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Summary

Ozet

Objective: To determine the safety and efficiency of prostaglandin

E1 (misoprostol) in the termination of mole hydatidiform in
comparison to hysterectomy and suction curettage.

Material and Methods: From May 1997 to August 2000 42

women who were diagnosed as mole hydatidiform by ultra-
sonographic examination and serum BhCG measurement.
After establishment of the diagnosis, patients were divided
into three groups and treated as follows at Harran University
Faculty of Medicine, Department of Obstetric and
Gynecology. 8 women (Group I) were treated by simple hys-
terectomy, 16 women (Group II) underwent suction curet-
tage and 18 women (Group III) received prostaglandin E1 to
remove the mole hydatidiform. In this group once Bishop
score was determined by a sterile speculum, the patients
were administered 800mg (four tablet of 200mg for each)
misoprostol (Cytotect, Searle) intravaginally in the posterior
fornix. Two additional doses of 800mg misoprostol were re-
peated at 6th and 12th hours if no change in Bishop score
was noted. Three methods were compared in terms of com-
plication rates including hemorrhage, postevacuation respi-
ratory insufficiency, persistent trophoblastic disease, tox-
emia of pregnancy, infection and the need of blood transfu-
sion.

Results: In Group I, one patient received 3 units of blood transfu-

sion. None of the patients in this group developed postmolar
trophoblastic disease and had toxemia of pregnancy. Two pa-
tients (25%) developed infection after the operation. In
Group 11, four patients received a total of 10 units of blood
transfusion, two patients (12.5%) in this group developed
postmolar trophoblastic disease and infection was noted in
two patients (12.5%) one of which was present at admission
and the other after abortion, three patients (18.75%) had tox-
emia of pregnancy. In one patient uterine perforation oc-
curred, diagnosed by laparoscopy and managed conserva-
tively. Two patients experienced acute pulmonary insuffi-
ciency (12.5%). In Group I1I, four patient (22.22%) received
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Amagc: Mol hidatidiformun tedavisinde prostoglandin E1 analogu-

nun (misoprostol) etkinligini ve giivenilirligini arastirarak,
histerektomi ve "suction" kiiretaj ile karsilastirmak.

Materyel ve Metod: Mayis 1997 ve Agustos 2000 tarihleri

arasinda ultrasonografik olarak ve BhCG oOl¢liimii ile tani
konulan 42 hasta arastirmaya dahil edildi. Taninin histopa-
tolojik olarak dogrulanmasini takiben, hastalar 3 gruba
ayrilarak Harran Universitesi Tip Fakiiltesi Kadin
Hastaliklar1 ve Dogum Klinigi'nde tedavi edildi. Fertilite
arzusu olmayan tireme donemini tamamlamis olan I. grupta
yer alan 8 hastaya histerektomi uygulanirken, fertilite
arzusu olan II. grupta yer alan 16 hastaya "suction" kiiretaj,
lclincli grupta yer alan 18 hastaya ise prostoglandin El
uygulandi. Bu grupta steril bir spekulum ile Bishop skoru
degerlendirildikten sonra, 800mg (200mg 4 tablet) miso-
prostol (Cytotect, Searle) arka fornikse uygulandi. Bishop
skorunda degisme olusmamis ise 6.c1 ve 12.ci saatlerde
doz iki kez 800mg olarak tekrarlandi. Tedavi gruplari;
transfiizyon gereksinim, toksemi, solunum yetmezligi, kana-
ma, enfeksiyon ve persistan trofoblastik hastalik acisindan
karsilagtirildi.

