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ABSTRACT

A patient with a living lO-week old cervical pregnancy who desired to preserve fertility was successfully
treated with methotrexate, intraamniotic KClinjection and endocervical curettage. In the case of a living cer­
vical pregnancy even after 10 weeks, conservative treatment remains an option, although intensive manage­
ment and care should be given.
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INTRODUCTION

Cervical pregnancy is a very rare type of ectopic pregnancy. Its frequency is estimated as one
in 1,000 to 8,000 pregnancies. I) Through the recent development of diagnostic techniques such
as ultrasonography, most of these pregnancies can be diagnosed between 8 and 10 weeks of ges­
tation. However, delayed diagnosis may cause major hemorrhage and, subsequently, a hysterec­
tomy should be chosen as the final treatment for emergent cases.

To the best of our knowledge regarding living cervical pregnancies over 10 weeks old, only
three cases have been successfully managed with the conservative method in the past; uterine
artery embolization was chosen in two cases2,3) and actinomycin-D administration in one case.4)

In the present study, a women who bore a living lO-week old cervical pregnancy and desired to
maintain fertility was successfully treated conservatively with methotrexate chemotherapy,
intraamniotic KCI injection and endocervical curettage.

CASE REPORT

A 35-year-old woman (gravida 1, para 1) was seen at Okazaki City Hospital (Okazaki,
Japan), and was diagnosed with a lO-week old cervical pregnancy for which hysterectomy was
recommended. As she hoped to preserve her fertility, she was referred to Nagoya University
Hospital (Nagoya, Japan) for further consultation.

2Present address: Department of Obstetrics and Gynecology, Handa City Hospital, Handa, Japan
Corresponding author: Nobuhiko Suganuma, Department of Obstetrics and Gynecology, Nagoya University
School of Medicine, 65 Tsurumai-cho, Showa-ku, Nagoya 466, Japan
Tel: 052-744-2267

Fax: as above
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At the time of her admission, she had been asymptomatic other than amenorrhea for 10
weeks and 4 days. Pelvic examination by a physician revealed an enlarged uterine cervix. Ultra­
sonotomography demonstrated that the chorion frondosum and the entire gestational sac con­
taining a live fetus were located caudal to the uterine internal os with a crown-rump length of 36
mm which corresponded to exactly 11 weeks of gestation. At the time, the serum B-hCG level
rose to greater than 16,000 IU/L (Fig. 1).

After obtaining informed consent, a transvaginal ultrasound-guided injection of 2 ml of 4
mEq KCl into the fetus was performed on the second hospital day. Fetal cardiac arrest occured
immediately after this injection. An 18-gauge needle was inserted into the gestational sac to as­
pirate 5.5 ml of amniotic fluid, followed by an injection of 20 mg methotrexatell ml normal
saline. These treatments were performed under sedation with intravenous administration of 10
mg of diazepam and 15 mg of pentazocine. On the 2nd, 5th, and 7th days after the initial injec­
tion, a transvaginal ultrasound-guided injection of 20 mg of methotrexate was administered the
gestational sac. After these treatments, the serum B-hCG level declined to 3,200 lUlL (Fig. 1).

On the 9th day, the gestational sac became undetectable. The intramuscular injection of 20
mg methotrexate was performed daily for 4 consecutive days beginning on the 19th and 30th
days. Following these treatments, the serum B-hCG level fell to 28 lUlL (Fig. 1).

Because the size of the uterine cervix remained enlarged (77.8 X 68.6 mm as measured by
ultrasonotomography) on the 63rd day, an endocervical curettage was performed to remove the
degenerated necrotic villi which were examined histologically (Fig. 2). Since the serum B-hCG
level continued to be greater than 5 lUlL after the curettage, a third chemotherapy of intramus­
cular methotrexate was performed for 4 consecutive days beginning on the 96th day. Thereafter,

100

10

5

1

100,0001

10,000 -~

1,000 .~

~~--m
~

~~
~

120
days

100
tttt
MTX
(IM)

8060
if

curettage

40
tttt
MTX
(IM)

20
tttt

MTX
(IM)

0.1 +-----.--~-__r-~-___,r---~-,-----_,_-~-_,
o
tttt

MTX
(LI)

t
KCl
(LI)

Fig. 1. Serum B-hCG levels during the course of treatment. LI and 1M denote local and intramuscular
injections, respectively.
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Fig. 2. Histological findings of the tissues obtained by curettage. Chorionic interstic (arrowheads) and
trophoblasts (arrows) are shown. It is impossible to distinguish the syncytiotrophoblasts from cyto­
trophoblasts because of necrosis and degeneration. The infiltration of white blood cells (curved
arrows) are also shown around the villi.

the serum B-hCG level declined lower than 5 lUlL, and the size and shape of the uterine cervix
returned to a normal range gradually.

