an open fimbrial foramen,
when there is a high probability of tumour cells
spreading through the abdominal cavity with the
occurrence of peritoneal metastases and possibly
ascites, are rare. For example, in our 50-year practice,
we have not encountered any cases of PFTC with an
open fimbrial foramen, and in the analysis of more
than 3.5 hundred literature sources covering at least a
thousand observations of PFTC only two authors
reported the development of a tumour with an open
fimbrial foramen [13, 14]. Of course, it is possible that
some authors did not pay attention to this characteristic
feature of the tumour, which is very rare, when
describing the removed macro specimen. The closed
nature of the development of PFTC is one of the
reasons for the absence of peritoneal metastases in the
abdominal cavity and ascites in most patients with
PFTC [15].
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MATERIALS AND METHODS

We present our clinical observation of PPT, which
was detected only during a routine morphological
examination. Patient S., 52 years old, was admitted to
the Department of Invasive Diagnostic and Treatment
Methods of the Multidisciplinary Medical Centre of
ONMedU with complaints of uterine bleeding that
lasted more than two weeks. She had been menstruating
since the age of 13 without any peculiarities. In the
anamnesis — 2 births, 1 medical abortion. She has
known about the presence of uterine fibroids for 4 years,
but has not come for a routine examination. Over the
past year, her menstrual periods became irregular,
heavy, with clots and lasted more than 8 days. She
sought medical care due to abnormal uterine bleeding
(heavy menstrual bleeding lasting more than 10 days
with clots) and lack of effect from symptomatic therapy
(tranexamic acid, ethamsylate).

Ultrasound examination of the pelvic organs
revealed: a spherical uterus measuring 118x103x130
mm, with multiple myomatous and adenomyotic nodes
and a double submucous myomatous node measuring
66.1x31.7 mm (FIGO type 2—5). M-echo — 33 mm. The
cervical canal is homogeneous, with nabotic cysts. The
right ovary measures 36x16 mm, contains 3 follicles,
the largest with a diameter of 12.8 mm. The left ovary is
39.5x21.5 mm, it has a fluid structure of 42x22.8 mm
with a parietal component (ORADS 2). Preliminary
diagnosis: Large multiple nodular leiomyoma of the
uterus  with  submucous nodes. Adenomyosis.
Endometrial ~ hyperplasia.  Left
(functional?). Abnormal uterine bleeding.

ovarian  cyst

The data of clinical and laboratory examinations are
within the normal range, except for a decrease in
haemoglobin level to 115 g/l. Cervical cytology:
inflammatory type of smear with squamous epithelium

hyperkeratosis and moderate dysplasia of the cylindrical
epithelium in the transformation zone. Pipeline biopsy
of the endometrium showed glandular
hyperplasia. Diagnosis: Abnormal uterine bleeding on
the background of multiple wuterine leiomyoma,
adenomyosis, endometrial hyperplasia.

In connection with acute abnormal uterine bleeding
on the background of adenomyosis, and multiple
myomatous nodes, including submucous, endometrial
hyperplasia, the patient underwent an urgent operation —
laparoscopic hysterectomy with appendages. During the
laparoscopic revision, the fallopian tubes were of
normal appearance with single transparent peritubal
unions. Small follicular cysts in the right ovary, a
smooth-walled cystic mass in the left ovary with a
diameter of 4 cm. The uterus is large, deformed by
leiomyomatous nodes. No other pathological changes or

inactive

effusions were detected. The operation and
postoperative period were uneventful, she was
discharged on day 3.

RESULTS

During the routine histological examination of the
postoperative material, in addition to atypical glandular
endometrial  hyperplasia, adenomyosis, multiple
leiomyomas and adenomyomas, serous cystadenoma of
the left ovary with a diameter of 4 cm, a morphologist
detected a 0.3 x 0.3 cm invasive growth of high-grade
serous carcinoma in the fimbrial region of the left
fallopian tube against the background of serous tubal
intraepithelial neoplasia and chronic
salpingitis, small paratubal cysts. On examination,

non-acute

several invasive cystic tumor complexes of similar
structure were found in one of the villi in the stroma.
Foci of tubal intraepithelial neoplasia were also found in
the right fallopian tube (Fig. 1-2).

