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ABSTRACT

Background: Medical abortion has the potential to expand abortion services, where surgical services are limited, and
to expand women’s choice of abortion method and experience. Objective of present study was to compare the
outcome after medical abortion in euthyroid and hypothyroid pregnant patients.

Methods: A longitudinal study was carried out in pregnant patients before 9 weeks of pregnancy who wanted
termination of pregnancy. Women were divided into two groups. Group | (h = 100) comprised euthyroid patients who
acted as control group, whereas group Il (n = 58) included patients having subclinical or overt hypothyroidism. All
the patients were given 200 mg of mifepristone orally followed by 800 g of misoprost vaginally 36 to 48 hours later.
these patients were followed for 2 weeks. In all the patients, hemoglobin estimation and ultrasound were done during
follow-up.

Results: Average hemoglobin in the study group was 9.5 gm%, whereas in control group it was 11.1 gm%, which
was statistically significant. the fall in hemoglobin after 2 weeks of the drug intake was also significant in control as
well as the study group. About 13.79% patients in the study group had to undergo emergency evacuation of uterus
within 24 hours for complaints of severe bleeding. In control group, no emergency curettage was done within 24
hours, the difference being highly significant. Mean duration of bleeding was also more in the study group. About
28.57% patients in the study group revealed products of conception on ultrasound after 2 weeks in comparison with
11.57% in the control group, which was also statistically significant (p = 0.008). A total of 41% patients in the study
group had to undergo uterine curettage, which was highly significant (p = 0.000).

Conclusions: Present study showed that patients having clinical or subclinical hypothyroidism have more failure
rates, more chances of excessive bleeding, increased duration of bleeding, resulting in decrease in hemoglobin levels
in already anemic patients. Also, the rate of operative intervention was unusually high in hypothyroid group.
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INTRODUCTION

Upto 42 million abortions are performed each year
around the globe.! Medical abortion has the potential to
expand abortion services, where surgical services are
limited, and to expand women’s choice of abortion
method and experience. Surgical abortion by vacuum
aspiration or dilatation and curettage (D and C) has been
the method of choice for early pregnancy termination

since the 1960s. Medical abortion became an alternative
method of first-trimester pregnancy termination with the
availability of prostaglandins in the early 1970s followed
by the development of an antiprogesterone in the 1980s.
large studies suggest that early medical abortion with
mifepristone and a prostaglandin is an effective method
for pregnancy termination.? Mifepristone in com-
bination with a prostaglandin at up to 63 days of
amenorrhea leads to complete abortion in more than 95%
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of pregnancies.® Some women prefer medical to surgical
abortion. “More natural,” “being easier,” “more private,”
“and can be done earlier in pregnancy” were reasons to
opt for a medical method by some women.*
characteristics, such as the method being new, less
invasive, and the possibility of verifying the expulsion
were reported by others.s

We know that pregnancy with hypothyroidism is
associated with a number of adverse outcomes like
increased chances of abortion, hypertensive disease of
preghancy, anemia, intrauterine growth restriction, still
birth, abruptio placentae, and postpartum hemorrhage.s
Little is known about pregnancy termination in
hypothyroid patients using mifepristone and misoprostol.
We carried out a study to see the efficacy of mifepristone
and misoprost for medical abortion in hypothyroid
patients.

METHODS

This study was a longitudinal prospective study and
carried out in two institutions. Detailed obstetric history
of all the patients who asked for medical method of
pregnancy termination before 9 weeks was taken.
Informed consent was obtained. counseling of the client
regarding the nature of medication, side effects, chances
of failure was done in detail. General physical
examination along with pelvic examination was
performed. Hemoglobin, blood grouping, triiodothy-
ronine (t3), thyroxine (t4), thyroid-stimulating hormone
(TSH), urine albumin, urine sugar was measured, and
ultrasound was done to confirm intrauterine pregnancy,
also dating were done in all patients.

