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Abstract
Objective –To evaluate the safety of vaginal misopristol for second trimester  termination of pregnancy in women with scarred uterus.

Method- prospective observational study over one year period , women with second-d trimester termination  of pregnancy mainly for intrauterine death,27 cases had the procedure, misopristol introduced vaginally 200 microgram 12-hourly ,7 women who recruited had scarred uteri and 20 had no history of previous surgery .The outcome and the side effects of the two groups were observed.

Results- 1- There was  alonger average time taken for termination  in the scarred uterus group when compared with the non scarred group..

2-No extra tablets  were required for scarred group  with an average of 2 tablet 400 microgram in both group.

3-Other side effects such as nausea, vomiting, diarrhea, fever, and pain were not significantly different for both group.

4- There was no  major complication during the study including rupture uterus.

Conclusion- Intra-vaginal misopristol is clinically effective  and safe for second trimester termination of pregnancy.The use of misopristol in scarred uterus must be done with caution and a larger trial is required to prove safety.

الخلاصة
دراسة سريرية هدفها بيان فاعلية وسلامة عقار الميزوبرستول عند استعماله عن طريق المهبل في انهاء الحمل في الثلاث شهور الوسطى من الحمل في النساء الواتي لديهن عملية  قيصرية سابقة  ( واحدة او اكثر ) في الرحم. تضمنت الدراسة (27)امراة حامل مابين 14-26 اسبوعا ادخلن مستشفى بابل للولادة والاطفال-  قسم النسائية  والتوليد لغرض انهاء الحمل بسبب الاسقاط المنسي او موت الجنين داخل الرحم  مع وجود تشوهات خلقية. قسمت العينة الى مجموعتين الاولى ممن لديهن عملية قيصرية سابقة وكان عددهن (7) والثانية وعددها( 20 ) اللاتي  لم تجرى لهن  عملية قيصرية . اعطي  200 مايكروغرام من عقار الميزوبرستول مهبليا  لكلتا المجموعتين كل 12 ساعة  وبمعدل 4 جرع كحد اعلى. اظهرت الدراسة  ان عقار الميزوبرستول .له فعالية  كبيرة   في كلا المجموعتين حيث ان نسبة النجاح وهى التخلص من محتويات الرحم بصورة كاملة  دون الحاجة الى التداخل الجراحي كانت عالية( او استعمال طرق اخرى مساعدة لانهاء الحمل) وافرزت الحاجة الى استغراق وقتا اطول  للمجموعة الاولى مقارنة بالمجموعة الثانية.كما ان المضاعفات الجانبية كانت قليلة او معدومة .
Introduction
Termination of pregnancy is removal of pregnancy without any expectation that the fetus will  survive. The gestational limit is determined by legal status in each country  and varies considerably. In some countries it is possible to terminate pregnancy at any gestation.

Although abortion related mortality and morbidity increase significantly as gestation advanced, induction of abortion after 14 weeks of gestation is associated with sharp rise in the rate of complication and in consequent medical care.

The objective of any method of pregnancy termination are to provide safe acceptable technique for both patient and staff, cause the lowest risk possible for future health, fertility and pregnancy outcome.

In 2nd  trimester it has been reported to be associated with 3-5 times higher morbidity and mortality risk than termination in 1st trimester, moreover there is considerable controversy about which  method is safest, produce least number of complication, the least amount of stress for the patient and is most cost effective. (Jone et al.,1995).
Drugs commonly used for termination are oxytocin,mifpristone,methotroxate and prostaglandins. Prostaglandines are most common agents used to terminate the pregnancy in the  2nd trimester either alone or after pretreatment with mifpristone.

The synthetic analogue are more suitable for use, PGE and F are used for 2nd trimester abortion. Sulprostone(PGE2 analogue), Gemoprost (PG1analouge), Misopristol (synthetic analogue of naturally occurring PGE1).The drug administered orally for treatment and prevention of gastric ulcer,It has also become an important drug because of its uterotonic and cervical ripening effect.(Obstet, Gyn 2001) (5)
Methods of termination of pregnancy

There are various  methods  for termination pf pregnancy in 2nd trimester  which can be of either surgical or medical. Surgical termination of pregnancy present increasing hazard proportionate to the gestational age, this is because the fetal parts are bigger and the risk of tearing the cervix or damaging the uterus is greater. The most widely used surgical methods are

1-Dilatation and curettage.

2-Catheter and ballon.

3-hysterotomy

4-Hygroscopic and mechanical dilators. Medical methods  are frequently used , they are

1-Oxytocin.

2-Mifpristone

3-Methotroxate.

4-prostoglandins (PGs), Misoprostol is one synthetic analogue of naturally occurring PGE1.This trial is done to evaluate the safety of this drug in terminating 2nd trimester abortion in scarred uterus, The scope of comparing  the drug with other methods of termination of pregnancy is beyond our aim in the present trial. (Jone et al.,1995)
Pharmacokinetic of Misopristol
Misopristol is manufactured as an oral preparation ,it is rapidly absorbed from gastrointestinal tract and converted to active  metabolite-misopristol acid–plasma concentration of which peaks in approximately 30 minutes and decline thereafter, it is metabolized in the liver and is excreted mainly in urine, smaller amounts of metabolites are excreted in the feces via billiary elimination .

Side Effects
The side effects are related to dosage and include:

1-Gastrointestinal: diarrhea, abdominal pain, nausea, vomiting, dyspepsia and constipation, it is  self limiting, and dose related, it can be reduced   by giving the drug after meal and at bed time and avoiding co-adminstration of antacids.   

