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INTRODUCTION

- Ectopic pregnancy is still the major cause of maternal mortality in the first
trimester of pregnancy and accounts for approximately 10% of maternal
deaths (Malatyalioglu E 2006)

- Modern diagnostic methods now permit early recognition of most ectopic
pregnancies. Contemporary treatments are more conservative than in the
past. The focus of attention has shifted from emergency surgery for the
control of life threatening hemorrhage to medical treatment aimed to
avoiding surgery and preserving reproductive anatomy and fertility (Speroff
L and Marc A.2005)

- The CA-125 tumor marker is a cell-surface antigen derived from the
surface coelomic epithelium, including the mucosa of the entire female
genital tract and the germinal epithelium of the ovaries the fetal chorion,
amniotic fluid and maternal deciduas also have been shown to contain
significant amounts of CA-125 protein. Serum CA-125 levels are increased
early in pregnancy and immediately after birth.

(Bredanic M 2000)

- Ectopic pregnancy is a unique situation in which maternal extra uterine
compartments are exposed to fetal tissues. In normal intrauterine pregnancy,
ruptured and unruptured tubal ectopic pregnancies, there are contradictory
reports investigating the dynamics and comparison of maternal serum CA-
125 levels. (Schmidt T, et al. 2001)

- Reports of Witt et al. and Kobayashi et al. showed very low CA 125 values
in the serum of patients with ectopic pregnancy compared to those with
normal intrauterine pregnancy or miscarriage.

(Schmidt Tet. al. 2001)

- Sadovsky et al 1991. reported that women with ectopic pregnancies have
elevated serum CA-125 levels compared to those with intrauterine
pregnancies.

- In intact tubal ectopic pregnancies , expectant or managed with medical
treatment , the increase of C A 125 levels in the serial measurements could
be a supplementary test for an early diagnosis of tubal rupture

( Malatyalioglu E 2006 )
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- Predantic M 2000 reported that the use of CA-125 levels as an adjunct-o
serial beta-hCG levels shows promise as a means for differentiating tubal
abortion from viable ectopic pregnancy.

- Methotrexate was first introduced for the management of ectopic
pregnancies in the 1980s. It i1s a cytotoxic drug that binds to the enzyme
dihydrofolate reductase, which is involved 1n the synthesis of purine
nucleotides. As a consequence it interferes with DNA synthesis and
disrupts cell multiplication. 1t can be used both synthesis and locally for the
treatment of both tubal and non-tubal ectopic pregnancies.

(Kirk et al. 2006)

- Among methotrexate regiments, a single dose (50 mg/m?) of intramuscular
methotrexate, which was first described by

Stovall et al 1991. is the most commonly used one because of its simplicity
and convenience for both clinician and patient. (Dilbaz S et al 2006.)




AIM OF THE WOKK

The aim of this study 1s To evaluate the use of C A 125 in the assessment
of conservative medical treatment of ectopic pregnancies with single dose
of methotrexate




MATERIALS AND METHODS

1- Patients

This descriptive study will be carried out at the causality-and outpatient
clinic of Obstetric and Gynecology in Ain Shams University Maternal
Hospital .

(study group):

Includes 15 patients with undisturbed ectopic pregnancy.who will be
managed by conservative medical treatment with single dose of
methotrexate All patients will subjected to (1) history taking, (2) general,

abdominal and local examinations , (3) investigations as : transvaginal
U\S and quantitative 3 HCG.

Exclusion criteria :

(1) patients with any lesion known to increase serum C A 125 will be
excluded from this study . This includes

1-Acute or chronic pelvic infection
2- Endometriosis

3- Benign ovarian cysts

4- Uterine leiomyomas

5- Endometrioma

6- Renal diseases

7- Smokers _ _ . T b VUV("'



(2) Contraindications to methotrexate treatment :
l- Breast feeding . .
2- Overt or laparotormy evidence of immunodeficiency
3- Alcoholism, alcoholic liver disease," or other chronic liver-disease

4- Preemstmgbleed dyScr331as such as bone nrarrow hypoplasia ,
leuc0pema thrombocytopenla or 31gmﬁcant anemra

S- Known sensrtwrty to methotrexate
6- Active pulmonary disease.
7- Peptic ulcer disease .

8- Hepatic , renal , or hematological dysf'unctien :

A3) patient who don't fit the inclusion criteria for conservative
‘medical treatment of ectOplce pregnancy described below:

1- The patient is hemodynamtcally stable reliable, and
compliant
'2- Ultrasono graphy should fall to find an intrauterine
pregnancy = o
3- The ectoplc pregnancy measures 4 cm or less in 1ts greatest
diameter . SRR -
4- There 1s no evidence of rupture of the ectopic pregnancy
- 5- Pre treatment serum hCG concentratlon less than 5000




Prior to methotrexate treatment

1. Rhogam (will administered) if patient is Rh — negative and greater
than 8 weeks gestation .

2. Baseline liver and renal function tests , complete blood and platelet
counts will be obtained .

Patient instructions
The following are avoided until HCG titers are negative alcohol use,

sexual imercourse, and the use of folic acid containing vitamins.
~ * Before medical treatment 8 hCG and CA 125 will be measured

Single dose methotrexate protocol

Day 1: = Baseline studies | ,
Methotrexate SOmg/m? intramuscular.

Day4:  HCG titer, and CA125 titer
Day 7 : HCG titer, and CA125 titer

Complete blood and platelet count

Liver and renal function tests.
Weekly : HCG titer until neﬁgative and CA12S.

Methotrexate is administered a single-dose if the serum p -hCG
declines 15% or more between days 4 and 7. thereafter, B -hCG
concentration are monitored on a weekly basis until levels
become undetectable if the serum f -hCG dose not

declines by more than 15% a second dose can be given .




° 2. Blood samples and biochemical assay:

* Blood samples will be withdrawn by routine vein puncture at time of
admission to the hospital and should be free of haemolysis.

——

» The collected sample will be assayed quantltatlvely for matemal serum
CA 125 by ELISA. method.

. The collected sample will be also assayed quantltatnvely for maternal
serum ﬁ-hCG by ELISA method : -

3. Statistical analySIS:

Data will be collected, tabulated and analyzed statistically.
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