Fig. 1. Patient S., 52 years old. Serous carcinoma of the fallopian tube, moderately differentiated. Hematoxylin-
eosin staining, x250. A — papillary-alveolar structure, B — tumour complexes invade the fimbrial stroma
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Fig. 2. Patient S., 52 years old. Serous carcinoma of the fallopian tube, moderately differentiated. Hematoxylin -
eosin staining, x100. A — intramural invasive complexes of serous carcinoma of the fallopian tube, B — Tumour

elements in the fallopian tube cavity

Upon re-evaluation of histological preparations of
primary specimens in one of the fallopian tubes, there is
a small focus of growth of serous carcinoma of the
fallopian tube with a high degree of malignancy. When
cutting the material from the blocks, the tumor focus is
absent, and there are no signs of serous neoplasia in situ
in other areas of the fallopian tube. When performing
sections from this block for immunohistochemical
examination, this tumor tissue is already absent. When
performing immunohistochemical examination on this
block, the tubal epithelial cells are positive for
cytokeratins (DAKO, clone AE1/AE3), PAX-8 (Cell
Marque, knon MRQ-50), estrogen receptor alpha
(DAKO, clone EP1), Wilms tumor antigen (WT-1)
(DAKO, clone 6F-H2), negative for pl6INK4a (DB
Biotech, clone R15-A). Expression of p53 (DAKO,
clone DO-7) is of the “wild” type — heterogeneous
positive reaction in tubal epithelial cells. In all sections
of the fallopian tubes, the staining pattern for p53 is
“wild”. Thus, the primary slides reveal a small focus of
high-grade serous carcinoma of the fallopian tube.
When additional sections are taken from this block, the
tumour tissue is no longer detected. In all sections of the
fallopian tubes, no signs of serous neoplasia in situ are
detected.

Diagnosis surgery and postoperative
examination: Serous carcinoma of the left fallopian
tube G3 Tla NOMo on the background of bilateral
tubal intraepithelial neoplasia. After a
consultation with a chemotherapist, the patient
received 6 cycles of adjuvant cisplatin
polychemotherapy  with  paclitaxel and
recommended to undergo continuous monitoring every
3—6 months. Unfortunately, the patient has moved to
another country, but reports by phone that she has been
feeling satisfactory for a year and will come for a
routine check-up if possible.

after

s€rous

was

DISCUSSION OF RESULTS

To this day, the treatment of the first stage of breast
cancer remains a subject of debate, as some oncologists
perform adjuvant polychemotherapy, while others deny
its necessity. Even in modern clinical protocols, there
are no clear recommendations on this issue. Starting the
discussion on the choice of treatment method in our
patient, we consider it appropriate to demonstrate a
similar case from the literature, described in 2015 by
Nomura H et al. from Japan. The patient was 39 years
old, with abnormal uterine bleeding, and tumour cells
were found among normal endometrial cells. According
to the results of a comprehensive examination, no
pathology was detected, but fallopian tube cancer was
suspected, and the patient's consent, a
pangysterectomy with removal of the
appendages was performed. No pathology was detected
during the operation and only a thorough histological
examination of the left fimbriae revealed a pre-invasive
carcinoma < 0.5 mm in size. No adjuvant treatment was
performed.

Nine months

after
uterine

later, a routine transabdominal
ultrasound revealed an enlarged para-aortic lymph node
(LN). A PET/CT scan confirmed pathological activity
only in the para-aortic lymph node (SUV max , 2.42),
and no other metastases were found. The patient's CA-
125 level was 42.7 IU/ml. Recurrent metastatic
carcinoma (MCC) suspected. During the
laparotomy, the diagnosis of metastatic adenocarcinoma
was made on the basis of histological suboperative
examination by freezing. The pathological diagnosis for
the tumour adenocarcinoma.
Histologically, adenocarcinoma metastases were
detected in 3 of 69 removed LUs. No cancer cells were
found in the omentum. Peritoneal lavage cytology was

negative for cancer. The patient was prescribed

was

recurrent was
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polychemotherapy (paclitaxel: 175 mg/m2, carboplatin:
AUC 6) [16].

In contrast to the demonstrated case, our patient had
not pre-invasive but invasive high-grade cancer.
Moreover, it was a special, “open” cancer with a high
probability of microimplantation in the peritoneum.
Therefore, the 6 cycles of adjuvant polychemotherapy
performed after consultation with a chemotherapist are
well justified. Moreover, as a result of an erroneous
diagnosis, the patient underwent an insufficiently
radical operation and did not undergo a cytological
examination of the abdominal cavity. In our opinion,
with an open ampullary orifice, even in the absence of
tumor cells in the abdominal cavity, this is not stage 1A,
but at least 1C2 with all the necessary changes in
treatment and follow-up.

In recent years, the prevention of fallopian tube,
ovarian, pelvic peritoneal and breast cancer through
opportunistic  salpingectomies has been actively
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