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Abstract

Aim: Although non-tubal ectopicpregnanciesrepresent 5% orless of all ectopic pregnancies, they account forapproximately
20% of the mortalities attributed to ectopic gestations. Diagnosis and management of non-tubal ectopic pregnancies are
clinically challenging and the treatment alternatives have traditionally included major surgical procedures, which affect
future fertility. The aim of this study was to establish the incidence of non-tubal ectopic pregnancies in a tertiary unit in
Turkey and to elucidate any differences that may discriminate patients from those with tubal ectopic pregnancy.

Material and Method: This was a retrospective review of cases; comparing patient features and special investigation
in patients with tubal and non-tubal ectopic pregnancies. The records of the 197 histologically confirmed ectopic
pregnancies and two cervical and one term abdominal gestations were analyzed.

Results: Eleven of 200 (5.5%) ectopic pregnancies were found to be non-tubal and the remaining 189 were tubal
pregnancies. There was no significant difference between non-tubal and tubal ectopic pregnancies except for vaginal
bleeding and rectal pain symptoms. Vaginal bleeding and rectal pain were observed significantly more frequent in the
non-tubal group (p=0.004 and 0.016, respectively).

Conclusion: Non-tubal location may be considered in patients with the suspicion of ectopic pregnancy especially if there
are vaginal bleeding and rectal pain.
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Non-tubal ectopic pregnancies
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Amag: Non-tubal ektopik gebelikler tim ektopik gebeliklerin %5 veya daha azini olustursa da ektopik gebelige bagh
olimlerin yaklasik %20’sinden sorumludurlar. Non-tubal ektopik gebeliklerin klinik olarak tani ve tedavisi zordur ve tedavi
secenekleri geleneksel olarak gelecekteki fertiliteyi etkileyecek temel cerrahi prosedirleri icermektedir. Bu ¢alismanin
amaci, Tirkiye’de bulunan tglincti basamak bir merkezdeki non-tubal ektopik gebeliklerin insidansini tespit etmek ve bu
hastalari tubal ektopik gebeliklerden ayirt edebilmemizi saglayacak olasi farkliliklari ortaya koymaktir.

Gereg ve Yontem: Bu calismada olgular retrospektif olarak taranarak tubal ve non-tubal ektopik gebeliklerdeki hasta
ozellikleri ve 6zel incelemeleri kiyaslanmistir. Histolojik olarak dogrulanmis 197 ektopik gebelik, iki servikal ve bir term
abdominal gebelik olgusunun kayitlari analiz edilmistir.

Bulgular: ikiyiiz ektopik gebelik olgusunun 11’i (%5.5) non-tubal, 189’u tubal ektopik gebelik seklinde tespit edilmistir. Non-
tubal ve tubal ektopik gebelikler arasinda vajinal kanama ve rektal agri semptomlari disinda anlamli bir fark bulunmamistir.

Vajinal kanama ve rektal agri non-tubal grubunda anlamli sekilde fazla géralmustur (sirasiyla, p=0.004 ve p=0.016).

Sonug: Ektopik gebelik siiphesi olan bir hastada 6zellikle vajinal kanama ve rektal agri mevcutsa, non-tubal lokalizasyonun

olabilecegi akilda tutulmalidir.

Anahtar kelimeler: Non-tubal; ektopik gebelik; vajinal kanama; rektal agri.

Introduction

Ectopic pregnancy is any pregnancy in which the fertilized
ovum implants outside the intrauterine cavity (1,2). Ectopic
pregnancy accounts for 2% of all pregnancies, 3-10% of ectopic
pregnancies are non-tubal (3-5), and constitutes 4-9% of all
maternal deaths in developed countries (6). The increased use
of assisted reproduction techniques has been accompanied
by an increase in ectopic pregnancies of unusual locations (7).
Non-tubal implantations most frequently occur in the ovaries,
cervix, abdominal cavity, uterine interstitium, rudimentary
uterine horn, and between the leaves of the broad ligament.
The literature also includes reports of the vaginal, cesarean scar

and heterotopic pregnancies (8, 9).

Although non-tubal ectopic pregnancies represent 5% or less of all
ectopic pregnancies, they account for approximately 20% of the
mortalities attributed to ectopic gestations (10). Available reports
indicate that we may not have been equally successful in the
diagnosis and management of non-tubal ectopic pregnancies such
as tubal ectopic pregnancies (11). Diagnosis and management of
non-tubal ectopic pregnancies are clinically challenging, and the
treatment alternatives have traditionally included major surgical

procedures, which affect future fertility (8).

