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Summary 

Ectopic pregnancy is one of the most common and dangerous complications of the early pregnancy period. Until now diagnosis 
has been late because major symptoms occur after tubal rupture and so only demolitive surgery has been possible. At present, with 
the appearance of ultrasound in obstetrics an earlier diagnosis of this pathology can be made before tubal rupture so medical treat
ment has become possible. 

We treated a series of twelve patients with early ectopic pregnancy (9 tubal and 3 with no localized site of implantation) with 
intramuscular 0.5 mg/kg methotrexate and oral 0.1 mg/kg of folic acid (Citrovorum Factor) on alternate days, in the attempt to 
reduce hospitalization and obtain more effective and safer medical management. We observed a fall in serum B-HCG levels after 
one cycle of treatment in 11 out of 12 patients and after two cycles of therapy in the remaining case. Minimal side-effects were 
observed in four cases. Three pregnancies occun噜ed after treatment before the advised interval time and ended in blighted ovum. 
Methotrexate systemic therapy can be considered an elective treatment and a sufficiently safe management in early unruptured 
ectopic pregnancy when a good clinical selection of patients is performed. 
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Introduction 

Ectopic Pregnancy (EP) is one of the most common 
and dramatic complications of early pregnancy. It const卜
tues a major public health problem worldwide. In fact, 
sometimes, this pathology can be unrecognized and 
become a life-threatening condition [l, 2]. 

The incidence of this disease is progressively increasing 
all over the world and is calculated at about 1.2 percent in 
Italy [5]. Etiology of ectopic pregnancy includes mecha
nical (salpingitis, peritubal adhesions, developmental 
abnormalities of the tube, previous ectopic pregnancy, 
previous surgery on the tube, multiple previous induced 
abortions, tumors distorting the tube) and functional 
factors (external migration of the ovum, menstrual reflux, 
altered tubal motility and cigarette smoking) [3]. 

In recent years scientific knowledge has made real pro
gress in the early diagnosis of this disease, before tubal 
rupture, allowing a conservative choice of the affected 
tube by a pharmacological approach. Methotrexate admi
nistration, by its cytolitic effect on rapidly developing 
tissues like trophoblastic ones, is at present, the elective 
therapy for this pathology [6, 10, 14]. 

We treated early ectopic pregnancy with systemic 
methotrexate administration to test the effectiveness of 
this therapy and to reduce or eventually avoid tubal 
surgery and thus preserving its function. 

Material and Method 
Twelve consecutive ectopic pregnancies were treated with 

systemic administration of methotrexate at a dosage of 0.5 
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mg/kg via i.m. on days I, 3, 5, 7 and folic acid at a dosage of 
0.1 mg/kg orally on days 2, 4, 6, 8, in an effort to avoid injury 
to cells dividing more slowly than trophoblasts, as well as to 
minimize drug toxicity. 

All patients were normally ovulating women without endo
crine pathologies who had not undergone any pelvic surgery, 
had had no former ectopic pregnancy and had normal hemato
chemical parameters. Five of the patients were primigravidae 
and the other seven had had another pregnancy before. Mean 
age of the women was 26.2 years and the mean BMI was 23.6. 

The effectiveness of this chemotherapeutic association 
(methotrexate plus folinic acid on alternate days) was monito
red every two days by ultrasound transvaginal examination, 
complete blood count including platelet count and liver func
tion tests, and serum HCG titration. 

Inclusive criteria for the methotrexate systemic treatment were: 
I) Gestational Sac diameter less than 15 mm;
2) Serum B-HCG titration less than 1500 mU/UI;
3) Absence of haemoperitoneum;
4) Absence of liver problems and general alterations con

traindicating the use of the methotrexate. 
Ultrasound transvaginal examination was carried out by an 

Aloka SSD-500 scanner with a 5.0 Mhz transvaginal probe. 
Longitudinal, parasagittal and transversal scans of the gestatio
nal sac (measuring major diameters) and the endometrium 
along the uterine sagittal and transversal (at the level of the 
tubal angles) axis were done for each patient. 

Serum B-HCG titration was performed with a RIA kit stan
dard technique (RADIM Pomezia, Rome, Italy). 

Results 
Eleven of 12 patients obtained a progressive decrease 

of serum B-HCG levels of nearly zero (less than 10 
mUI/ml) within ten days after the onset of therapy with 
one cycle of treatment. Each patient was positive for 
serum B-HCG titration and ultrasonographically negative 






