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ABSTRACT

BACKGROUND & OBJECTIVE: Preeclampsia is a significant contributor to maternal health challenges. Emphasizing
prevention over cure is a guiding principle in healthcare. As a reliable measure to forestall hypertension and its associated
complications during pregnancy, aspirin is widely embraced. The early identification of risk factors plays a crucial role in the
primary prevention of preeclampsia. Post-risk stratification, aspirin emerges as a pivotal player in the preventive strategy for
individuals identified as high-risk for preeclampsia. To assess the effectiveness of 75 mg aspirin against 150 mg aspirin in
preventing Preeclampsia among individuals with a high risk for the condition.

METHODOLOGY: A quasi-experimental study was conducted in the Department of Obstetrics and Gynecology, Services
Hospital, Lahore, from 27-12-2019 to 27-6-2020.240 patients were enrolled in the study, which was later divided into two
groups. Group A received treatment with 75 mg aspirin, while Group B was administered 150 mg aspirin. Efficacy was
determined based on whether blood pressure levels were below 140/90 mmHg, and proteinuria was rated as <+1 using the
dipstick method.

RESULTS:The mean age of the patients was 28.54+6.83 years, and the mean gestational age was 15.30+1.69 weeks. In the
75 mg group, the efficacy was achieved in 94(78.3%) patients, whereas in the 150 mg group, the efficacy was performed in
108(90.0%) patients (p-value=0.013).

CONCLUSION: This study concludes that the efficacy of 150 mg aspirin significantly surpasses that of 75 mg aspirin in
preventing Preeclampsia among high-risk pregnant patients.
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INTRODUCTION NICE guidelines recommend screening all pregnant
patients at booking to assess for the risk factors to develop
preeclampsia and start low-dose aspirin from 12 weeks as a
prophylaxis and continue until delivery B

Preeclampsia is the major contributor to maternal morbidity
and perinatal mortality. It is a condition affecting 25 % of
pregnancies with a history of chronic hypertension, 5% of
all pregnancies and 10% of nulliparous women 1. Aspirin
is a drug of choice to prevent complications of hypertension
in pregnancy. It is a non-steroidal anti-inflammatory drug
absorbed through the gastrointestinal tract. Its role is in
preventing complications in patients at risk of developing
preeclampsia. The dose of aspirin used in most hospital
settings is low dose, which has its benefits outweigh the risks
and side effects of the drug®.

Aspirin has a significant role in preventing hypertension, and
also fetal risks, including intra-uterine growth restriction and
placental insufficiency, can be prevented. Preeclampsia is a
complication of hypertension, developed after 20 weeks,
which has its severity from mild to severe depending on
haematological disturbances and multi-organ involvement.
Proteinuria can be detected but symptoms like headache and
blurring of vision with deterioration in laboratory testing
also manifest as complications.
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Hypertension is diagnosed in pregnancy when the patient
is presented with a blood pressure of 140/90mmHg on
two readings, two occasions apart 4. All pregnant patients
should be screened for risk factors to develop preeclampsia,
and a history of hypertension is one of the leading reasons.
Preeclampsia also affects the fetal outcome in terms of the
need for iatrogenic prematurity, admission to the nursery and
perinatal morbidity and mortality. In severe cases, treatment
is to termination of pregnancy 1!,

Different studies have been conducted on the role of aspirin
as a preventive measure of preeclampsia. Aspirin is started
in a dose of 75 mg from 12 weeks to patients’ high risk for
developing preeclampsia. There are varied results regarding
the dose of aspirin, as a 150 mg dose is also given in some
instances to prevent this condition ..

A study conducted by Rolnik DL 7 and his team concluded
that patients who were given aspirin in a dose of 150 mg had
reduced evidence of preeclampsia by about 1.5% in high-
risk cases screened for preeclampsia. In a study by Ebrashy
A. et al,, patients were screened in early pregnancy for risk
factors of preeclampsia and were given 75 mg of aspirin that
showed reduced incidence but up to 8% ®. The trials have
varied evidence, which concluded that aspirin in a dose of
150 mg had an efficacy of 93%. It has been reported in a trial
that 93.5% of cases with 150 mg aspirin and 83% of cases
with 75 mg aspirin in high-risk preeclampsia patients, and
the difference was significant (p<0.05) ..

This study aims to evaluate the effectiveness of 75 mg
aspirin versus 150 mg aspirin in preventing preeclampsia
among individuals with high risk for the condition. Existing
literature suggests that the 150 mg aspirin dose may
exhibit superior efficacy, yet inconclusive evidence exists
in our specific setting. By screening patients at high risk of
preeclampsia and administering an optimized aspirin dose,
we aim to determine if this approach can effectively prevent
hypertensive complications and enhance both maternal and
fetal outcomes.

