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Abstract

Background: Threatened abortion is the most common complication in the first half of gestation. Spontaneous
abortion occurs in less than 30% of the women who experience threatened abortion. In order to prevent
pregnancy loss several supportive therapies including hormonal therapy like human chorionic gonadotropin
(hCG) or 17-alpha-hydroxyprogesterone (progesterone) have been advocated. The exogenous administration
of hCG is aimed at stimulating and therefore optimizing progesterone production. Aim of this study was to
compare the efficacy of supportive therapy with hCG and progesterone in women with threatened abortion.

Methods: This prospective study was carried out in the department of obstetrics and gynecology of the Combined
Military hospital (CMH), Savar, Dhaka, Bangladesh from July 2016 to June 2017. One hundred pregnant
patients admitted with the history of per vaginal bleeding before 20 weeks of gestation without having any
other co-morbidity were included in this study. Patients were randomized to two treatment groups. The
participants in group A (52, 52%) received injection hCG weekly while those in group B (48, 48%) received
injection progesterone from recruitment up until 20 weeks of gestation. Further USG were performed one week
and four weeks after recruitment to the study and again at 20 weeks and subsequently when indicated. The
final outcome of pregnancy were recorded and analyzed.

Results: Among 100 patients majority belonged to the 26-30 year age group. Mean age of the patients was
27.2%10.5 years. There was not much significant difference between the groups in terms of parity. More than 75%
of patients in both the groups presented before 16 weeks of gestation with threatened abortion. In both the groups
more than 75% of the patients had previous history of pregnancy loss. In terms of pregnancy outcome more
patients in hCG group had live pregnancy than progesterone group (88.5% vs 66.7%) (p=0.012). Out of 46 live
birth in hCG group, 4 (7.7%) were preterm labor between 31-35 weeks of pregnancy and one baby died in
neonatal ICU, one died at 31 weeks of gestation which was delivered by vaginally. On the other hand out of 32
live birth in progesterone group, there was 3 (6.3%) preterm labor. Growth retardation was less in hCG group
compared to progesterone group (9.6% vs 14.6%). However cesarean section rate was high in both the groups.

Conclusion: Treatment with injection hCG has better pregnancy outcome than that of injectionl7-alpha-
hydroxyprogesterone in early pregnancy with threatened abortion of unexplained cause.
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Threatened abortion is a condition that occurs before
20 weeks of pregnancy where there is bleeding in chorio-
decidual space, but this is not sufficient to kill the
embryol. It is the most common complication in the
first half of gestation?. Most of these pregnancies
continue to term with or without treatment. Spontaneous
abortion occurs in less than 15-25% of the women who
experience threatened abortion and they are 2.6 times
more likely to miscarry as compared to pregnant women
with no bleeding?.
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Threatened abortion occurs in about 20% of early
pregnancy and 50-60% are due to chromosomal
abnormalities*. Apart from the fetal factors, several
maternal and probably some paternal factors contribute
to the causes of spontaneous abortion *. No cause can
be identified in approximately 40-50% women with
threatened abortion’.

In case of unexplained pregnancy loss several supportive
therapies have been advocated. These include bed rest,
avoid coitus and hormonal therapy (human chorionic
gonadotropin or 17-alpha-hydroxyprogesterone)®.
Endogenous human chorionic gonadotrophins (hCG)
are known to play a vital physiological part in the
establishment of early pregnancy. The exogenous
administration of hCG is aimed at stimulating and
therefore optimizing progesterone production firstly in
the corpus luteum and later in the fetoplacental unit.
hCG therapy therefore appears to be a logical approach
when an endocrine abnormality is suspected.

There is some evidence for the benefit of hCG in women
suffering from recurrent miscarriage. One study
comprising of women with history of both recurrent
miscarriage and oligomenorrhoeic cycles found that the
risk of miscarriage decreases by treatment with hCG
On the other hand a Cochrane review on use of hCG
treatment for the prevention of recurrent miscarriage
concluded that there was insufficient evidence to support
its use in routine clinical practice’.

