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/ ABSTRACT \

Background: Misoprostol has been used for cervical priming before suction evacuation in early pregnancy failure. The
procedure widely accepted and practised. we evaluate the efficacy of misoprostol in intracevical solution form v/s vaginal
tablet form for cervical priming before suction evacuation. Methods: A prospective clinical trial was carried out in 200
women presenting with early pregnancy failure between period of gestation (6-12 wks) who were sequencially allocated to
two groups of 100 each. Both group received 200ug misoprostol 1 hr prior to suction evacuation by either solution or tablet
form. Results: Demographically both groups are similar for all period of gestation. misoprostol solution significantly
improve cervical dilatation (p<0.001) with reduced suction evacuation period compare with tablet form. No major
complication occurs in ether groups. Conclusion: The solution form is an effective alternative to tablet form of misoprostol
of cervical priming. To the best of our knowledge this may be the first study to compare the efficacy of misoprostol in
intracervical solution form vs intravaginal tablet form for cervical priming before suction evacuation.

\Keywords: Early pregnancy, Cervical priming, misoprotol, Intracervical solution form, Intravaginal tablet form and suctioy
evacuation.

INTRODUCTION

Early pregnancy failure is one of the most common
entity in pregnancy, the obstetrician meet in day t
day professional life. Up to 50% of conception, up
15% of clinically recognised pregnaniy2-6%of
pregnancy with detectable fetal heart rate ended in
failure. It will affect one in 4 women during thédiie
time. Historically D&C was the commonly
acceptable treatment option for early pregnancy
failure. Though medical abortion is the other aptio
Now a days misoprostol mifepristone available to
the field, Still D&C is the worldwide acceptable
procedure for early pregnancy failure. The
combination of mifepristone and misoprostol is one
of the most effective regiméf.

Many times the procedure become difficult as the
cervix is unyielding. To make the cervix primed
(soft & dialatable), dinoprostole gel &recently
misoprostole is being applied intravaginally. Vaso
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studies available to evaluate the efficacy of
misoprostol in various route (buccaly, orally,
intravaginally). But this study is design to corrgar
between application of misoprostole intravaginally,
tablet form and solution form. The effect of
misoprostole on cervical priming have been
extensively studied. Pharmakokinetics studies have
shown that misoprostol is readily absorbed after
sublingual, buccal, vaginal, rectal administration.
But data are lacking on the pharmacokinetics aa int
vaginal misoprostole in solution form.

Misoprosol is widely used in obstetrics for medical
abortion, cervical priming and induction of lab&tr.

¥ It is a prostaglandin E1 analogue originally
developed for the treatment of peptic ulcer. It was
licenced for oral use, however vaginal adminishrati
become more popular & widely used for medical
abortion & cervical priming. Many clinical studies
have found that vaginal administration is more
effective than oral administratidif! There has been
suggestive evidence showing that absorption through
the vaginal route is inconsistence and absorption
could be improved by adding water/NS to the
misoprostol tableét®* It was not uncommon to find
that the majority of the misoprostol tablet wadl sti
not completely dissolved several hours after vdgina
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administratio***® As the misoprostol tablet is
soluble in water so this study was desingned to
evaluate the efficacy of misoprostol in solutiomfio
The aim of this prospective comparative study was
to assess the efficacy of intra vaginal misopratol
tablet form vs solution form for cervical priming i
management of early pregnancy failure.

MATERIALSAND METHODS

200 patients attending to the OPD having early
pregnancy failure (missed abortion, incomplete
abortion) and viable pregnancy(<12 wks) requesting
for termination were recruited in to the study dgri
the period from March 2017 to February 2018.
These 200 women were recruited for surgical
evacuation (S/E). The study was approved by the
ethics committee of the Hi-Tech Medical College &
Hospital, Rourkela & Shanti Memorial Hospital &
IVF Center, Rourkela.

Inclusion criteria were healthy women who were
pregnant (<12 wks) and women with early
pregnancy failure desires for surgical evacuation.
Women with history of allergy to misoprostol and
major medical problem were excluded from the
study.

The patient was randomized by computerised
randomisation schedule. 200 ug of misoprostol table
placed in posterior fornix or 200 ug of misoprostol
solution instilled to cervical canal by 10 ml syal

hr prior to the procedure. The diameter of the
cervical canal measured with hegar dialator, advers
events and any complication were recorded and
compared between the two groups.

