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Case report-Olgu sunumu

Tubal endometriosis as an insidious risk factor for
tubal implantation in a procedure of assisted
reproductive technique

Bir yardimci iireme teknigi prosediiriinde tubal implantasyon icin sinsi bir risk
faktorii olarak tubal endometriozis

Inci Kahyaoglu, Serkan Kahyaoglu*, Kamil Miiftiioglu, ilker Sengiil, Demet Sengiil,
Sahin Onen, Leyla Mollamahmutoglu, Sertac¢ Batioglu

Department of Obstetrics and Gynecology (I. Kahyaoglu, MD, S. Kahyaoglu, MD, K. Miiftiioglu,
MD, L. Mollamahmutoglu, MD, Prof. S. Batioglu, MD), Zekai Tahir Burak Women's Health
Teaching and Research Hospital, TR-06230 Ankara, Department of General Surgery (Assist. Prof.
I. Sengiil, MD), Giresun University School of Medicine, TR-28100 Giresun, Pathology Clinic (D.
Sengiil, MD), Prof. Dr. A. ilhan Ozdemir State Hospital, TR-28100 Giresun, Obstetrics and
Gynecology Clinic (S. Onen, MD), Kiziltepe State Hospital, TR-47400 Mardin.

Abstract

Endometriosis is often associated with female infertility and exhibits a massive impairment in the
physiology of uterine contractility that interferes with sperm and/or embryo movements. We
present an unusual case of bilateral tubal pregnancy during an Invitro Fertilization-Embryo
Transfer (IVF-ET) procedure in a tubal endometriosis patient. Bilateral tubal ampullary ectopic
pregnancies, 20-30 milimeters in diameter were diagnosed during laparoscopic examination and
bilateral salpingectomy was performed. Endometriotic implants were detected pathologically on
mucosal surfaces of both tubes demonstrating the possible deleterious effect of endometriosis on
embryo movement. Tubal mucosal environment containing endometriotic implants may behave
like original uterine endometrium for ectopic tubal implantation of transferred embryos. However,
we think that in order to decrease the probability for tubal implantation of transferred embryos;
consideration of bilateral tubal closure or salpingectomy for patients with endometriosis before
proceeding to an IVF-ET procedure may be useful.

Keywords: Pregnancy, ectopic, endometriosis, embryo transfer

Ozet

Endometriozis gogunlukla kadin infertilitesi ile iligkilidir ve sperm ve/veya embriyo hareketlerini
engelleyici, uterus kasilma fizyolojisinde belirgin bir bozulma ile kendini gosterir. Bir ender olgu
olarak, Invitro Fertilizasyon Embriyo Transferi (IVF-ET) prosediirii sirasinda, bir tubal
endometriozis hastasinda bilateral tubal gebeligi sunduk. Laparoskopik degerlendirmede, 20-30
milimetre ¢apinda bilateral tubal ampullada ektopik gebelik teshis edildi ve bilateral salpenjektomi
gerceklestirildi. Endometriozisin, embriyo hareketini olas1 geciktirici etkisini gosteren,
endometriyotik implantlar her iki tiipiin mukozal yiizeylerinde patolojik olarak saptandi.
Endometriyotik implantlarin olusturdugu tubal mukozal ortam, transfer edilen embriyolarin
ektopik tubal implantasyonu igin orijinal uterus endometriyumu gibi davranir. Bununla birlikte,
biz, bir IVF-ET prosediiriine gegmeden once, transfer edilen embriyolarn tubal implantasyonu
olasiligim1 azaltmak i¢in, endometriozisli hastalara bilateral tubal kapama veya salpenjektomi
uygulamasinin géz oniinde tutulmasinin yararli olabilecegini diistinmekteyiz.
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Introduction

Ectopic pregnancy risk among Assisted Reproductive Techniques (ARTS) pregnancies
varied according to ART procedure type, reproductive health characteristics of the
woman carrying the pregnancy, and estimated embryo implantation potential [1]. In
recent years, due to growing importance of ARTS, heterotopic implanted pregnancies like
bilateral tubal pregnancy has been reported more frequently. Propulsion of gametes and
embryos is achieved by complex interaction between muscle contractions, ciliary activity
and the flow of tubal secretions. Evidence is accumulating about the important and
possibly prominent role of ciliary motion in this process [2]. Endometriosis can probably
be added to recently established risk factors for ectopic pregnancy. Endometriosis is often
associated with female infertility and exhibits a massive impairment in the physiology of
uterine contractility that interferes with sperm and/or embryo movements [3, 4]. The
possible relationship between endometriosis and ectopic pregnacy remains to be proven.
We intended to present a rare case of bilateral tubal pregnancy during an invitro
fertilization-embryo transfer (IVF-ET) procedure in a tubal endometriosis patient.