The aim of this work was to establish the incidence of non-tubal

ectopic pregnancies in a tertiary unit in Turkey and elucidate
any differences that may discriminate patients from those with

tubal ectopic pregnancy.
Material and Method

This study was based on hospital records from the Department
of Obstetrics and Gynecology at Dr. Zekai Tahir Burak Women's
Health Education and Research Hospital, Ankara, Turkey. We
reviewed the histologically confirmed ectopic pregnancy case
notes retrospectively for a 3-year period and patients were
excluded in the absence of histological confirmation of ectopic
pregnancy. The tubal and non-tubal groups were compared in
terms of demographic features, historical predisposing factors,
presenting symptoms and signs, B-HCG levels, characteristics of
hemoglobin concentration and clinical findings. This study protocol
was approved by the ethical committee of Dr. Zekai Tahir Burak

Women'’s Health Education and Research Hospital, Ankara, Turkey.

Data were stored and analyzed by using SPSS (Statistical
Package for Social Science; release 10.0) for Windows. Variables
were tested with the Kolmogorov-Smirnov test with Lillieofor’s
significance correction for normal distribution. Normally
distributed data were expressed as means * standard deviation
and data that was non-normally distributed were expressed

as the median and interquartile range (IQR) for descriptive
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statistics. To compare the groups; Student’s t-test was used
for normally distributed data, while the Mann-Whitney U test
for non-normally distributed data and X? test was used for
the categorical data (Fisher’s exact test was used where the

frequencies were less than 5 in > 20% of cells). The level of

pregnancies were found to be non-tubal and the remaining 189
were tubal pregnancies. The non-tubal pregnancies consisted
of 4 (2%) ovarian, 1 (0.5%) abdominal, 2 (1%) cervical, 1 (0.5%)
intraligamentary, 2 (1%) cornual and 1 (0.5%) heterotopic

pregnancies.

statistical significance was set at 0.05. B-HCG

hemoglobin concentration,

Demographic features, levels, characteristics of

Results historical predisposing factors

A total of 223 patient records were identified and twenty-three and presenting symptoms of two groups are shown in Table

patients were excluded from the study because of incomplete 1. No significant difference was found with respect to these

data and the lack of histological confirmation. The records of parameters between the groups (p>0.05) except for the vaginal

the 197 cases of histologically confirmed ectopic pregnancies bleeding and rectal pain. The vaginal bleeding and rectal pain

and two cervical and one term abdominal gestations were symptoms were observed significantly more frequent in the

non-tubal group (p=0.004 and 0.016, respectively).

analyzed retrospectively. Eleven of 200 (5.5%) ectopic

| Non-TubalPregnancies(n=11) | TubalPPregnancies (1=189) | _ pvalues |
laboratoryresuts | | | |

Rectalpain | 3(273%) | 8(42%) | 0016° |

The most common abdominal findings in both groups were
abdominal distension (71.7% in the non-tubal group and
63.5% in the tubal group), abdominal tenderness (81.8% in the
non-tubal group and 76.2% in the tubal group), and rebound
tenderness (54.5% in the non-tubal group and 57.1% in the

3

tubal group). There was no significant difference between the
groups (p>0.05).

Demographic and clinical features, ultrasonographic findings,
and the treatment modalities of the 11 non-tubal ectopic

pregnancies are shown in Table 2 in detail.
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Clinical symptoms on
admission

n |Age|GA Initial USG Findings

-Abdominal pain
-Missed period
-Syncope
-Nausea/ Vomiting

-Abdominal pain
-Vaginal bleeding
-Missed period
-Syncope

-Rectal pain

abdomen

-Abdominal pain
-Palpitation
-Syncope
-Pre-shock

in the left adnexa

-Abdominal pain
-Vaginal bleeding
-Urinary tract symptoms

. tional sac at left adnexa
-Rectal pain

-Vaginal bleeding
-Missed period

22 mm left ovarian cystic lesion

Free fluid accumulation in the

42x24 mm hematoma formation

CRL 12 mm, FHR (-) intrauterine
gestation and 13x8 mm gesta-

CRL 7,2 mm FHR (+) embryo,
with a gestational sac of 22 mm | Cervical pregnancy
in cervix

Non-tubal location Treatment

Left ovarian pregnancy | MTX followed by laparoscopy

Right ovarian pregnancy

(ruptured) Laparotomy

Left cornual pregnancy

(R Laparotomy

Heterotopic pregnancy
(intrauterine and left
ovarian pregnancy)

Laparotomy

Intraembryonic KCI + MTX
and systemic MTX

GA: Gestational age, USG: Ultrasonography, CRL: Crown-rump length, FHR: Fetal heart rate, KCL: Potassium chloride, MTX: Methotrexate.