During the course of the treatments, transaminasemia was noted. The highest values of as­
parate and alanine aminotransferases were 170 KU and 207 KU (normal values are 10-38 and
5-35) respectively, and their values returned to the normal level without any treatment. How­
ever, there were no other drug side effects such as oral inflammation or myelosuppression. The
patient developed an infectious episode for which intravenous antibiotics were administered.
The causative agents were Escherichia coli and Enterococcus faecalis. After the second intra­
muscular administration of methotrexate (around the 40th day), the patient became febrile
(38SC). At that time, thrombocytopenia (97,000/L) and elevated fibrin degradation products
(16.0 [lg/mL) were noted. Her illness was diagnosed as a disseminated intravascular coagulation
(DIC). Anti-DIC treatment with gabexate mesilate and dopamin was given. Although she was
dyspneic with PaOz of 78.2 mmHg and SaOz of 93.9%, the dyspnea improved and arterial
blood gas analysis returned to normal after treatment. Profuse genital bleeding (> 1,000 g) oc­
curred during the first (day 90) and second (day 117) menstrual periods. The bleeding stopped
spontaneously without a blood transfusion. After the third menstrual period, no excessive bleed­
ing occurred.
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DISCUSSION

Usually, 50% of cervical pregnancy cases require hysterectromies because of a profuse, life­
threatening hemorrhage.5) To preserve fertility, treatment of a cervical pregnancy can be ap­
proached conservatively using methotrexate6) or actinomycin-D4

) chemotherapy, uterine artery
embolization,2) or oral etoposide.7) However, in these previous studies, conservative treatment
was restricted to those patients with a gestational period of less than 8 weeks or with a serum
B-hCG level lower than 10,000 IU/L.8,9) In the present case, we were able to treat a patient of
10 weeks' gestation with conservative therapy.

Of great importance is the selection of the appropriate therapeutic modality for conservative
treatment. Uterine artery embolization is more invasive than drug administration because of the
potential risk of distal ischemia due to inadvertent embolization of the distal vessels. Alopecia is
one of the major side effects of etoposide,7) which can cause significant psychological effects
particularly on young women, albeit temporary. Also, it is unknown how etoposide affects the
offspring, although methotrexate and actinomycin-D have been reported to be non-tera­
togenic. lO) Skin and subcutaneous necrosis takes place when actinomycin-D leaks from vessels,
and it should be dangerous to inject actinomycin-D directly into gestational sac. Moreover,
Feldman et al. II) reported that methotrexate administration in high doses had no adverse effect
on ovarian function. Methotrexate may cause liver dysfunction; however, the severity is related
to the dose of methotrexate, J2) and the side effects are not severe in most cases as long as the
standard dosage is used. Thus, we chose methotrexate administration for the treatment of cervi­
cal pregnancy in the present case.

Several clinical issues need to be discussed. First, it took as many as 130 days to recover a
normal sized cervix. The patient required careful management and substantial hospitalization.
Second, the patient suffered from infectious disease repeatedly. The source might have been the
degenerated necrotic cervical content caused by methotrexate injection because no further infec­
tion occurred after the evacuation of these infectious materials. Third, a critical DIC episode oc­
curred in the patient, followed by a severe infection. Alternatively, tissue thromboplastin from
the necrotic tissues might have leaked into the capillary flow, resulting in the DIe. The finding
of dyspnea occurring during the DIC supports this speculation, namely that the release of tissue
thromboplastin might have caused pulmonary embolization instantly, resulting in the dyspnea. 13

)

The etiology of the patient's hemorrhagic genital bleeding after recovering her menstrual
cycle is unidentified. Ultrasonographic examination indicated that the size of the cervix re­
mained enlarged when the profuse bleeding occurred. Thus, it is likely that the blood vessels in
the cervix were enriched and broken during menstruation. In fact, no extensive bleeding
occurred after the third menstruation when the cervix normalized in size.

Our case showed that it is possible to conservatively treat a living cervical pregnancy at 10
weeks' gestation with careful management. Also, our case demonstrates that informed consent is
vital whenever high risk therapy is undertaken.
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