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ABSTRACT

Objective: Comparison between Methyldopa and combination of Methyldopa and Nifedipine in terms of mean
change in blood pressure in pregnancy induced hypertension.

Material and methods: This randomized controlled trial was conducted at Department of Obstetrics and
Gynecology, Combined Military Hospital Bahawalpur from February 2020 to August 2020 over the period of 6
months. Total 80 patients with pregnancy induced hypertension as per operational definition having age 20-40
years and having gestational age = 20 weeks assessed on LMP were selected.

Results: Mean age of the patients was 30.81 + 5.670 years, mean age of patients of group A was 31.50 + 5.809
years and mean age of group B was 30.13 + 5.515 years. Mean gestational age was 30.17 + 5.981 weeks, mean
gestational age of patients of group A was 29.70 * 6.329 weeks and mean gestational age of patients of group B
was 30.65 * 5.65 weeks. In group A, mean diastolic blood pressure was decrease from 101.2250 + 4.97938 to
84.5000 + 3.26599 and in group B from 107.7750 + 7.18434 to 82.5000 + 2.25320. Comparison of mean
decrease in diastolic blood pressure between group A (High dose Methyldopa) and group B (Low dose Low dose
Methyldopa with Nifedipine) was done. Mean decrease in diastolic blood pressure in group A was 16.72 + 3.935
and in group B was 25.28 + 6.876. Statistically significant difference of mean decrease in diastolic blood pressure
between the both groups was noted with p value 0.000.

Conclusion: Results of this study showed that Low dose Methyldopa with Nifedipine combination is more
effective as compared to High dose Methyldopa to reduce diastolic blood pressure in pregnant women suffering
from pregnancy induced hypertension.
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INTRODUCTION
Pregnancy induced hypertension is among the common
medical problem affecting upto 15-20% of pregnancies and
cause of significant maternal and perinatal mortality and
morbidity.! Pregnancy induced hypertension ultimately
leads to critical condition like preeclampsia and life
threatening condition like Eclampsia and HELLP
Syndrome.? So it is necessary to treat pregnancy induced
hypertension.®>  Numerous drugs including Methyldopa,
Nifedipine, Hydralazine, Labetelol have been studied for its
control.* Methyldopa is among the preferred drugs for
control of pregnancy induced hypertension as its safety
during pregnancy has long been established® but it
controls blood pressure in about 4 to 6 hours and has side
effects of over sedation at onset and impaired mental
concentration and lassitude at high doses.® Nifedipine is
second line therapy for control of pregnancy induced
hypertension.” Nifedipine has rapid onset, longer duration
of action and good oral bioavailability® but has side effects
at high dosage.>®

Poly pharmacy is preferred over monotherapy in
control of hypertension due to adverse effects associated
with monotherapy and different mechanism of action of
each drug. Pharmacokinetics of both drugs show that
effects of both drugs are balanced.®
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Both drugs have been studied separately and their
relative efficacy has been compared, but limited literature
has been found comparing the combination therapy of both
drugs at low dose with high dose of first line monotherapy.
So if low dose is found to be more promising than the same
will be used and advocated in patients with pregnancy
induced hypertension. This will further cut down the cost of
medication and will benefit poor patient of our community.
OPERATIONAL DEFINITION
Pregnancy induced hypertension is defined as raised
blood pressure equal to or more than 160/100 at two
separate occasions, four hours apart after 20 weeks of
gestation assessed on last menstrual period.

High dose Monotherapy when one drug is used for
treatment, selected monotherapy is Tab. Methyldopa
750mg thrice daily.

Low dose Combination therapy when two or more than
two drugs are used for treatment, selected combination
therapy is Tab. Methyldopa 250gm thrice daily with Tab.
Nifedipine 10gm twice daily.

Mean change in diastolic blood pressure was
recorded in admitted patients at start of treatment and after
96 hours of start of treatment, these readings was recorded
in diastolic blood pressure in mmHg.

METHODS AND MATERIAL

This randomized controlled trial was conducted at
Department of Obstetrics and Gynecology, Combined
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Military Hospital Bahawalpur from February 2020 to August
2020 over the period of 6 months. Total 80 patients with
pregnancy induced hypertension as per operational
definition having age 20-40 years and having gestational
age = 20 weeks assessed on LMP were selected.

Patients with cardiac disease and diabetes mellitus
(on history), patients with renal and thyroid disease (on
history) and patients taking any other antihypertensive
therapy were excluded from the study.

Study is approved by the ethical committee of the
institution and written informed consent was taken from
every patient.

Selected patients were divided into two study group A
and B. In study group, Tab. Methyldopa 750mg thrice daily
was given and in group B, Methyldopa 250gm thrice daily
with Tab. Nifedipine 10gm twice daily were given.

Admitted patients were monitored by recording blood
pressure. Fetal monitoring was done by clinical recording of
fetal heart sounds and CTG.

Outcome measures was diastolic blood pressure at
the start of treatment, and blood pressure was measured 4
hours apart after start of treatment during daytime and 6
hours apart during night time and mean of diastolic blood
pressure was calculated at 48 hours and then at 96 hours.
Data was collected from patient file on daily basis from

daily maintained blood pressure chart and was entered on
Performa.

Data was collected in from of variables and was
entered and analysis was done by SPSS-17.

Mean and SD was calculated for age, gestational age
mean decrease in diastolic blood pressure for both groups.
Student t test was applied to detect difference between the
mean decrease in diastolic blood pressure of both
treatment groups. Stratification for age, gestational age
was done and post stratification student t test was applied
to compare the mean decrease in diastolic blood pressure.
P-value of less than and equal to 0.05 was taken as
significant.