METHODOLOGY

A quasi-experimental study was conducted in Unit III,
Department of Obstetrics and Gynecology, Services
Hospital, Lahore from 27-12-2019 to 27-6-2020. Ethical
approval was taken from the hospital ethical review board
(Ref.no IRB/2020/616/SIMS). A total of 240 patients was
enrolled in the study and later divided into two groups, 120
in each case with a 95% level of confidence and 5% level of
significance and taking the expected percentage of efficacy,
i.e., 93.5% with 150 mg aspirin and 83% with 75 mg aspirin
in high-risk preeclampsia patients. The sampling technique
was non - Probability Consecutive Sampling. Group A was
treated with 75 mg of aspirin, and Group B was treated
with 150 mg of aspirin. Patients included in the study were
pregnant patients aged 18-40 years, with parity less than 5,
presented for booking at 12-18 weeks and are at high risk of
developing preeclampsia after risk stratification.
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Those with H/o allergic reaction to salicylates on medical
records, H/o peptic/duodenal ulcer on medical records,
multiple pregnancy (on ultrasound) and placental
abnormality (previa, percreta, accreta) were excluded. All
patients were recruited after obtaining verbal consent. Patient
baseline demographic details were collected, including age,
gestational age, parity, and BMI. Subsequently, subjects
were randomly allocated to one of two groups through a
blinded ballot. These patients were then regularly monitored
in the outpatient department for 20 weeks.

After this period, assessments for blood pressure and
proteinuria were conducted. Efficacy was determined
operationally as blood pressure below <140/90 mmHg
and proteinuria <+1 according to the dipstick method. In
the event of preeclampsia development, females received
management in accordance with hospital protocols. The
researcher personally recorded all pertinent information on
the proforma.

The data underwent statistical analysis using the IBM SPSS
version 22 software. Descriptive statistics in mean + SD were
reported for quantitative variables such as age, gestational
age, and BMI. Frequent and percentage calculations were
performed for qualitative variables like efficacy, while parity
was presented as a frequency. A Chi-square test was employed
to compare the efficacy of both groups, with a significance
level set at p < 0.05.

Stratification was conducted to assess the impact of variables,
including age, gestational age, BMI, and parity on efficacy.
Post-stratification Chi-square tests were applied within
each stratum to compare the efficacy of both groups, with
a significance threshold of p < 0.05 considered statistically
significant.

RESULTS

We recruited 240 patients who were part of this study. The
mean age of the patients was 28.54+6.83 years. The mean
age of the patients in group A was 28.25+6.97 years, while
in the 150 mg group, the mean age of the patients was
28.83+6.71 years. The mean gestational age of the patients
was 15.30+1.69 weeks. Among 240 patients, there were
27(11.25%) patients were nulliparous, 39(16.25%) patients
had parity 1, 40(16.67%) patients had parity 2, 47(19.58%)
patients had parity 3, 49(20.42%) had parity 4, 37(15.42%)
patients had parity 5 and 1(0.42%) had parity more than 5.
Table-1.

Out of 240 patients, efficacy was achieved in 202(84.17%)
patients shown in Fig 1. In the 75 mg group, the efficacy
was achieved in 94(78.3%) patients, whereas in the 150 mg
group, the efficacy was achieved in 108(90.0%) patients. This
difference was statistically significant. ie., p-value=0.013
shown in Table- IL
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Table-I:Summary statistics of demographic features between study groups.

Age( years) 28.2546.97 28.83+6.71

BMI(KG/m2)

25.62+3.45 25.85+3.52

Table-II:Comparison of efficacy between study groups.

Total

94(78.3) 108(90.0) 202(84.2)

120(100.0)

120(100.0) 240(100.0)

Table-III: Comparison of efficacy between study groups stratified by variables.

Regarding the age of the patient, in less than 30 years, the
efficacy in the 75 mg group was achieved in 56(74.7%)
patients, whereas in the 150 mg group, the efficacy was
achieved in 64(87.7%) patients (p-value=0.043). Similarly,
In patients aged> 30 years, the efficacy in the 75 mg group
was achieved in 38(84.4%) patients, whereas in the 150
J Uni Med Dent Coll

56(74.7) 64(87.7) 120(81.1)
Age <30 years
>30years 0.158
50(75.8) 64(92.8) 114(84.4) 0.006
Gestational Age
13-15 weeks
“315) 4363 BH(E3.)
16-18 weeks 0.505
Achieved 45(80.4) 40(85.1) 85(82.5)
Achieved 49(76.6) 68(93.2) 117(85.4)
Achieved 28(80.0) 30(96.8) 58(87.9)
Achieved 66(77.6) 78(87.6) 144(82.8)

mg group, the efficacy was achieved in 44(93.6%) patients
(p-value=0.158). Table-III.

In patients having gestational age 13-15 weeks, the efficacy in
the 75 mg group was achieved in 50(75.8%) patients, whereas
in the 150 mg group, the efficacy was achieved in 64(92.8%)
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patients (p-value=0.006). In patients having gestational age
16-18 weeks, the efficacy in the 75 mg group was achieved in
44(81.5%) patients, whereas in the 150 mg group, the efficacy
was achieved in 44(86.3%) patients (p-value=0.505) shown
in Table-III.