The diameter of the cervical canal was assessed by
negociating no.6 or no.8 hegar’'s dilators with
minimal pressure through cervical canal to a distan
of 3 cm. The cervical diameter and shatching pitesen
or absent was evacuated by one physician (the co
author MP).The vagina of each patient was cleansed
by the on duty physician to remove any remaining
fragments of the tab & solution, Prior to the PI
(principal investigator) assessing the cervical
priming to maintained the blindness of the study.

The cervical diameter and snatching (present or
absent) was the primary outcome of the study. These
condary outcome was any treatment emergent
advere effect.

For the statistical analysis was computed by uaing
two-tailed test with an level as 0.05 and a 95%
power.

RESULTS & DISCUSSION

No significant difference observed between the two
groups with respect to age, age parity,
socioeconomic profile, religion, gestational age, n
of previous abortion [Table 1]. Preoperatively, ofit
200 patients who were given misoprostol in solution
form or intravaginal tablet form, 20(20%) vs 18

(18%) had spotting before the procedure and
(12%) vs 10 (10%) complain mild spasmodic pa
None of them had heavy bleeding or passage
conceptus during the waiting period. No pt repor
nausea, vomiting, diarrhoea, during pre-operat
period. 3(3%) patient in solution form comparg
with  (2%) in oral form developed feve
(temp>100°F) after the completion of procedure.
single experienced investigation (MP) conducted
the case of suction evacuation. The initial ceitvi
dialatation of both groups ranged from 0-12
[Table 2], with the solution group have signifidgnt
higher median value than tablet group. (10+2.8 mm
vs 8+2.3mm respectively, p<0.001). The duration of
procedure ranged from 2-6 min (4.4+1.5 min) for the
solution group compared with 2.5 -7min (5.2+1.8
min) for the tablet group [Table 2]. The solution

group having a lower overall mean procedure period.
For the operating surgeon suction evacuation was
easier in solution form than tablet form. No major

complication occurs either of the two groups.
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Table 1: Demogr aphic profile Patient characteristics.
Variables Tablet Vaginal significance
form solution
(n=100) form
(n=100)
Maen age+SD 25.6x2.5 26.8+3.4 Not
significant
Range (years) 17-38 18-38
Mean parity 3.8+2 3.5+2.0
range P1 -6 P1-6
Mean G.A (wks) 7.9+2.1 8.0+1.8
range 6-12 6-12
Religion (hindu) 48(96%) 46(92%)
Lower 47(94%) 47(94%)
socioeconomic
status
Previous abortion 20(40%) 16(32%
Table 2: Pretty operative period.
Tablet form Solution form
Vaginal spotting 18[18%)] 20[20%]
Mild spasmodic 10[10%)] 12[12%)]
pain
Table 3: Intra operative parameter
POG (6- Tablet Solution significance
12wks) | form(n=100) | form(n=100)
Initial
dialation
Median(10 10+2.8 8+2.3 P<0.001
mm)
Range(0- 0-12 0-12
12)
Mean 4+1.5 52418 0.024
time(min)
To
complete
the
procedure
sle

Post operatively side effect was noted in both gsou
their profile is mentioned in [Table 6]. Incidencg
nausea 2% in solution group 1% in tablet group,
vaginal bleeding was within normal limit in both
groups. There was no episode of diarrhoea, vomiting
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in both groups. There was mild rise of temperaturé.
2(2%) in solution group 3(3%) in tablet group.
Patient acceptability of medication similar in both
groups. 36 patient out of 200 had a previous tyisto ,
of abortion. During follow up 7 days, 1 month none
of the patient had any major complain, 6 patients
complain low backache, 10 patients complain mild>.
intermittent spotting.

Table 4. Comparison between two groups.

Misoprostol tablet Misopr ostol solution 6.
form(n=100) form(n=100)
Snatching Present Absent Presen Absent
(38)38% (62)62% (32)32% (68)68%6 .
Table5: Post-operative period
Misoprostal Misopr ostal
Tablet Solution
200ug(n=100) 200ug(n=100)
Post medication 5.10+1.75 5.60+1.69 8.
dialatation(mm) (0-10) (2-10)
Cervical tear 0 0
Repaired cervix 0 0
Uterine perforation 0 0 9.
Table 6: Treatment emergent adver se effect
Variables Tablet 200ug Solution 200ug
Nausia 3 3 10.
vomiting 0 0
fatigue 4(13.3) 6(20)
Abdominal 17(56.7) 19(63.3) 11.
pain(cramp)
Vaginal bleeding 10(33.3) 9(30)
dizziness 6(20) 3(10)
diarrhoea 7(23.3) 1(3.3 12.
Oral temp$37°c) 1(3.3) 1(3.3)

