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Abstract: Preeclampsia is a common and important complication of pregnancy, one with potentially significant morbidity and even 
mortality to both mother and baby. Identifying those at high risk of developing the condition is helpful as there is evidence that the 
incidence of preeclampsia can be reduced with low dose aspirin taken in pregnancy. Accurately predicting the risk of preeclampsia 
allows for more targeted aspirin prophylaxis and a greater opportunity for early detection of maternal and/or fetal complications 
associated with impaired placentation through a schedule of enhanced antenatal surveillance. Traditional preeclampsia prediction 
models use maternal characteristics and risk factors and have been shown to be of low predictive value. Multiparametric screening 
tests combine patient characteristics with serum biomarkers and ultrasound Doppler indices and have been shown to be more 
effective at detecting those at high risk of preeclampsia – more specifically, early-onset preeclampsia (onset of preeclampsia <34 
weeks’ gestation). Multiparametric screening has now been validated in different populations. The true cost effectiveness of 
a multiparametric screening model for preeclampsia screening is not yet fully known and will vary depending on the clinical setting. 
Despite the growing body of evidence for its improved detection rates, first trimester preeclampsia screening using multiparametric 
models is not widely implemented and is not part of the recommendations for antenatal screening from most international bodies. The 
International Federation of Gynecology and Obstetrics has advised universal preeclampsia screening using maternal risk factors and 
biomarkers and has strongly encouraged its promotion worldwide. Various barriers to implementation must be considered such as the 
immediate cost of equipment and training, the need for audit and quality control, and the expected benefit to the population. Low to 
middle income settings may require a pragmatic approach to the implementation of multiparametric screening given limited 
resources. 
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Plain Language Summary
Preeclampsia is an illness which only develops in pregnancy and can seriously affect both mother and baby. In someone thought to be 
at high risk of preeclampsia, aspirin can reduce the risk of this condition developing. Identifying which pregnant women are at higher 
risk of preeclampsia has traditionally involved identifying the mother’s age, race, certain medical problems or family history. If they 
score highly then they may be at higher risk. This has been shown to have limited accuracy. More recently, a different way of 
predicting risk of preeclampsia has been developed. This involves the mother’s details and medical history but adds in results of blood 
tests (called Placental Growth Factor and Pregnancy Associated Plasma Protein A), blood pressure and the result of an ultrasound 
which can measure the flow of blood to the womb (Uterine artery pulsatility index). This has been shown in large studies, in many 
different areas of the world, to be more reliable at finding out who is more likely to get preeclampsia.

Although this new method of identifying those at risk of preeclampsia is more accurate, testing everyone this way would be 
expensive because of the equipment needed and the training to ensure it was being performed properly. Studies to check if it is 
financially worthwhile overall have not been done. In low-income settings, it may not be realistic to assess risk for preeclampsia with 
blood tests and scans as access to these are expensive and may not be a priority.
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Introduction
Preeclampsia has had varying degrees of incidence reported but is likely to affect between 2–8% of all pregnancies.1 In 
the Australian population, the estimated incidence is 3–3.3% and early-onset disease as low as 0.4%.2,3

Hypertensive disorders encountered in pregnancy include preeclampsia, chronic hypertension that predates preg-
nancy, gestational hypertension (de novo hypertension identified in pregnancy without proteinuria or other features of 
preeclampsia), and superimposed preeclampsia: chronic hypertension with new onset proteinuria or other features after 
20 weeks’ gestation, or chronic proteinuria with new onset hypertension.4

Hypertension in pregnancy is defined as a systolic blood pressure (BP)≥ 140mmHg or diastolic ≥ 90mmHg.5

The definition of preeclampsia has evolved over time,6 and conventionally was characterized by new onset hyperten-
sion and proteinuria. The International Society for the Study of Hypertension in Pregnancy (ISSHP) and the American 
College of Obstetricians and Gynaecologists7 revised their guidelines to reflect the wide range of clinical manifestations 
of this condition. The definition was expanded to include cases with renal, hepatic, neurological and/or hematological 
dysfunction, with proteinuria no longer a requirement for the diagnosis. The Society of Obstetric Medicine of Australia 
and New Zealand (SOMANZ) and ISSHP also consider fetal growth restriction as a marker of end organ 
involvement.5,8,9