Hundred patients who had normal Thyroid function test
acted as control (group 1). Fifty- eight patients who had
clinical as well as subclinical hypothyroidism were
included in this study (group Il). For subclinical
hypothyroidism cut-off for TSH was >2.5 mlU/ml with
normal serum levels of t3 and t4, whereas overt
hypothyroidism was considered when serum t3 or t4 were
decreased with elevated TSH. the two groups were
similar in age, parity, and period of gestation. All the
patients were given 200 mg of mifepristone, and 36 to 48
hours later 800 pg of misoprost vaginally. Tablet
doxycycline 200 mg was also given for 7 days.

The patients were followed up for 2 weeks. Hemoglobin
estimation was done at 1 and 2 weeks interval.
Ultrasound was done after 2 weeks. the exclusion criteria
for the groups were ectopic pregnancy, more than two
cesarean sections, parity of more than 4, history of three
or more D&cs, and hemoglobin <7 gm%. results were
analyzed on following data points:

e need of emergency evacuation of uterus due to
profuse bleeding
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e (soaking of more than three pads in 1 hour for a 2-
hour period) and/ or a fall in systolic blood pressure
of more than 20% over the baseline.

e Adverse effects like vomiting, pain, and infection.

e completeness of abortion at 14 days measured by the
absence of all the following criteria on Transvaginal
ultrasound: endometrial thickness less than 10 mm,
solid hyperechoiec mass inside the uterus, presence
of fluid levels, presence of choronic villi on
histopathological examination after evacuation

o fall in hemoglobin levels at the end of 1 and 2 weeks.

e  Satisfaction levels, likelihood of choosing it again,
and likelihood of recommending it to a friend.

The results were analyzed for their statistical significance
by chi-square test.

RESULTS
The two groups were comparable in age, parity, and
period of gestation as can be seen from Table 1. The age

group of the patients was between 22 and 42 years.

Table 1: Baseline data.

Age 29.5+5.16 27.28+4 .55 0.552
Parity 1.80+0.48 1.72+0.36 0.294
Period of 6.804+1.1093 6.671+1.2460 0.488
gestation

Previous history

of D&c 31 26 0.266
Previous

history of 17 18 0.032
LSCS

The average period of gestation was 6.804+1.1093 in
group | and 6.671+1.2460 in group Il. the difference was
statistically not significant. Similarly, difference in parity
was also not significant (p = 0.294).

Table 2: Status of Hb in the control versus study

group.
\k;glslglaine Hb 11.180+1.1447 9.516+1.0284  0.000
st
wgei[l 10.6095+1.15317 9.2328+0.9859 0.926
nd
vﬂlgei[z 10.1600+£1.09888 8.9832+1.0557 0.998

Hb: Hemoglobin

Both the groups were comparable in parity with parity 2
being the most common in both groups. the difference in
history of previous lower segment cesarean section
(LSCS) in the study and control groups was statistically
significant (p = 0.032), whereas the difference in humber
of previous D&c procedures in both the groups was not
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statistically significant (p = 0.266). Average hemoglobin
in the study group was 9.516 gm%, whereas of control
group was 11.180 gm%, which was statistically
significant (p <0.05; Table 2).

Table 3: Comparison of Hb at baseline, 1% week, and
2" week in control group (n = 95).

Pair 1 baseline Hb 1.180+1.1447
Hb at 1t week  10.6095+1.15317
Pair 2 baseline Hb 11.180+1.1447
Hb at 2" weeks 10.1600+1.09888

<0.001

<0.001

The mean hemoglobin levels after 7 and 14 days in
control group were 10.609 and 10.160 gm% respectively.
This fall in hemoglobin was statistically significant
(Table 3).

Table 4: Comparison of Hb at baseline, 1% week, and
2" week in study group (n = 56).

Pair1 baseline Hb %gég%é 4+ 0.000
Hb at 1 week gggégﬁf

Pair2  baseline Hb %ggg%é . 0.000
Hb at 2 weeks ?ggg%gg

Hb: Hemoglobin

Mean hemoglobin levels in the study group after 1 and 2
week(s) of procedure were 9.232 and 8.983 gm%
respectively. This fall in hemoglobin in the study group
after both first and second week was also statistically
significant (Table 4).

Table 5: D and C in control versus study group.