RESULTS

Mean age of the patients was 30.81 + 5.670 years, mean
age of patients of group A was 31.50 + 5.809 years and
mean age of group B was 30.13 + 5.515 years.

Mean gestational age was 30.17 + 5.981 weeks,
mean gestational age of patients of group A was 29.70 +
6.329 weeks and mean gestational age of patients of group
B was 30.65 * 5.650 weeks.

In group A, mean diastolic blood pressure was
decrease from 101.2250 + 4.97938 to 84.5000 + 3.26599
and in group B from 107.7750 + 7.18434 to 82.5000 *
2.25320. (Table 1)

Table 1: Mean diastolic blood pressure before and after treatment of both groups

Study Grou Mean diastolic BP before treatment | Mean diastolic BP after treatment

Y P Mean SD Mean SD
A 101.2250 4.97938 84.5000 3.26599
B 107.7750 7.18434 82.5000 2.25320

Table 2: Comparison of mean decrease in diastolic blood pressure between group A and B
Group n Mean Std. Deviation P Value
A
High dose Methyldopa 40 16.72 3.935 0.000
B .
Low dose Methyldopa with Nifedipine 40 25.28 6.876

Table 3: Comparison of mean decrease in diastolic blood pressure between group A and B for age groups
Group [ n | Mean | Std. Deviation [ P Value
Age group 20-30 years
A
High dose Methyldopa 1 17.41 4.214 0.001
B .
Low dose Methyldopa with Nifedipine 22 2391 6.640
Age group 31-40 years
A
High dose Methyldopa 23 16.22 3.729 0.000
B .
Low dose Methyldopa with Nifedipine 8 26.94 6.975

Table 4
Group [ n | Mean | Std. Deviation [ P Value
Gestational age 20-30 weeks
A
High dose Methyldopa 21 17.14 4.078 0.000
B .
Low dose Methyldopa with Nifedipine 10 23.79 6.680
Gestational age 31-40 weeks
A
High dose Methyldopa 19 16.26 3.827 0.000
B .
Low dose Methyldopa with Nifedipine 21 26.62 6.932
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Comparison of mean decrease in diastolic blood
pressure between group A (High dose Methyldopa) and
group B (Low dose Low dose Methyldopa with Nifedipine)
was done. Mean decrease in diastolic blood pressure in
group A was 16.72 = 3.935 and in group B was 25.28 +
6.876. Statistically significant difference of mean decrease
in diastolic blood pressure between the both groups was
noted with p value 0.000. (Table 2)

Two age groups were created which are age group
20-30 years and age group 31-40 years. In age group 20-
30 years, mean decrease in diastolic blood pressure in
study group A was 17.41 + 4.214 and in group B was
23.91 + 6.640. Difference was statistically significant
between the both groups with p value 0.001 In age group
31-40 years, mean decrease in diastolic blood pressure in
study group A was 16.22 + 3.729 and in group B was
26.94 + 6.975. Difference was statistically significant
between the both groups with p value 0.000 (Table 3)

Two groups were created according to gestational
age, which are 20-30 weeks and 31-40 weeks. In 20-30
weeks gestational age group, mean decrease in diastolic
blood pressure in study group A was 17.14 + 4.078 and in
group B was 23.79 + 6.680. Difference was statistically
significant between the both groups with p value 0.000 In
31-40 weeks gestational age group, mean decrease in
diastolic blood pressure in study group A was 16.26 *
3.827 and in group B was 26.62 + 6.932. Difference was
statistically significant (P = 0.000) between the both groups.
(Table 4)

DISCUSSION

Blood pressure fluctuation and its maintenance during
pregnancy is a challenging clinical problem to clinicians.
The approach to evaluation and treatment differs
substantially from non-pregnant women. Anti-hypertensive
agents diminish the blood pressure and antihypertensive
therapy in pregnancy induced hypertension is to prevent
complications due to hypertension while advancement of
pregnancy. The most commonly prescribed anti-
hypertensive drugs are adrenergic receptor alpha-2
agonists such as Methyldopa, calcium channel blocker
Nifedipine and Labetol.20-1

In present study, in group A, mean diastolic blood
pressure was decrease from 101.2250 + 4.97938 to
84.5000 *= 3.26599 and in group B from 107.7750 *
7.18434 to 82.5000 * 2.25320 after treatment. Comparison
of mean decrease in diastolic blood pressure between
group A (High dose Methyldopa) and group B (Low dose
Low dose Methyldopa with Nifedipine) was done. Mean
decrease in diastolic blood pressure in group A was 16.72
+ 3.935 and in group B was 25.28 + 6.876. Statistically
significant difference of mean decrease in diastolic blood
pressure between the both groups was noted with p value
0.000.

In one study by Jayasudha et al,*?> blood pressure
was decrease from 96 + 6.21 to 82 + 7.14 managed with
methyldopa and in combination group (methyldopa and
nifedipine) blood pressure was decreased from 112.5 +
11.05to 85 + 6.88.

Togarikar et al*® reported use of anti-hypertensive
drugs had reduced SBP and DBP significantly. After the
use of methyldopa, DBP reduced from 99.6+8.8 to
96.17+6.4.

Another study by Bharathi KN et al'* stated both
methyldopa and nifedipine showed equal effect on reducing
the blood pressure. In another study, it is found that the
use of anti-hypertensive drugs had reduced the systolic
and diastolic blood pressure markedly. Diastolic BP before
and after treatment were 100.07 + 11.83 mmHg and 85.19
+ 8.52 mmHg respectively after use of methyldopa.!®

CONCLUSION

Results of this study showed that Low dose Methyldopa
with Nifedipine combination is more effective as compared
to High dose Methyldopa to reduce diastolic blood pressure
in pregnant women suffering from pregnancy induced
hypertension.
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