Sonuglar: Birinci grupta bir hastaya 3 iinite kan transfiizyonu

yapildi. Birinci gruptaki higbir hastada postmolar tro-
foblastik hastalik ve gebelik toksemisi izlenmedi. Tki hasta-
da (%25) histerektomiyi takiben enfeksiyon gozlendi. Tkin-
ci grupta yer alan 4 hastaya toplam 10 iinite kan transfiizy-
onu yapilirken, 2 hastada (%25) postmolar trofoblastik
hastalik, 2 hastada da (%12.5) enfeksiyon, 3 hastada da
(%18.75) gebelik toksemisi izlendi. Bir hastada uterus per-
forasyonu olustu, laparoskopik olarak tant dogrulandi ve
konservatif olarak tedavi edildi. Tki hastada (%12.5) akut
pulmoner yetmezlik izlendi. Ugiincii grupta 4 hastaya
(%22.22) toplam olarak 9 iinite kan transfiizyonu yapildi.
Iki (%11.11) hastada tam1 konulma aninda enfeksiyon
izlenirken, {i¢ hastada (%16.66) postmolar trofoblastik
hastalik olustu. Ug hastada (%16.66) gebelik toksemisi
mevcuttu. Bu grupta yer alan hicbir hastada pulmoner yet-
mezlik izlenmedi. Bu hastalardan 6'sma (%33) iiglincii doz
misoprostol'e ragmen molar gebelik bosalmadig1 i¢in "suc-
tion" kiiretaj uygulandi. Molar gebeligi atamayan 3 hastada
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a total of 9 units of blood transfusion. Three patients
(16.66%) developed post molar trophoblastic disease, two
patients (11.11%) had infection at admission and three pa-
tients (16.66%) had toxemia of pregnancy. None of these pa-
tients experienced acute pulmonary insufficiency. Six of
these patients (33%) failed to deliver the mole after the third
dose of vaginal misoprostol and underwent suction curettage
of uterus. Three of six patients who failed to deliver the mole
developed uncontrolled bleeding and needed emergent blood
transfusion and suction curettage.

Conclusion: This study points out that, misoprostol may be used
in the termination of molar pregnancy with close observation
and with subsequent revision curettage.

Key Words: Mole hydatidiform, Hysterectomy,
Suction curettage, Misoprostol
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THE EFFECTIVENESS AND SAFETY OF MISOPROSTOL IN THE TERMINATION OF MOLAR PREGNANCIES

Karar: Bu calisma, molar gebeligin sonlandirilmasinda yakin
takip ve revizyon kiiretaj ile misoprostol uygulanabilirligine
dikkat cekmektedir.

Anahtar Kelimeler: Mol hidatidiform, Histerektomi,
"Suction" kiiretaj, Misoprostol
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Gestational trophoblastic neoplasia is among one of
the rarely encountered human malignancies that can be
cured even in the presence of widespread metastasis. It in-
cludes a spectrum of interrelated tumor, mole hydatidiform,
invasive mole, placental cite trophoblastic tumor, and
choriocarcinoma that has a varying propensity for local in-
vasion and metastasis (1). Mole hydatidiform literally
means a shapeless mass of watery vesicles. Mortality rate
associated with mole hydatidiform decreased from 15% to
1.5 % in 1930's by the advent and application of oxytocin
in the treatment and safety of blood transfusion (2).

The techniques used to remove mole hydatidiform in-
clude; sharp or suction curettage, induction of labor with
oxytocin or prostaglandins and hysterotomy or hysterecto-
my (3). In 1966 Bransdes et al. first reported the use of suc-
tion evacuation curettage for molar pregnancy (4). Since
then this form of management has become the primary
method for terminating molar pregnancies.

Recently, the application of prostaglandins in the ter-
mination of normal and abnormal pregnancies has been a
very common procedure. Misoprostol (Cytotec, Searle), a
methyl ester of prostaglandin E1 that is additionally meth-
lylated at C-16, which is being marketed as to prevent
and/or to treat peptic ulcer disease, has been shown in sev-
eral studies to be an effective myometrial stimulant of the
pregnant uterus (5,6) by selectively binding to EP-2 /EP-3
prostanoid receptors (7).

Material and Methods

From May 1997 to August 2000, 42 women who were
diagnosed as mole hydatidiform by ultrasonographic exam-
ination and BhCG measurement, all of which was con-
firmed by histopathologic evaluation, was included in the
study. After establishment of the diagnosis, the patients
were divided into three groups and treated as follows at
Harran University Faculty of Medicine, Department of
Obstetric and Gynecology.
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Group I included 8 patients whose ages were over 40
years and who did not have fertility desire. Hysterectomy
was the selected procedure to perform in this group of pa-
tients.