Misoprostol may be administered by various routesi3.

oral, vaginal, rectal and sublingual. In generag t
vaginal route appears to be as effective as ther.oth
Intra vaginal application of misoprostol for cemdic
priming before suction evaluation is a widely
accepted procedure. This study we tried to evaluate
the efficiency of misoprostol in intra cervical
application in solution form. We found the dilagati

and procedure is easier in solution group tharetabl
group.it needs further study to evaluate the effect

CONCLUSION

This comparative study was between the application
of intracervical misoprostol (200ug) in solutionrfo
and intra vaginal misoprostol in tablet form (20Pug
The study shows comparable side effect in both the
groups but cervical priming is better in solution
group and the procedure is little bit easier withou
any major complication in solution form. It needs
further study for better co-relation.

REFERENCES

Wood, S. L. & Brian, P. H. Medical management ofsed
abortion: a randomized clinical trial. Obstet Gywie®9, 563—
566 (2002).

Borgatta L, Kapp N. Labor induction abortion in thecond
trimester. Contraception. 2011;84(1):4-18.

World Health Organization (1993) Termination of gmancy
with reduceddoses of mifepristone. Br. Med. J., 332-537.
El-Refaey, H., Calder, L., Wheatley, D.N. and Tegbmh, A.
(1994) Cervical priming with prostaglandin E1 anedg,
misoprostol and gemeprost. Lancet, 343, 1207-1209.
El-Refaey, H., Rajasekar, D., Abdalia, M., Calder,and
Templeton, A. (1995) Induction of abortion with apfistone
and oral or vaginal misoprostol. N. Eng. J. Me®2,3983—
987.

Ngai, S.W., Tang, O.S., Lao, T., Ho, P.C. and MaK.H
(1995b) Oral misoprostol versus placebo for cehddatation
before vacuum aspiration in first trimester pregyarHum.
Reprod., 10, 1220-1222.

Ngai, S.W., Au Yeung, K.C., Lao, T. and Ho, P.C998)
Oral misoprostol versus mifepristone for cervicdhtdtion
before vacuum aspiration in first trimester nultpss
pregnancy: a double blind prospective randomizedystBr.
J. Obstet. Gynaecol., 103, 1120-1123.

Ho, P.C., Ngai, S\W., Liu, K.L., Wong, G.C.Y. ancd,
S.W.H. (1997) Vaginal misoprostol compared with | ora
misoprostol in termination of second trimester pewy.
Obstet. Gynaecol., 90, 735-738.

Ashok, P.W., Penney, G.C., Flett, G.M.M. and TengpigA.
(1998) An effective regimen for early medical atmmt a
report of 2000 consecutive cases. Hum. Reprod.2982—
2965.

Carbonell, J.L.L., Varela, L., Velazco, A. and fadez, C.
(1997). The use of misoprostol for termination airlye
pregnancy. Contraception, 55, 165—-168.

Carbonell, J.L.L., Varela, L., Velazco, A., TandR.,
Cabezas, E. and Sanchez, C. (1999) Early abortittn800
nug of misoprostol by the vaginal route. Contracepti69,
219-225.

Zieman M, Fong SK, Benowitz NL, Banskter D, Darriy.
Absorption kinetics of misoprostol with oral or vaal
administration. Obstet. Gynecol. 1997;90:88-92.

Singh K., Fong YF, Prasad RN, Dong F. Does an @cidi
medium enhance the efficacy of vaginal misopro&iplpre-
abortion cervical priming. Hum. Reprod. 1999;143-68637.

g.
®)
o
Q
2
=
Ro
®
3
g
Q
<

How to cite this article: Das SR, Pattanaik M. Comparision
between the Intracervical Route (Solution form) and
Intravaginal Route (Tablet Form) Misoprostol Administration
for Cervical Priming in Early Pregnancy Failure. Ann. Int.
Med. Den. Res. 2018; 4(4):0G13-OG15.

None declared

Source of Support:  Nil, Conflict of Interest:

Unnals of Intewnational Medical and Dental Reseanch, Vel (4), Tssue (4)

Page 15