In patients having BMI <25 kg/m2, the efficacy in the 75
mg group was achieved in 45(80.4%) patients, whereas in
the 150 mg group, the efficacy was achieved in 40(85.1%)
patients (p-value=0.527). Similarly, In patients having BMI
>25 kg/m2, the efficacy in the 75 mg group was achieved in
49(76.6%) patients, whereas in the 150 mg group, the efficacy
was achieved in 68(93.2%) patients (p-value=0.006).Table
-II1L

In null & primary parity patients, the efficacy in the 75
mg group was achieved in 28(80.0%) patients, whereas in
the 150 mg group, the efficacy was achieved in 30(96.8%)
patients (p-value=0.037). Similarly, In multi-parity patients,
the efficacy in the 75 mg group was achieved in 66(77.6%)
patients, whereas in the 150 mg group, the efficacy was
achieved in 78(87.6%) patients (p-value=0.108). The
comparison of both groups is summarized in Table-III.

DISCUSSION

Preeclampsia is one of the leading causes of maternal
and perinatal morbidity. The risk stratification of patients
presented in pregnancy at the time of booking should be
done to assess the risk factors for developing preeclampsia 1.
Significant and minor risk factors are evaluated. Patients with
hypertension and diabetes and a history of hypertension in
previous pregnancies are major risk factors, whether little risk
factors are age more than 40 years, primigravida, family h/o
preeclampsia and twin pregnancy !, It has fetal implications
in terms of placental insufficiency, intra-uterine growth
restriction and iatrogenic prematurity. Delivery is planned in
terms of uncontrolled blood pressure, progressiveproteinuria
and deterioration in laboratory tests 2.

A randomized controlled trial comparing the effectiveness
of 75mg versus 150mg aspirin for preventing preeclampsia
in high-risk pregnant women revealed a notably higher
incidence of preeclampsia in the group administered with
75mg aspirin (34%) in contrast to those who were given
150mg aspirin (9%) . Our findings align with the results
of this randomized controlled trial mentioned, emphasizing
a clear dosage-dependent trend in the efficacy of aspirin
for preventing preeclampsia in high-risk pregnant women.

There is a recommendation by NICE guidelines about the
dose of 75 mg, but recent research publications had a lack
of data regarding optimized doses. A study documented that
the efficacy of aspirin is better in 150 mg dose as it crosses
theplacental barrier and inhibits aggregation of platelets ),

Although low-dose aspirin exhibits commendable maternal
and fetal safety characteristics, it is essential to acknowledge
the relatively sparse exposure of patients to doses surpassing
100 mg. Consequently, the prudence of a preventative
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regimen relying on a daily aspirin dosage of 150 mg
necessitates substantiation '?. The ASPRE trial conducted
in 2017 has strong evidence for a better safety and efficacy
profile of 150 mg compared to placebo in the prevention of
preeclampsia 7.

A study conducted to evaluate the role of acetylsalicylic
acid in high-risk pregnancy resulted in its role in the
prevention of co-morbidities in pregnancy. Aspirin was
administered in one arm of the study, while a placebo was
utilized in the other. The findings revealed a 35% incidence
of preeclampsia, 7.7% for severe preeclampsia, and 18.9%
for fetal growth restriction”. In contrast, among the cohort
of 91 women receiving a 150 mg dosage, preeclampsia was
notably reduced to 6.5%, severe preeclampsia to 2.1%, and
early-onset preeclampsia to 1%.

In comparison, the control group exhibited a higher
prevalence of preeclampsia, severe preeclampsia, and fetal
growth restriction. These findings also favour our results,
wherein in the 75 mg group, the efficacy was achieved in
94(78.3%) patients, whereas in the 150 mg group, the efficacy
was performed in 108(90.0%) patients. This difference was
statistically significant. i.e., p-value=0.013 in our study.
Consequently, a discernible enhancement in efficacy was
observed with administering a 150 mg aspirin dosage, even
though the 75 mg dosage also demonstrated effectiveness ['%l.

It has been reported in a trial conducted in randomized
multi-country (Democratic Republic of Congo, Guatemala,
India, Kenya, Pakistan, Zambia) that efficacy was achieved
in 93.5% of cases with 150 mg aspirin and 83% of cases with
75 mg aspirin in high-risk preeclampsia patients and the
difference was significant (p<0.05) %],

A double-blinded placebo study conducted in 2017, which
was The Aspirin for Evidence-Based Preeclampsia Prevention
(ASPRE), identified patients at high risk of preeclampsia
at booking visits from 12-14 weeks and two groups were
compared for the use of aspirin in a dose of 150 mg and
placebo This landmark trial showed a significant reduction
of preeclampsia leading to preterm delivery in more than
50% of patients. However, the incidence of pr eclampsia at
term was the same, but that could be due to the beneficial
effect of aspirin in patients preventing preterm intervention
and improved maternal and fetal outcomes

CONCLUSION

This study concludes that the efficacy of 150 mg aspirin
significantly surpasses that of 75 mg aspirin in preventing
preeclampsia among high-risk pregnant patients. These
results contribute substantively to refining clinical practices,
fostering a more tailored and productive approach to
preventing preeclampsia, and elevating the standards to
improve feto-maternal outcomes.
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