Group II included 16 patients in the reproductive age
and demanded fertility to be preserved. In this group suc-
tion curettage was performed. After achievement of intra-
tracheal anesthesia, the cervix was gently dilated to allow
passage of a 12-14 mm canula just through the internal cer-
vical os. The anesthetic agents causing uterine wall relax-
ation were not used in order to avoid perforation.
Continuous oxytocin infusion and uterine massage were
used simultaneously with suction curettage to make uterus
contracted and to improve hemostasis. After suction curet-
tage had been completed, a sharp curret tegemex was used
to completely remove the trophoblastic tissue. These tissues
were submitted separately for pathologic examination.

Group III included 18 patients of reproductive age and
as group II who desired to remain fertile. In this group once
Bishop score was determined by a sterile speculum, the pa-
tients were administered 800mg (four tablet of 200mg for
each) misoprostol (Cytotect, Searle) intravaginally in the
posterior fornix. Two additional doses of 800mg misopros-
tol were repeated at 6th and 12th hours if no change in
Bishop score was noted. No more than three doses was re-
peated. Each patient in this group received pretreatment
with both an antiemetic (metoclopramid) and an anti-diar-
rheic (loperamid). If abortion was not achieved within 18
hours of the therapy, then vacum aspiration was performed
(Table 1).

A large-for-dates uterus was arbitrarily considered to
be a large-for-dates if the uterine size was 4 weeks larger
than the predicted uterine size according to the last men-
strual period. Similarly, a uterine size 4 weeks smaller than
the predicted gestational week was considered as small-for-
dates. If the uterine size was between these two ranges, it
was interpreted as consistent with dates. Additionally for
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Table 1. Clinical characteristics of the patients
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Group I Group II Group III
n=2_8 n=16 n=18

Mean Age 434 24.1 26.7
Mean uterine size (weeks) 16.2 18.3 17.8
Consistent with dates n/% 4/50% 1/6.25% 2/11.11%
Large for dates n/% 2/25% 12 /75% 14/ 77.77%
Small for dates n/% 2/25% 3 18.75% 2/11.11%
Fertility desire - + +

Table 2. Complications encountered

Complication Group I, n =8 Group II, n=16 Group 111, n=18
n/% n/% n/%
Postmolar trophoblastic disease -/ 0% 2/12.5% 3/16.66%
Infection 2/25% 2/12.5% 2/11.11%
Toxemia -/ 0% 3/18.75% 3/16.66%
Blood transfusion 1/12.5% 4/25% 4/2222%
Pulmonary insufficiency -1 0% 2/12.5% -1 0%
Uterine perforation -1 0% 1/6.25% -1 0%

clinical purposes, detection of a uterus at or above the lev-
el of the umbilicus, provided evidence as the presence of a
pregnancy consistent with a gestation of > 20 weeks.

Baseline arterial blood gas was obtained in the view of
the risk of trophoblastic embolization. A diagnosis of respi-
ratory insufficiency was based on clinical findings as
tachypnea, hypoxia, chest X-ray changes consistent with
pulmonary edema and need for supplemental oxygen as ev-
idenced by arterial blood gas measurements. Infection was
considered in the presence of a temperature above 38.3°C.
Post molar trophoblastic disease was diagnosed on the ba-
sis of existence of a plateau in serum BhCG levels for 3
weeks (four values) or existence of a rise in serum BhCG
levels over a 2-weeks period (three values) or the detection
of metastasis.

Results

Group I. Eight women underwent hysterectomy as
the primary therapy for hydatidiform mole. The mean age
of these women was higher than the other two groups (43,4
years versus 24.1 and 26.7 respectively). The mean uterine
size in this group was 16 weeks gestational age, ranging
from 13 to 20 weeks. Four of them (50%) were consistent
with dates, two of them (25%) were large-for-dates and two
of them (25%) were small-for-dates. One patient received
three units of blood transfusion. None of the patients in this
group neither developed postmolar trophoblastic disease
nor had toxemia of pregnancy. Two patients developed in-
fection after the operation and treated as such with imple-
mentation of intravenous antibiotics.
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Group II. In this group of 16 patients in which suction
curettage was performed, the mean uterine size was 18,3
weeks gestational age, ranging from 13 to 24 weeks. Only
1 uterus (6.25%) was consistent with dates. 12 (75%) were
large for dates and 3 (18.75%) were small-for-dates. Four
patients received a total of 10 units of blood. Two patients
in this group developed postmolar trophoblastic disease.
Infection was diagnosed in two patients, one of which was
diagnosed at the admission and the other emerged after the
abortion. Three patients had toxemia of pregnancy. During
the procedure uterine perforation was encountered in one
patient in which the diagnoses was also approved by la-
paroscopy and managed conservatively. Two patients expe-
rienced acute pulmonary insufficiency both of which also
received blood transfusion and had toxemia of pregnancy.
All of the patients in whom complication was experienced
had uterine size of > 20 weeks.

