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ABSTRACT

Aim: To compare the control of blood pressure after oral alpha methyldopa versus oral labetalol for management

of gestational hypertension.

Study design: prospective, comparative, observational study.

Place & duration: The study was conducted at Department of Obstetrics & Gynecology, Central Park Teaching
hospital, Lahore for six months i.e. 15t May 2018 to 31t October 2018.

Methodology: Total 150 females were included in the study from OPD after fulfilling the inclusion and exclusion
criteria. Then females were randomly divided in two groups by using lottery method. In group A, females were
given labetalol orally 100mg 2 times a day for 7 days. In group B, females were given 250mg methyldopa 3 times
a day for 7 days. The females were followed-up in OPD after 8 days. After 8 days, females were evaluated for
systolic blood pressure (SBP) & diastolic blood pressure (DBP).

Results: In this study we compared labetalol with methyldopa for management of gestational hypertension. SBP
(Labetalol: 123.41+7.42 vs. Methyldopa: 126.62+7.33, p-value=0.009) as well as DBP (Labetalol: 77.18+4.39 vs.
Methyldopa: 79.64+5.9, p-value=0.005) were better controlled in patients received labetalol than alpha
methyldopa. Conclusion: Labetalol is better than methyldopa in lowering blood pressure (systolic & diastolic) in

women for management of gestational hypertension.
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INTRODUCTION

The Maternal mortality ratio of Pakistan is reduced to 186
deaths per 100,000 live births!. Although there is a
decrease in MMR but it is still high as compared to
developed countries?. One of the major contributors to
MMR in Pakistan is hypertensive disorders of pregnancys.
Effective control of blood pressure is key factor to reduce
fetomaternal complications related to hypertensive
disorders of pregnancy. Hypertensive in pregnancy occurs
with an incidence of 10%*.

Gestational hypertension is diagnosed as women
have all of the following: BP=140/90mmHg, no proteinuria,
pregnancy of 2 20 weeks duration and no previous history
of hypertension®. Methyldopa and labetalol are the two
frequently used drugs for control of gestational
hypertension®. Alpha methyldopa is centrally acting
antihypertensive drug. The common associated side effects
are headache, nausea, dizziness and dry mouth’. One of
the adverse outcomes of antenatal use of alpha
methyldopa is postnatal depression. It is reported that
women who took alpha methyldopa for hypertension during
pregnancy were more likely to develop postnatal
depression®. Labetalol is better than methyldopa in
controlling blood pressure, fetomaternal safety profile and
more chances of spontaneous onset of labour®.
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A meta-analysis conducted to compare the efficacy
and safety profile of alpha methyldopa and labetalol
concluded that labetalol has better control of blood
pressure in pregnancy and has less side effects than alpha
methyldopa'®. Another trial, conducted to compare efficacy
of methyldopa and labetalol concluded that both have
equal efficacy in controlling mean systolic blood pressure!*.

Resolution of gestational hypertension is hecessary to
prevent the female and baby from hazardous
consequences. Literature has reported that labetalol can be
more effective in controlling blood pressure as compared to
methyldopa and can reduce the burden of unnecessary
complicated pregnancies from hospitals. But controversial
results have been noticed in literature. So we want to
conduct this study to get local evidence. This will improve
our practice as well as local guidelines for administration of
labetalol for gestational hypertension.

The objective of our study is to evaluate the
comparative efficacy of alpha methyldopa versus oral
labetalol for control of blood pressure in gestational
hypertension.

