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Introduction

Ectopic pregnancy occurs in about 1% of pregnant
women. It is the leading cause of maternal mortality in the first
trimester (Centers for Disease Control and Prevention. ;1995)

It is the result of implantation of a fertilized ovum in a
location other than the endometrium ( Latchaw et al., , 2005) .
Ninety-eight percent of ectopic pregnancies occur in the
oviducts of these tubal pregnancies, 70% are ampullary, 12%
are isthmic, 11% occur within the fimbriae, and 2% are
interstitial. Ectopic pregnancy not involving the fallopian tubes
are comparably rare, with 1.4% being abdominal, 0.15%
cervical, and 0.15%ovarian (Heinberg 2010).

The classic triad of symptoms of ectopic pregnancy
includes abdominal pain and vaginal bleeding after a period of
amenorrhea (Kaplan et al., 1996). These are nonspecific findings
that are also present in threatened or spontaneous abortions ( Xiao
et al., 2005). The most common gestational age at time of
diagnosis is 6 to 10 weeks, but ectopic pregnancy can be
discovered until time of delivery (Della et al., 2003).

The most common signs of ectopic pregnancy include
normal to slightly enlarged uterus, pelvic pain with cervical
manipulation, and palpable adnexal mass. However, no
combination of physical examination findings can reliably
exclude ectopic pregnancy (Gracia et al., 2001).



The management of ectopic pregnancy can be expectant,
medical (by methotrexate), or surgical. The choice depends on the
clinical circumstances, site of ectopic pregnancy, and serum J
hCG levels. Expectant management is used only in those with low
and declining serum B hCG levels. Spontaneous resolution of
ectopic pregnancy has been reported in 47.7-69.2% of cases
(Shalev et al., 1995).

Methotrexate is a folic acid antagonist which inhibits de
novo synthesis of purines and pyrimidines, thereby interfering
with DNA synthesis and cell proliferation. Secondary to its
effect on highly proliferative tissues (e.g trophoblast),
methotrexate has a strong dose-related potential for toxicity. Side
effects include stomatitis, conjunctivitis, gastro-enteritis,
impaired liver function, bone marrow depression, and
photosensitivity. When methotrexate is given systemically, it can
be given in a fixed multiple-dose intramuscular regimen or in a
single-dose regimen. The fixed multiple-dose regimen is derived
from the treatment of gestational trophoblastic disease described
by Goldstein (Goldstein et al., 1976) and Bagshawe (Bagshawe
etal., 1989).

Success rates of methotrexate in the treatment of ectopic
pregnancy have been reported to range from 63%-94% after a
single dose (50 mg/m2) delivered by i.m. injection (Stovall et
al., 1993). Success rates may vary depending on patient
selection criteria as well as differences in management.
Selection criteria used have depended upon the patient’s
hemodynamic status, desire for future fertility, and ability to
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comply with follow-up care; size of the ectopic pregnancy (3.5
cm on ultrasound) and absence of a fetal heart motion on
ultrasound (Glock et al., 1994).

The human chorionic gonadotropin (hCG) has been
identified as an accurate marker of trophoblastic tissue vitality
and, in clinical practice, has been widely used to reveal
persistence (Stovall et al., 1993).

The original protocol for monitoring women treated for
an ectopic pregnancy with single-dose methotrexate (MTX)
was to measure their beta human chorionic gonadotropin (B-
hCG) levels on the day of treatment (also referred to as day 1
[D1], D4 and D7( Stovall et al., 1991) .

Therapy was considered successful if the patient was
clinically stable and her B-hCG level decreased by >15%
between D4-D7 and then decreased to O in the next several
weeks (Stovall et al., 1993). .

If the patient was clinically stable, but there was <15%
decrease in the D4 and D7 B-hCG levels, a 2nd MTX dose on
D7 was recommended.

Declining 3-hCG values of at least 20% between days 1
and 4 during methotrexate treatment have been associated with a
positive predictive value of 97% for treatment success. In
addition, absolute measurements of B-hCG values on day 4 after
methotrexate injection have not been found to be predictive of
success after single-dose therapy (Gabbur et al., 2006).
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Aim of the Work

The purpose of this study is to evaluate beta human
chorionic gonadotropin (B-hCG) levels between days 1 and 4 as
a predictor of methotrexate therapy success for ectopic
pregnancy in comparison to the usual method of evaluating the
success which compare day 7 and day 4.



PATIENTS AND METHODS

A prospective study will be conducted at Ain shams hospital that

will evaluate postreatment BhCG levels of 50 patients with ectopic
pregnancy who will be treated with single-dose methotrexate therapy.

The definitive diagnosis of ectopic pregnancy will be made when
patients have positive B-hCG titers that are associated with
visualization of gestational sac outside of the uterus by TVUS

A presumptive diagnosis of ectopic pregnancy will be made when
patients have B-hCG levels above the discriminatory zone (1500-
2000 IU/L) with the absence of an intrauterine pregnancy by TVUS
or abnormally rising plateauing B-hCG titers below the
discriminatory zone that is associated with TVUS findings that are
suggestive of ectopic pregnancy(complex adnexal mass and/or free

fluid in peritoneal cavity).

All patients will be subjected to :

History( Patient age, race, obstetric and gynecologic history)
Physical examination

laboratory values before and after treatment specifically serum [3-
hCG levels on dayl, 4, and7 after methotrexate therapy

TVUS findings will be also recorded.

If a less than 15% decline in hCG titer is observed between days 4
and 7 , a second dose of methotrexate(50mg/m2) will be given on
day 7



e |fa 15% or more decline in hCG titer occurs between days 4 and7,
follow the patient weekly until hCG falls below 10miu/mi

Inclusion criteria for the study were
e Patients confirmed to have ectopic pregnancy
e adnexal mass <3.5 cm
e Negative fetal cardiac activity.
Exclusion criteria included
e Hemodynamic instability
e Signs of an acute abdomen

e [-hCG value>10, 000 1U/m
e Abnormal baseline hematologic, renal, or hepatic laboratory value

Sample size justification

Sample size was calculated using Epilnfo® version 6.0, setting the
power 3 at 80% and the significance levelo at 0.05 .Data from a
previous study , indicated that decreasing B-hCG values between days
1 and 4 after methotrexate administration is highly predictive of
success (Agostini et al., 2007), Calculation according to these values
produced a minimal sample size of 50 case



Statistical analysis:

e Statistical analysis SPSS program will be used for data analysis as
follow:

Description of quantitative variable: mean + SD, Description of
qualitative variable as numbers and percentage

Appropriate statisitical test will be used according to type of
data
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