Group III. Eighteen women received misoprostol
therapy for termination of molar pregnancy. Six (33.33%)
of these patients failed to expulse the trophoblastic tissue in
spite of the third dose of intravaginal misoprostol and un-
derwent suction curettage of the uterus. Three of the six pa-
tients who failed to deliver the mole, developed uncon-
trolled bleeding and needed urgent blood transfusion. The
size of uterus of these three patients ranged from 20 to 24
weeks. The mean uterine size in this group was 17.8 weeks
gestational weeks ranging from 14 to 22 weeks. Two of
them (11.11%) were consistent with dates, 14 of them
(77.77%) were large-for- dates and 2 of them (11.11%)
were small-for-dates. Four patients received a total of 9
units of blood transfusion. Three patients (16.66%) devel-
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oped post molar trophoblastic disease. Two patients
(11.11%) also had infection at admission and three patients
(16.66%) had toxemia of pregnancy. None of these patients
experienced acute pulmonary insufficiency. Among the pa-
tients with a large-for- dates uterus, seven of them experi-
enced complication all of which had a uterine size of > 20
weeks (Table 2).

Discussion

The termination of mole hydatidiform has long been a
challenging gynecological problem around the world. Both
surgical and non-surgical modalities have been associated
with significant complications. Even it is sometimes asso-
ciated with serious complications such as perforation and
severe hemorrhage, suction evacuation curettage of the
uterus has been the most widely applied modality for the
treatment of mole hydatidiform. Oxytocin administration is
often insufficient to induce effective uterine contractility in
these patients (8).

Recently, many clinical studies using prostaglandin
analogues in labor induction and medical abortion indicate
that administration of prostaglandin analogues may offer
advantages over the conventional methods used for termi-
nation of molar pregnancy. Although, there has been great
interest on the use of prostaglandins for terminating hyda-
tidiform mole, this had not gained widespread acceptance.
The most feared subject is that the induction of uterine con-
traction against an undilated cervix could theoretically in-
crease the risk of hematogeneous trophoblastic dissemina-
tion (3). Additionally, it was recommended that this method
may have the potential of causing an incomplete evacuation
and significant blood loss subsequently performing suction
curettage inevitable (9).

Patients with respiratory insufficiency present a strik-
ing clinical picture and it is difficult to pinpoint the precise
cause. The factors typically considered to be responsible are
trophoblastic emboli, fluid overload, cardiac failure due to
toxemia of pregnancy, hypertyroidism and tromboem-
bolism. A serious complication of a molar pregnancy is
massive trophoblastic embolization which can lead to acute
cardiorespiratuory failure and subsequently death (10). A
more frequent complication is acute pulmonary edema
which is reported to vary between 11 to 22% of the cases
(11). Several observations suggest that the symptoms are
related to deportation of the trophoblastic tissue that oc-
cludes small vessels which causes pulmonary hypertension.
The first observation is trophoblastic embolism which ap-
pears to be common even in normal pregnancy ,although it
usually does not become clinically manifest (12). Second,
large mononuclear and multinucleoted cells were recovered
from samples of pulmonary artery blood aspirated from pa-
tients with mole hydatidiform in whom significant hemo-
dynamic instability or pulmonary compromise did not oc-
cur (13). And the third, trophoblastic tissue was identified
in pulmonary artery blood samples of women with molar
pregnancy complicated by hypoxemia (14) Trophoblastic
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embolization that is severe enough to cause pulmonary
symptoms is quite rare and seems to be related with the
amount of tissue deported. Clearly, the patients at the great-
est risk are those with uterus greater than 16 weeks gesta-
tional age. Schlerth et al. reported that acute pulmonary in-
sufficiency is more common after evacuation of a uterus
greater than 16 weeks or larger, and pulmonary complica-
tions was reported in up to %15 of women with hydatidi-
form moles of 20 weeks gestational age or greater (9).