Case report

A 33-year-old Turkish woman with 18 years of primary infertility was admitted to her
first IVF-ET procedure for tubal factor infertility and mild endometriosis. She has
previously been treated with clomiphene citrate for 6 cycles and 3 consecutive
gonadotrophine plus intrauterine insemination procedures for unexplained infertility. Her
second Hysterosalpingography (HSG) that was performed 6 months ago has revealed
bilateral proximal tubal occlusion. Four endometriotic implants have been seen in the
pelvic peritoneum during diagnostic laparoscopy that was performed 3 months ago for
infertility work-up based on her abnormal HSG result. Chromopertubation of uterine
tubes with methylene dye during laparoscopy confirmed bilateral proximal tubal
occlusion and her endometriotic implants have also been coagulated with bipolar cautery.
Past history of the patient was uneventful, having no sexual transmitted diseases or pelvic
inflammatory disease except a previously performed appendectomy. Recombinant follicle
stimulating hormone (150 IU/Day) and human menopausal gonadotrophin (225 IU/Day)
were started on the first cycle day and administered for 10 and 8 days, respectively. Four
embryos, consisting 2 in grade | and 2 in grade Il, were transferred to uterine cavity
without any difficulty with soft transfer catheter by intracytoplasmic sperm injection, 3
days after fertilization.

Twenty days after embryo transfer she was admitted to the emergency department
complaining of pelvic pain and vaginal bleeding. Transvaginal ultrasonography
established a right tubal ectopic ring, 28 milimeter in diameter without intrauterine
gestational sac. One day after admission to the clinic, B-hCG level increased from 530 to
590 mlU/ml and the patient developed intraabdominal bleeding signs and hypovolemic
shock symptoms.

During laparoscopic examination, bilateral tubal ampullary ectopic pregnancies, 20-30
milimeters in diameter were diagnosed. Bilateral salpingectomy was performed and
pathological examination confirmed bilateral tubal ectopic pregnancy containing
endometriotic implants (Figures 1-3). The glands of endometriosis lined by flattened
epithelial cells and stroma exhibiting marked decidual transformation, nests of
endometriotic glands and stroma, chorionic villi within dilated tube lumen were
prominent pathological findings demonstrating tubal endometriosis.
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Figure 1: Chorionic villi within dilated tube lumen (Haematoxylin and Eosin, Original
magnification, 50x).

Figure 2: Endometriosis gland lined by flattened epithelial cells and stroma exhibiting
marked decidual transformation (Haematoxylin and Eosin, Original magnification, 100x).

Figure 3: A nest of endometriotic gland and stroma (Haematoxylin and Eosin, Original
magnification, 200x).
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Discussion

Bilateral ectopic pregnancy is a very rare condition occuring mostly with ART. 1/725-
1/1580 of all ectopic pregnancies are reported as bilateral [5, 6]. There are possible
mechanisms responsible for ectopic pregnancy pathogenesis following IVF-ET. Transfer
of embryos directly to the tube is one of them [7]. The volume of the transfer medium has
been considered to be of great importance. The “spray effect” theory has been proposed,
inherent qualities of transfer medium may lead to dispersion of the embryos to seperate
directions even with right placement of the catheter tip. Spontaneous migration of
embryos to the tubes with the carrier effect of uterine fluid in a retrograde way due to
junctional zone contractions is also a possible mechanism. When tubal pathology is
diagnosed as the exact cause of infertility, bilateral salpingectomy or bilateral tubal
closure before IVF-ET is advised [8]. Tubal pregnancy associated with tubal
endometriosis can also be treated successfully with laparoscopical administration of
methotrexate and temporarily used gonadotropin releasing hormone analogues
postoperatively [9]. One explanation for tubal implantation is the tubal mucosal
environment resembling the native endometrium of endometriotic patient [10]. Increased
progesterone in the luteal phase of menstrual cycle favors prostaglandin-E that relaxes
isthmic portion of the fallopian tube allowing the fertilized ovum into the uterine cavity.
Tubal prostaglandin production is also altered in endometriosis [11, 12]. Owvulation
induction with clomiphene citrate or injectable gonadotropin therapy has been linked with
a 4-fold increase in the risk of ectopic pregnancy in a case-control study. This finding
suggests that multiple eggs and high hormone levels may be significant factors. The risk
of ectopic pregnancy and heterotopic pregnancy (pregnancies occurring simultaneously in
different body sites) dramatically increases when a patient has used assisted reproductive
techniques to conceive. Approximately 1% of pregnancies achieved through IVF or
Gamete Intrafallopian Transfer (GIFT) can result in a heterotopic gestation, compared to
an incidence of 1 in 30.000 pregnancies for spontaneous conceptions. In a study of 3000
clinical pregnancies achieved through in vitro fertilization, the ectopic pregnancy rate was
4.5%, which is more than double the background incidence [13]. This case demonstrates
endometriotic implants pathologically and increases the evidence of the overlap between
endometriosis and ectopic pregnancy. Retrospective pathological studies are also needed
for the determination of this possible relationship.

Consequently, tubal mucosal environment with endometriotic implants resembling
original uterine endometrium can be a risk factor for ectopic implantation of transferred
embryos during an IVF-ET procedure. Although diagnosis of tubal endometriosis is not
always easily established; before proceeding to an IVF-ET procedure for infertility
management of the patients with endometriosis, bilateral tubal closure or salpingectomy
can be considered to decrease the chance for unwanted tubal implantations of transferred
embryos.
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