METHODOLOGY

A comparative, prospective, observational study was
conducted for 6 months from 15t May 2018 to 315t October
2018 at Obstetrics & Gynaecology Department of Central
Park Teaching Hospital, Lahore. Institutional approval was
taken from ethical committee. A total 150 patients with
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gestational hypertension presented after 20weeks of
pregnancy were included in the study. The patients with
multiple pregnancy, anemia, placenta previa, diabetes
either gestational or present before pregnancy, pre-existing
renal disease, proteinuric hypertension and severe pre-
eclampsia were excluded. Informed consent was taken.
Patients were allocated into two groups randomly by lottery
method. In group A, females were given oral labetalol
100mg 2 times a day for 7 days. In group B, females were
given 250mg methyldopa 3 times a day for 7 days. Then
females were called for follow-up visit in OPD after 8 days.
After 8 days, females were evaluated for systolic blood
pressure (SBP) & diastolic blood pressure (DBP).
Demographic details (name, age, gestational age, parity
and BMI) were also noted. All this information was
recorded on pre-designed proforma. SPSS version 21 was
used to enter and analyze the data. Quantitative variables
like age, gestational age, BMI, baseline and after treatment
SBP & DBP was calculated as mean and SD. Discrete
variable like parity was also calculated as frequency. Both
groups were compared for mean BP by using independent
sample t-test. P-value<0.05 was taken as significant. Data
was stratified for age, gestational age, BMI and parity.
Post-stratification, independent sample t-test was applied
to compare success in stratified groups. P-value<0.05 was
taken as significant.

RESULTS

A total 150 patients were included. The mean age in group
A was 26.73+4.86 and 27.32+4.46 was the mean age in

A patients as that of Group-B patients. i.e. Group-A: 123.41
vs. Group-B: 126.62, p-value=0.009 (Table-1).

At baseline no significant difference was seen in DBP
in both treatment groups. However at 8" day post
treatment DBP of patients was significantly lower in Group-
A patients. i.e. 77.18 vs. Group-B 79.64, p-value=0.005
(Table-2).

The DBP among women with gestational age 29-32
was notably lower in Group-A women. The SBP and DBP
had no remarkable difference in both treatment groups
among the women with 33-35 weeks of gestation (Table-3)
For SBP more effective control was seen in women whose
parity was 3-4 and for DBP notable difference was seen in
women whose parity was 1-2 (Table-4).

The control of systolic blood pressure was more
effective in patients with normal body mass index and for
Diastolic blood pressure (DBP) more effective control was
seen in patients who were obese (Table-5).

Table 1: Comparison of SBP on follow-up (Group-A: Labetalol,
Group-B: Methyldopa) (n=150)

Baseline-SBP After 8 days-SBP
Group-A | Group-B Group-A Group-B

N 75 75 75 75
Mean 149.65 151.13 123.41 126.62
SD 5.22 7.14 7.42 7.33
Minimum 139 140 110 115
Maximum 160 163 135 138
p-value 0.150 0.009

Table-2: Comparison of DBP on follow-up (n=150)

. . Baseline-SBP After 8 days-SBP
group B. Mean gestational age of women in Group- A and Group-A | GroupB | Group-A Group-B
in GI’OUp-B was 31.96%1.94 and 32.52+2.06 weeks N 75 75 75 75
respectively. In Group-A 22(29.3%) patients were having Mean 102.56 102.51 77.18 79.64
normal BMI, 25(33.3%) were overweight and 28(37.35%) SD 5.29 5.80 4.39 5.9
were obese. In Group-B 23(30.7%) women were obese, Minimum 93 93 70 70
26(34.7%) were overweight and 26(34.7%) were having Maximum 113 113 85 90
normal BMI. At baseline no significant difference was seen p-value 0.953 0.005
in SBP in both treatment groups. However after 8 days post
testament SBP of women was significantly lower in Group-

Table 3: Comparison of change in blood pressure on follow-up stratified for Gestational age
SBP DBP
GA Group-A Group-B p-value Group-A Group-B p-value
75 75 75 75

29-32 123.43+£7.30 126.50+7.74 0.088 77.20+4.43 80.23+5.85 0.014

33-35 123.38+7.70 126.71+7.14 0.057 77.16+4.41 79.24+6.08 0.107
Table-4: Comparison of change in blood pressure on follow-up stratified for Parity