Two of our patients had pulmonary insufficiency after
four hours from the suction curettage. It can not be conclud-
ed as the method of evacuation took role in the occurrence of
respiratory insufficiency. Because both patients had toxemia
and transfused a total of six units of blood. Additionally these
two patients had a uterine size greater than 20 weeks.
Interestingly, none of the 18 patients who received misopros-
tol developed this problem despite uterine stimulation is be-
lieved to may cause trophoblastic embolism.

The use of oxytocin has been criticized by Braga and
Chun, who suggested that these drugs might promote em-
bolization of molar vesicles and increase the risk of resid-
ual trophoblastic disease (15). However, this argument is
only theoretical. In Singapore where oxytocin was used to
be applied (it has been replaced by prostaglandins), residual
trophoblastic disease or coriocarcinoma were developed in
14,8% of the patients, which is comparable to the rates re-
ported elsewhere (16). In our study, five patients developed
postmolar trophoblastic disease, two of which was treated
by suction curettage and three was treated by misoprostol.
It was reported that medical induction with prostaglandins
has two to three-fold risk of persistent trophoblastic disease
(17,18). Flam et al. reported that 61.7% of the patients in
whom medical intervention was implemented, developed
persistent trophoblastic disease, which was 35,2% in the
control group (19). However when corrected for uterine
size (>15weeks), it was observed that medical method had
been used equally in both groups. In our study four of the
five patients (80%) developed postmolar trophoblastic dis-
ease had a uterine size >20 weeks, and the other (25%) had
a uterine size of 18 weeks. Therefore we conclude that the
risk of residual disease is not increased by oxytocin or
prostaglandins and the development of persistent tro-
phoblastic disease depends more on the uterine size than the
method of uterine evacuation.

Four women who received misoprostol and failed to
deliver molar pregnancy required a total of 9 units of blood
transfusion, four women who underwent suction curettage
received 10 units of blood transfusion and one women who
underwent hysterectomy needed 3 units of blood transfu-
sion. It is difficult to conclude from these results whether
any mode of evacuation takes advantages over the others in
terms of decreasing blood loss. However, evacuation by
prostaglandins with a fear of sudden uncontrollable bleed-
ing during stimulation seems justifiable, since three of the
patients who failed to deliver molar pregnancy developed
uncontrollable bleeding after the third dose of misoprostol.

T Klin Jinekol Obst 2001, 11
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In the light of this observation, patients intended to be treat-
ed by prostaglandins require close observation for a rela-
tively longer duration of an average induction-abortion time
of 8.3 hours (range, 5 to 12 hours). On the other hand, the
average time required for complete evacuation of the uterus
by suction curettage was 30 minutes ranging from 15 to 45
minutes.

Elective hysterectomy was performed in 8 women
who completed childbearing. The mean age in this group
was higher than the others (43,4 years versus 24.1 and 26.7
respectively). For older patients, this may be the treatment
of choice if fertility is not desired. Town et al. reported that
the risk of persistent trophoblastic disease might be as high
as 37% for patients over 40 years depending on the select-
ed treatment modality (20). With hysterectomy, the risk of
persistent trophoblastic disease was reported to decrease
from 20% to 3,5% (21-23). In our study, none of the pa-
tients who underwent hysterectomy neither developed per-
sistent trophoblastic disease nor experienced acute pul-
monary complication. Bearing these specific facts in mind
hysterectomy continues to be a legitimate option for man-
agement of mole hydatidiform.

The results of the present study indicate that use of
misoprostol in termination of mole hydatidiform does not
increase the risk of hemorrhage, pulmonary trophoplastic
embolization and persistent trophoblastic disease. But when
considering this modality, close follow up of these patients
are mandatory because of the risk of uncontrollable hemor-
rhage. It may be used as an alternative treatment of mole
hydatidiform in patients with fertility desire, with close sur-
veillance during stimulation and requires subsequent revi-
sion curettage anyway in all cases. As a result medical in-
duction with misoprostol, prior to surgical evacuation of
mole hydatidiform is an advisable procedure.

REFERENCES

1. Berkowitz RS, Goldstein DP. The management of molar pregnancy
and gestational trophoblastic tumors. In Knapp RC, Berkowitz RS,
eds. Gynecologic Oncology, 2th ed. New York: MacMillan, 1993:
328-38.