2-Gynecological

    spotting ,cramps, hypermenorrhea, mensterual disorder, dysmenorrhea and post menopausal  bleeding                                 

3-various  adverse events as body aches ,fever ,rigor, bronchospasm, arthralgia, myalgia, palpitation,  hypotension.(Collins et al .,1985) (5)
Advantage of misopristol
Misopristol has the advantage over other PGs used for termination of pregnancy, these are

-It is supplied in tablet form.

-Does not required refrigeration.
-It is available and cheap.

-Has less serious side effects.

Routes of administration
1-oral route :-   It is associated with rapid onset of action. Peak plasma  concentration is achieved in aboute 30 minutes then decline   rapidly, the systemic bioavailability of oral dose is one third   that of vaginal  dose.             

2-Vaginal route :- Vaginal administration results in slower increase and lower  peak plasma concentration of misopristol acid than oral but  concentration of misopristol acid peaked in 1-2 hours then   slowly decline.  (Herabuta  and Prasertswat 1999)          

3- intracervical :- Although this route is considered excellent, the administration of the   drug required skill and instrumentation.(Arrnsson et al., 2004) 
Aim of the study
The objective of the study is to evaluate the safety of vaginal misopristol for second trimester termination of pregnancy in women with scarred uterus.

Materials and methods
This was a prospective observational study over one-year  from May 2007toApril 2008 at the Department of Obstetric and Gynecology in Babylon maternity teaching hospital, ,women attending this hospital seeking termination of pregnancy for both fetal and maternal indication , All were in gestational age between 14-26 weeks gestation ,27 cases had this trial with clear indication for termination of pregnancy, the indication was (Cabonell  et al.,1998)
*Missed abortion.

*Intrauterine fetal death.(common obstetric problem, which  may be complicated by psychological problems, infection and consumption coagulopathy. Although asignificant number of these patients go in labor within several weeks, others do not, for those group the drug was used.)
*Fetal congenital anomaly.{(only dead gestation) as anencephaly, other major heart defects, the dead gestation are selected for medico-legal aspects, as selective termination  of viable pregnancy are forbidden in our community}
*Medical maternal indication.(only dead gestation)

Medical indication for abortion have narrowed with advances in perinatal care. All mothers  included in this trial were all healthy  ,young below 30 years of age with only two had medical termination because of moderate pre-eclampsia, and had  intrauterine death as a complication of that. All patients proved to have intrauterine death by repeated ultrasound evaluation in the department of radiology of the same hospital, all had at least 3 reports documented the death of the present gestation. All had combined antibiotic maintenance regimen before, during and after the treatment as infection is common complication as we mentioned, no other adjuvant drug used with the misopristol and no other method of termination was used neither before no after the treatment. All patients had a written consent for their agreement for the use of the drug.
Results
1-there was  a longer  average time taken in the scarred uterus   group for abortion to happen but was not significant (21.6 +18.4hours versus7.8 +13.1hours). (p=0.738)

2-The majority of women with scarred uterus70.1 % (5out of 7) aborted within 24hours compared with 75%  in non-scarred  uterus group (15 out of 20).                 

3-No extra tablets  were required for women with scarred   uterus ,with the average of 2tablets (400micrgram) in both  groups.      

4-Other side effects such as nausea, vomiting, diarrhea, fever  and pain were not significantly different in either group   although  more analgesia was required in women with scarred   uteri.                 

5-Only 2 patients in scarred uterus, compared with7 of non  scarred, had retained product of conception needing    evacuation. There was no major complication during the   study  including uterine rupture.  
Comparison in time in both groups

	Group
	         Mean
	             SD
	          Pvalue

	G1
	          21.6
	              18.4
	           =0.738

	G2
	           17.8
	               13.1
	            =0.738


Discussion
Second trimester termination of pregnancy with previous uterine scar has always been a challenge. No method have been proven to be the best and new techniques are needed.

Misopristol has become a major method used for pregnancy termination and has used world wide. However, the experience of misopristol use in the second trimester with previous uterine scar is very limited with only a few small case series. (Diskinson, 2005). In this study the sample size is small but the outcome was successful, All patients aborted in less than 24 hours,  no extra than 2 tablets were needed .

Karger AG ,2005 reported a case of uterine rupture at 26 weeks gestation following fourth dose when he use the drug in patient with previous scar in a dose of 200microgram every 3hours, the patient had vaginal bleeding with sever contraction, she underwent emergency laparotomy and the uterus was repaired. (Nayki Umit  et al., 2005 ).
Daptone, 2003reported successful termination in 85 patients in their second trimester with one prior section , he use 2 regimens of misopristol  vaginally , in one group he use 600 micro grams, and another group he use 800 microgram, both ended by abortion with no complication, it was the largest series to date the use of the drug in second trimester abortion in prior section. (Daptone  et al ., 2007).
Saipin Pongsatha & Theera Tongsong 2006, mentioned in their study of 17 patients in their second trimester with previous caesarean section,they received 400mcg intravaginally every 6 hours, they had 100% success rate, though they get 2 0f patient had an abortion time more than 48hours. (Saipin Pongsatha, Theera Tong song, 2006). 
Herabutta and et al assessed the safety of vaginal misopristol for second trimester pregnancy termination with prior cesarean section,he use however  bigger dose of 600mcg to 800 mcg every 6-12 hours, he had same result of successful outcome (Herabutya  et al .,2003 ).
Conclusion
In conclusion , this small  study indicated that vaginal misopristol of 400mcg was effective for the second trimester pregnancy termination and resulted in good outcomes. its use can avoid invasive procedure such as dilatation and  evacuation or hysterotomy .However , the safety of misopristol in the scarred uterus cannot be assumed from the present study. A larger series is needed to gain this confidence.
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