Emergency D and C
(<24 hours)
D and C at 2 weeks

Out of 56 patients in study group, 8 patients (13.79%)
came within 24 hours with complaints of severe bleeding.
emergency evacuation of uterus was done in these
patients. two of these patients required blood transfusion.

In control group, no emergency curettage was done
within 24 hours and none required blood transfusion
within 14 days of observation period. This difference in
emergency evacuation for excessive bleeding in both the
groups was highly significant (p = 0.008; Table 5).

Table 6: Duration of bleeding (in days).
I 95

I 56
p <0.001

6.77+2.998
8.52+3.191

Mean duration of bleeding was 8.52+3.191 days in the
study group and 6.77+2.998 days in the control group. the
difference in mean duration of bleeding was also highly
significant between the two groups (p = 0.001; Table 6).

Sixteen patients (28.57%) in the study group revealed
products of conception on ultrasound after 2 weeks. Out
of these 16 patients, 1 patient in the study group had
viable growing pregnancy despite having bleeding for 6
days. twelve patients (11.57%) in the control group had
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Excessive bleeding 0 (95)
Retained products of conception 11 (95)

8 (48) 0.008

16 (56) 0.000

products of conception in uterine cavity after 2 weeks,
but none had viable growing pregnancy. this difference in
failure of the method between the two groups was
statistically significant (p = 0.000; Table 5).

Thus, total of 24 patients (including 8 patients
undergoing emergency D&c) in the study group and 12
patients in the control group had surgical evacuation of
uterus which was highly significant (p = 0.000).

Table 7: Side effects and satisfaction level after
medical abortion.

Vomiting 21 (n=95) 34 (n=56)  0.000
Abdominal 79 (n=95) 47 (n=54)  0.640
cramps

Satisfaction 33 (n=45) 32 (n=54) 0.142
level

Abdominal pain and cramping were experienced by 79
women in the control group and 47 women in the study
group (p = 0.529). the mean duration of abdominal pain
in the study group was 3.6 days, whereas in the control
group was 1.9 days. nausea and vomiting were reported
in 21 patients in the study group and 34 patients in the
control group, which was statistically significant (p =
0.000; Table 7). The acceptability as per criteria of
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likelihood of choosing it again and likelihood of
recommending it to a friend was 50.84% in the study
group and 81% in the control group. the difference in
level of satisfaction in both the groups was statistically
not significant (Table 7). No patient was treated for
infection in either group.

DISCUSSION

Medical abortion is an important alternative to surgical
method of abortion and is safe and effective. there is
limited data regarding efficacy and safety of medical
abortion in hypothyroid patients. this information is
important in Indian settings, as there is increased prev-
alence of clinical and subclinical hypothyroidism in
India. According to the study done by nambiar et al
hypothyroidism was present in 4.8% of first-trimester
pregnant patients, and 12.8% of these patients had thyroid
autoimmunity.”

In a study done in first-trimester preg- nant patients by
Dhaniwal et al subclinical hypothyroidism was present in
13.5% among which 18% were antithyroperoxidase (tPO)
antibody positive individuals. Overt hypothyroidism was
seen in 0.7% pregnant patients, out of which 71.4% were
anti-tPO antibody positive.® Incidence of hypothyroidism
in Western countries is reported to be much less at around
2.5%.° Further during pregnancy, there is increased
requirement of thyroid hormones and substantial risk that
a previously unnoticed, subclinical, or latent
hypothyroidism will turn into overt hypothyroidism.*°

there is increased presence of anemia in subclinical and
overt hypothyroidism. In a study by chanchal Das et al,
the presence of anemia in subclinical hypothyroidism and
overt hypothyroidism was 26.2 and 78.8% respectively.*
Many other studies have also corroborated the increased
prevalence of anemia in hypothyroidism. 1?13

These findings are consistent with the findings in our
study where the average hemoglobin level in the study
group was 9.516 gm% in com- parison with the control
group (11.180 gm%), and the difference was statistically
significant. the fall in hemoglobin after 2 weeks of the
drug intake was significant in control as well as the study
group, with p value being <0.001 and 0.000 respectively.