2. Sherman JT. Study of 78 patient with hydatidiform mole. Am J Surg
1935; 27:237-44.

3. Peter G. Rose. Hydatidiform Mole: Diagnosis and Management.
Seminars in Oncology 1995; 22(2):149-56.

4. Brandes JM, Grunstein S, Pretetz A. Suction evacuation of uterine
cavity in hydatidiform mole. Obstet Gynecol 1966; 28 :689-91.

5. El-Rafaey H, Rajasekar D, Abdalla M, Calder L, Templeton A.
Induction of abortion with mifepristone (RU486) and oral or vagi-
nal misoprostol. N Engl J Med 1995; 332:983-7.

T Klin J Gynecol Obst 2001, 11

Hasan KAFALI ve Ark.

6. Merrell DA, Koch MAT. Induction of labor with intravaginal miso-
prostol in 2nd and 3rd trimester of pregnancy. S Afr Med J 1995;
85:1088-90.

7. Senior J, Marshall Sangha R, Clayton JK. In vitro characterization
of prostanoid receptors on human myometrium at term pregnancy.
Br J Pharmacol 1993; 108:501-6.

8. Christensen NJ, Bygdeman M. The use of prostaglandins for termi-
nating abnormal pregnancy. Acta Obstet Gynecol Scand Suppl
1983; 113:153-7.

9. Schlaerth JB, Marrow CP, Montz FJ et al. Initial management of
hydatidiform mole. Am J Obstet Gynecol 1988; 158:1299-1306.

10.Cohle SD, Petty CS. Sudden death caused by embolization of tro-
phoblast from hydatidiform mole. J Forensic Sci 1985; 30
(4);1279-83.

11.0rr JW, Austin JM, Hactch KD et al. Acute pulmonary edema as-
sociated with molar pregnancies :a high risk factor for development
of persistent trophoblastic disease. Am J Obstet Gynecol 1980;
136:412-5.

12.Douglas GW, Carr TL, Cullen NM, et al. Trophoblast in the circu-
lating blood during pregnancy. Am J Obstet Gynecol 1959; 8:960-
73.

13.Twinggs LB, Phillips GL. Documentation of subclinical tro-
phoblastic embolization with invasive cardiac monitoring in a
woman with a molar pregnancy. J Reprod Med 1986; 31(4):277-9.

14.Twinggs LB, Morrow CP, Schlaerth JB. Acute pulmonary compli-
cation of molar pregnancy. Am J Obstet Gynecol 1979; 135:189-
94.

15.Chun D, Braga C, Chow C, et al. Clinical observation on some as-
pects of hydatidiform mole. Br J Obstet Gynaecol 1964; 71:180-4.

16.Charles B, Hammond MD. Trophoblastic Disease Obstetrics and
Gynecology Clinics of North America 1988; 15(3):435-41.

17.Stone M, Bagshawe KD. An analysis of the influences of maternal
age, gestational age ,contraceptive method and the primary mode
treatment of patients with hydatidiform moles on incidences of sub-
sequent chem otherapy. Br J Obstet Gynecol 1979; 86:782-92.

18.Tidy JA, Gillespie AM, Bright K, Radstone CR, Coleman RE,
Hancock BW. Gestational trophoblastic disease. A study of evacu-
ation and subsequent need for treatment with chemotherapy.
Gynecol Oncol 2000; 78 (3pt 1):309-12.

19.Flam F, Lundstrom V, Petterson F. Medical induction prior to surgi-
cal evacuation of hydatidiform mole: Is there a greater risk of per-
sistent trophoblastic disease? Eur J Obstet Gynecol Reprod Biol
1991; 42:57-60.

20.Tow WSH. The classification of malignant growth of chorion .Br J
Obstet Gynaecol 1966; 73:1000-01.

21.Bahar AM, El-Ashnehi MS, Senthilselvan A. Hydatidiform mole in
the elderly: Hysterectomy or evacuation? Int J Obstet Gynecol
1989; 29:233-8.

22.Chun D, Braga C, Chow C et al. Clinical observation on some as-
pects of hydatidiform mole. Br J Obstet Gynaecol 1964; 71:180-4.

23.Curry SL, Hammond CB, Tyrey L et al. Hydatidiform mole:
Diagnosis, management and long -term follow-up of 347 patients.
Obstet Gynecol 1975; 45:1-8.

373