Considering these conflicting evidences this study was
aimed to compare the efficacy of supportive therapy
with hCG and progesterone in women with threatened
abortion.

Methods

This prospective study was carried out in the department
of obstetrics and gynecology of the Combined Military
hospital (CMH), Savar, Dhaka, Bangladesh from July 2016
to June 2017. Pregnant patients admitted with the history
of per vaginal bleeding before 20 weeks with a viable fetus
without having any other co-morbidity were included in
this study. Diagnosis of threatened abortion was confirmed
from history, clinical examination and abdominal
ultrasound (USG) finding of alive fetus. Patients with
history of genital tract abnormalities, those having any
underlying medical conditions like hypertension,
hypothyroidism and diabetes mellitus were excluded from
the study. A total 158 patients presented with threatened
abortion during this time. Among them 100 patients fulfilled
the inclusion criteria. Following proper counselling and
after receiving informed written consent, patients were

divided to two study groups (Table I). The participants in
group A (52, 52%) received injection hCG weekly from
recruitment up until 20 weeks of gestation while those in
group B (48, 48%) received injection 17-alpha-hydroxy
progesterone in same dose and duration. There were no
reports of adverse effects from either of the treatment group.
Further USG were performed one week and four weeks
after recruitment to the study and again at 20 weeks. All
participants had otherwise routine hospital or community
antenatal care; however, further scans were performed for
recurrent bleeding or any other indication. All women
received supportive care including folic acid
supplementation, recommended bed rest and were followed
routinely in outpatient department (OPD). Women were
only admitted in hospital during the treatment period, if
they had any vaginal bleeding or a medical condition that
required hospital admission. The groups at presentation
were comparable in age, parity, gestational age at the start
of therapy. Pregnancy outcome was observed by mean of
early pregnancy loss (missed abortion, incomplete
abortion), preterm labor, intrauterine growth retardation
(IUGR), intrauterine fetal death (IUD) and live pregnancy
up to delivery. The final outcome of pregnancy were
recorded and analyzed. Data were collected in a structured
questionnaire. Collected data was analyzed by SPSS
version 22.0.

Results

A total of 158 women with threatened miscarriage were
recruited to the study, of whom 100 (75%) complied fully
with the study protocol. Among 100 patients majority
belonged to the 26-30 year age group (Table II). Mean
age of the patients was 27.2+10.5 years. There was not
much significant difference between the groups in terms
of parity (Table III). More than 75% of patients in both
the groups presented before 16 weeks of gestation with
threatened abortion (Table IV). In both the groups more
than 75% of the patients had previous history of
pregnancy loss (Table V). In terms of pregnancy outcome
more patients in group A had live pregnancy than group
B (Table VI) (p=0.012). Out of 46 live birth in the group
A, 4 (7.7%) were preterm labor between 31-35 weeks of
pregnancy and one baby died in neonatal ICU, one died
at 31 weeks of gestation which was delivered by vaginally.
On the other hand out of 32 live birth in group B, there
was 3 (6.3%) preterm labor. Growth retardation was more
in group B (Table VI). However cesarean section rate
was high in both the groups (Table VII). No live born
baby was reported to have any congenital malformation
and all are developing normally to date. In cases where
the pregnancy was successful, few complications were
noted.
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Table I Distribution of patients according to
treatment group (n=100)

Table VI Distribution of patients according to
pregnancy outcome (n=100)

Group Treatment received No. of patients

(percentage)
A Injection Human chorionic 52 (52%)
Gonadotropin (hCG)
B Injection 17-alpha- 48 (48%)
Hydroxyprogesterone

Table IT Age distribution of patients (n=100)

Pregnancy Outcome Group A Group B p
(n=52) (n=48)

number (%) number (%)