Discussion

In this study, our primary aim was to establish the incidence of
non-tubal ectopic pregnancies, the second aim was to compare
the non-tubal ectopic pregnancies with the tubal ones. The
incidences of the non-tubal pregnancies were found to be
2% for ovarian, 0.5% for abdominal, 1% for cervical, 0.5% for
intraligamentary, 1% for corneal and 0.5% for heterotopic
pregnancies in the current study. These ratios were not

consistent with the literature. The incidence for ovarian
pregnancies is approximately 3% of all ectopic pregnancies (12);
for interstitial pregnancies 2.5% of ectopic pregnancies (12); for
cervical pregnancies incidence accounting for less than 1% of
all ectopic pregnancies (8, 13); for abdominal pregnancies 1.3%
of ectopic pregnancies (12); and for the remaining heterotopic
ectopic pregnancies, an incidence of 1/3-4000 pregnancies

(14). Since patients were excluded in the absence of histological
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confirmation of ectopic pregnancy, our incidences may be over
or under estimated. Here, the different ratios might be explained
by the study population’s different demographic characteristics.
Although the small sample size and unequal number of groups
were our main limitations, this study included a group of Turkish
women admitted to a tertiary hospital for three years which were
the strengths of our study. Prevalence of ectopic pregnancies
may be different due to many factors including ethnicity, culture,

religion, sexual behavior, and contraceptive usage.

In the current study, among the presenting symptoms, the
vaginal bleeding and rectal pain symptoms were observed
significantly more frequently in the non-tubal group than in the
tubal group. Here, a higher incidence of rectal pain and vaginal
bleeding in the non-tubal group is probably important. There
had been a few reports of ectopic pregnancy presenting as rectal
pain (15-17). Most cases were secondary to abdominal ectopic
pregnancy, with a few cases due to interstitial ectopic pregnancy
(18, 19). The pathogenesis of rectal pain in ectopic pregnancy
is not clear but probably involves both trophoblastic villous
invasion of the bowel wall and infection (15, 16). In the current
study, the rectal pain was frequently observed in non-tubal
patients with ruptured ectopic pregnancies which might be due
to Douglas pouch irritation. This condition may explain the rectal
pain. On the other hand, the higher incidence of vaginal bleeding
in non-tubal ectopic pregnancy when compared to tubal may
be explained by delayed diagnosis and frequently ruptured
condition of non-tubal ectopic pregnancies. Furthermore, we
speculate that inadequate space for gestational development
in the implanted area may cause more vaginal bleeding,
especially in cervical and cornual pregnancies. However, further

investigations are needed to clarify this subject.

Ectopic pregnancy is still the most common cause of first-
trimester maternal deaths (6). In Turkey, the maternal mortality
ratio has decreased to 16.4/100.000 live births in 2010 from
28.5/100.000 live births in 2005 and it has been published that
the mortality rate from ectopic pregnancy was 0.9%. (20,21).
In our study, there was no maternal death due to ectopic
pregnancy. Confidential inquiries into maternal deaths (CEMD)
make extensive efforts to identify all maternal deaths and the
United Kingdom has the longest history of CEMD, dating back to
the 1950s. The eighth report of the CEMD in the United Kingdom
has been published in 2011 (22). In that report, there has been
a decline in mortality rate from ectopic pregnancies, although
the incidence of ectopic pregnancy remained unchanged. The

mortality rate from ectopic pregnancy has almost halved from

an estimated 31.2 (95% Cl 16.8-57.9) per 100000 estimated
ectopic pregnancies for 2003-2005 to 16.9 (95% ClI 7.6-37.6)
for 2006-2008 (p=0.23) (22). This decline in mortality rate may
be explained by advances in ultrasound technology and the
development of specialized early pregnancy assessment units
over recent years has led to an increase in the early diagnosis of
ectopic pregnancies. Despite this, patients may still present late
in pregnancy and the diagnosis always needs to be suspected
in women admitted with a positive pregnancy test and
hemorrhagic shock (11). On the other hand, with the suspicion
of ectopic pregnancy, the clinician should keep in mind the
unusual ultrasonographic features of tubal as well as non-tubal
pregnancies (23).

A large body of literature describes associations and risk factors
for ectopic pregnancy in the long run (24-26). However, there
is no study comparing risk factors and clinical symptoms for
ectopic pregnancies in non-tubal locations because of low
incidence. To the best of our knowledge, the present study is
the first report in the literature that evaluates and compares
non-tubal ectopic pregnancies. Based on the current study,
it was demonstrated that there was no significant difference
exhibited in clinical findings between the non-tubal and tubal
ectopic pregnancies, except for vaginal bleeding and rectal
pain symptoms. These results may help the clinicians in the
diagnosis process. However, our study had some limitations.
The first limitation was our small sample size and the unequal
number of groups, so it is difficult to suggest changes in clinical
practice based on this sample size. The second limitation was
our retrospective design and incomplete data for some cases,
therefore possibly introducing some degree of bias. But there
can be no randomized controlled studies about this topic, but a
system including national or international online registration of

patients may be valuable in the follow-up.
Conclusion

The incidence of non-tubal ectopic pregnancy was 5.5%
(11/200) among ectopic pregnancies and vaginal bleeding,
rectal pain symptoms were observed significantly higher in
the non-tubal group. These findings may discriminate non-
tubal ectopic pregnancies from the tubal ones. But the small
number of non-tubal ectopic pregnancies and one center-
based retrospective study design were our main limitations and
so how these findings will add something to clinical practice
remain uncertain. Further studies with larger case series are

needed to clarify this subject.
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