SBP DBP
Parity Group-A Group-B P-value Group-A Group-B P-value
75 75 75 75

0 122.94+7.83 125.16+7.81 0.457 76.76+£4.93 80.83+£5.99 0.055

1-2 123.51+7.65 126.30+7.66 0.144 77.09+3.99 80.54+6.50 0.012

3-4 123.60+£7.10 127.56+6.89 0.041 77.60+4.66 78.16+5.18 0.675
Table-5: Comparison of change in blood pressure on follow-up stratified for BMI

SBP DBP
BMI Group-A Group-B p-value Group-A Group-B P-value
| [ 75 75 75 [ 75 | |
Normal 120.45+7.06 125.84+7.04 0.011 76.59+£5.01 78.65+6.03 0.209
[ Overweight [ 124.96+7.70 128.96+7.86 0.072 | 77.92+416 | 80.26#579 | 0.102 |
Obese 124.35+7.00 124.87+6.64 0.791 77.00£4.14 80.04+6.21 0.042
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DISCUSSION

In mild to moderate gestational hypertension acceptable
oral antihypertensive agents are Methyldopa, labetalol, and
long-acting nifedipine'?. In the absence of hypertensive
crises methyldopa and oral labetalol are preferred drugs.
Both these drugs are easily available in our country. Both
drugs have been found effective in reducing blood pressure
without any adverse effect on perinatal outcome.

In the present study we compared labetalol with
methyldopa for the management of gestational
hypertension. Results of our study showed that SBP
(Labetalol: 123.41+7.42 vs. Methyldopa: 126.62+7.33, p-
value=0.009) as well as DBP (Labetalol: 77.18+4.39 vs.
Methyldopa: 79.64+5.9, p-value=0.005) were effectively
controlled in the group allocated to labetalol as compared
to the group prescribed with methyldopa. Work done by
Dwarkanath DSP showed similar findings in terms of
control of blood pressure when comparison was done
between methyldopa and labetalol. It was seen that control
of blood pressure was more effective in pregnant patients
who were randomised to the group receiving labatolol.
Dwarkanath DSP study showed that labetalol is better than
methyldopa in not only lowering blood pressure effectively
but also reduction in proteinuria, achieving spontaneous
labour and good BISHOP score if induction of labour was
done and lesser number of fetuses develop IUGR as
compared to methyldopa®. Patel did meta-analysis of
compartive evaluation of these two drugs in pregnhancy
induced hypertension and concluded that labetalol was
found to be better in reducing mean arterial pressure as
compared to methyldopa. He further showed that
drowsiness was more common in patients who received
methyldopa %°. Another study showed both drugs to be
comparable in control of blood pressure in pregnancy
induced hypertension. However spontaneous onset of
labour was significantly more in patients who used
labetalol!. Our study has done comparison between
labetalol and methyldopa only in achieving better control of
blood pressure. Mahmoud Alalfy from Egypt in his
randomized trial and others reported that Labetalol has
less side effects on the mother and has better neonatal
outcome and has a more rapid control of blood pressure as
compared to methyldopa in the treatment of gestational
hypertension!31415 Contrary to these findings a trial
conducted by Reena Rai Verma on 90 females with
pregnancy induced hypertension, 45 received labetalol and
45 methyldopa, showed that control of both SBP
(126£10.28 vs. 124+9.14mmHg; p-value >0.05) and DBP
(78.44+£8.24 vs. 77.55+5.28mmHg; p>0.05) were
insignificant in both groups'®. Nosheen Akhtar in her
randomized controlled trail compared labetalol and
methyldopa on mean DBP in patients with pre-eclampsia.
Her findings showed that efficacy of both drugs was equal
in reducing DBP and the difference was statistically not
significant!”. Another randomized controlled trial concluded
that mehyldopa and labetalol both are comparable in
reducing acute hypertension in pregnancy and since both

are cheap drugs, their use is a good option in low resource
countries®.

CONCLUSION

Labetalol is better than methyldopa in lowering blood
pressure (systolic & diastolic) in women for management of
gestational hypertension.
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