Live pregnancy 46 (88.5%) 32 (66.7%) 0.012

Early pregnancy loss 04 (7.7%) 08 (16.7%)

IUD 01 (1.9%) 00

04 (7.7%) 03 (6.3%)

07 (14.6%)

value

Preterm labor IUGR

05 (9.6%)

Age (years) Group A (n=52)  Group B (n=48)
number (%) number (%)
<19 02 (3.8%) 04 (8.3%)
20-25 14 (26.9%) 16 (33.3%)
26-30 22 (42.3%) 18 (37.5%)
31-35 12 (23.1%) 08 (16.7%)
>36 02 (3.8%) 02 (4.2%)

Table I1I Distribution of patients according to parity
(n=100)

[Multiple response in one patient is present]

Table VII Distribution of patients according to mode
of delivery in live pregnancy

Mode of Delivery Group A Group B
(n=46) (n=32)
number (%) number (%)
Normal vaginal delivery 18 (39.1%) 14 (43.8%)

Assisted vaginal delivery 2 (4.3%) 1 (3.1%)

Cesarean section 26 (56.5%) 17 (53.1%)

Parity Group A (n=52)  Group B (n=48)
number (%) number (%)

Nulliparity 23 (44.2%) 26 (54.2%)

Multiparity 29 (55.8%) 22 (45.8%)

Table IV Distribution of patients according to weeks
of pregnancy at presentation (n=100)

Weeks of Group A (n=52) Group B (n=48)
pregnancy number (%) number (%)
6-9 23 (44.2%) 16 (33.3%)
10-15 18 (34.6%) 20 (41.7%)
16-20 11 (21.2%) 12 (25.0%)

Table V Distribution of patients according to
previous pregnancy loss

Number of previous Group A (n=29) Group B (n=22)

pregnancy loss number (%) number (%)
0 8 (27.6%) 5(22.7%)
1 10 (34.5%) 7 (31.8%)
2 8 (27.6%) 9 (40.9%)
>2 3 (10.3%) 1 (4.5%)

Discussion

In this study the mean age of the patients was around 27
years which is almost similar to other studies®. Majority
of the patients in both groups belonged to 26-30 year
age group which is higher than another study, probably
due to high age of marriage in military personnel®.

Similar to another study there was no significant
difference among groups in terms of parity and majority
of the patients in hCG group presented before 9 weeks
of pregnancy?.

In this study most of the pregnancy continued till term
but the live pregnancy rate was more in hCG group than
progesterone group (88.5% vs 66.7%). This finding is
somehow different from another study where the live
pregnancy rate was almost similar (86.4% vs 79.1%) in
both group’.

Unlike a recent study, there was no significant difference
in occurrence of intrauterine growth retardation, preterm
delivery in this study'?. This dissimilarity could be due
to the difference in the populations studied.

In this study the miscarriage rate was 17% in the
progesterone group and 8% in the hCG group, which
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contrasts with 3.4% miscarriage rate as found in one
study!!, but is broadly in agreement with the 10%
incidence of miscarriage at six weeks of gestation found
in another study!2.It seems likely that the incidence of
fetal loss between 6 and 10 weeks of gestation in
threatened miscarriage patients will be dependent upon
other factors such as maternal age or amount of vaginal
bleeding and at least one repeat USG is necessary for
effective diagnostic and prognostic value in such cases.

Limitations of this study include the small sample size
and a single center study. Similar studies with large
number of patients are warranted to establish universal
adaptation guideline in all women to prevent early
pregnancy loss.

Conclusion

From the results of this study it appears that human
chorionic gonadotrophin is better than 17-alpha-
hydroxyprogesterone, in treating women with threatened
abortion of unknown cause or where a hormonal
imbalance is suspected. Though progesterone is cost
effective and convenient to patient but outcome of
pregnancy better in hCG. So that hCG can be a better
treatment option in women early pregnancy with
threatened abortion of unexplained cause.
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