Although fall in hemoglobin after 2 weeks was
significant in both the groups, 8 out of 56 patients
(13.79%) in the study group complained of excessive
bleeding and this subgroup of patients required
emergency surgical evacuation to stop bleeding, whereas
none of the patients out of 95 in the control group had
any such complaints. this difference is highly significant
(p = 0.008).

In a large multicenter trial involving 2,000 women who
received mife- pristone 200 mg followed by 800 pg of
misoprostol intravaginally for first-trimester abortion,
0.4% of patients required surgical aspiration to control
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bleeding [note: this regimen differs from the food and
Drug Administration (fDA)-approved regimen].** In
another multicenter trial in the United States involving
2,121 women, which employed the current fDA-approved
regimen (mifepristone 600 mg and 400 ug of misoprostol
orally till 49 days of last menstrual period), 2.6% of
women required suction curettage to treat excessive
bleeding.*®

There are numerous studies which show that
hypothyroidism  causes  menstrual  disturbances.
According to Weeks et al, there is association between
hypothyroidism and excessive menstrual loss.'® In present
study, the patients who were hypothyroid also had longer
duration of bleeding. the duration of bleeding in the
control group was 6.77 + 2.998 vs 8.52 + 3.191 days in
the study group. Although the duration of bleeding in
both groups was within normal range of 8 to 15 days, the
difference in duration of bleeding between the two groups
was statistically significant.

Further studies are needed to substantiate these
findings.'” It was also seen that in hypothyroid group
there was increased frequency of incomplete abortions
with 28.5% of the patients undergoing D&c after 2 weeks
for retained products of conception. this included one
case with viable intrauterine pregnancy, which constitutes
true failure of the abortifacient drugs. Incomplete
abortion was seen in 11.57% of the patients in the control
group, and this difference is statistically significant (p =
0.000).

Since eight patients in hypothyroid group also had
emergency D&c for excessive bleeding, total of 41% of
the patients in the study group had to ultimately undergo
D&c, which is an extremely high percentage. In contrast
in the control group, only 11.57% patients had D&c for
incomplete abortion and none of the patients had to
undergo emergency D&c. this difference in operative
intervention is highly significant (p = 0.000). The success
rate of medical abortion in the control group is consistent
with worldwide data with clinical trials in the United
States, Canada, and Turkey reporting complete abortion
rate from 85 to 100%.® In general population,
mifepristone and misoprostol combination has a very low
incidence of heavy vaginal bleeding so as to require
blood transfusion (<0.2%).141920

In present study, 2 patients out of 56 (1.12%) required
blood transfusion in the study group, while none of the
patients in the control group out of 95 required
transfusion.

Although the rate of blood transfusion was slightly higher
in the study group in comparison with the above- cited
studies, the difference between the study and control
groups was not statistically significant. Frequency of
minor side effects like nausea and vomiting was also
more in the study group in comparison with the control
group, which was 22.10 vs 60.714% respectively. this
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difference between both the groups is statistically
significant (p = 0.00).

El-refaey et al reported incidence of vomiting to be about
31% in their patients after using mifepristone and vaginal
misoprostol, whereas frequency of abdominal cramping
was 83 vs 87%, which was almost similar in both the
groups, overall incidence being 84.56%.2* This is
consistent with the study conducted by Spitz et al, who
reported incidence of abdominal cramping to be >96%.°
Level of satisfaction regarding the medical method was
comparable in both the groups. No patient in either group
was treated for infection. This may be because all patients
had received antibiotic prophylaxis.

CONCLUSION

There is no literature in which patients having clinical or
subclinical hypothyroidism have been specifically studied
to evaluate the safety of mifepristone and misoprostol
combination for medical termination of pregnancy.
Present study showed that patients having clinical or
subclinical hypothyroidism have more failure rates, more
chances of excessive bleeding, and increased duration of
bleeding.

Since most of these patients are already having mild
anemia, the severity of anemia is likely to increase as was
shown in our study. there is significant risk of operative
intervention in hypothyroid group.

Hence, we should screen the patients for hypothyroidism
even when they do not wish to continue the pregnancy, as
the complications are significantly higher when we are
doing medical termination of pregnancy. In hypothyroid
patients, we need to be more careful and vigilant even for
relatively safe procedure of medical abortion.
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