There are two subtypes of preeclampsia, early and late, based on the gestational age at the time of diagnosis. Early 
preeclampsia is defined as a diagnosis before 34 weeks’ gestation and late at ≥ 34 weeks’ gestation.10 Late-onset 
preeclampsia is more common than early-onset, and whilst it can have significant maternal health consequences, fetal 
growth is commonly unaffected.11 Early-onset preeclampsia causes greater maternal morbidity, neonatal morbidity and 
perinatal death than late-onset, and is more likely to lead to a preterm birth.12 Adverse short-term maternal outcomes 
from preeclampsia include acute kidney or hepatic failure, pulmonary edema, cerebral hemorrhage, disseminated 
intravascular coagulation and progression to eclampsia,12 as well as an increased risk of a cesarean section.13 Long- 
term maternal consequences of preeclampsia are now being increasingly recognized as increased risks of chronic 
hypertension, ischemic heart disease, cerebrovascular disease, renal disease, diabetes, thromboembolism, hypothyroidism 
and impaired memory.14 It is yet to be determined whether preeclampsia is simply an early warning sign of these 
pathologies that would have developed in later life anyway, or whether its role is in some way causative. It has, however, 
been observed that preeclampsia is, in high risk women, the first “cardiovascular event” and requires appropriate 
secondary prevention and follow up.15 There is a reported four-fold risk after preeclampsia of developing heart failure 
and a two-fold increase in stroke, cardiovascular disease and death after adjusting for other risk factors.16 The fetus is at 
additional risk during pregnancy and in the neonatal period, with a seven-fold increase in stillbirth in pregnancies 
affected by early-onset preeclampsia compared to normotensive pregnancies, and surviving neonates have a 23% lower 
birth weight than expected for their gestational age.12 The Barker hypothesis describes the fetal origins of adult disease: 
fetuses that are exposed to an adverse intrauterine environment respond by altering their gene expression which in turn 
leads to changes in metabolism and stress responses.17 Ex-utero, these changes are maladaptive with the consequence of 
an increased risk of hypertension and cardiovascular disease in later life.17,18

There are estimated to be between 70–80,000 annual maternal deaths and 500,000 annual perinatal deaths secondary 
to preeclampsia, with 99% of these mortalities occurring in low to middle income countries (LMIC).19 In high income 
countries, 90% of preeclampsia is late onset20 which – although it carries maternal risk of eclampsia, HELLP and other 
hypertensive complications – has an improved neonatal prognosis. This is not the case in LMICs, where there is an 
increased incidence of early-onset disease of up to 30% of all preeclampsia.20 This is a disproportionately high burden of 
both increased maternal, fetal and neonatal morbidity and mortality in LMICs where the effects are more likely to be 
“life-ending, life-threatening or life-altering”.19

The Pathogenesis of Preeclampsia
The cause of preeclampsia is still debated and is likely to be a complex interplay of maternal, genetic and immune 
factors. There is evidence that, particularly in early-onset preeclampsia, pathological mechanisms originate at the fetal- 
maternal interface. In a pregnancy destined to develop preeclampsia, cytotrophoblast fails to develop into its endothelial 
subtype, leading to inadequate remodeling of the spiral arterioles.4 A subsequent low-flow, high-resistance circulation is 
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created and this relative ischemia causes oxidative stress and damage to the placental villi.6 The maternal response to the 
placental hypoperfusion is characterized by the release of inflammatory cytokines and antiangiogenic factors which cause 
widespread endothelial dysfunction and associated clinical manifestations thereof.21,22 The pathophysiology of late-onset 
preeclampsia is less well understood, with minimal or no abnormal vascular remodeling of the spiral arteries.12

The definitive management of preeclampsia is delivery of the placenta and therefore the baby. The competing 
interests of the mother and the fetus and timing delivery accordingly is a challenge, particularly in early-onset 
preeclampsia.12

Can Preeclampsia Be Prevented?
Clearly, preeclampsia is an important global health concern which warrants attempts to reduce its incidence and 
associated morbidity. The Cochrane systematic review of the use of aspirin for prevention of preeclampsia and its 
complications included 40,249 pregnancies in both high and low risk populations, varying aspirin doses, and studies of 
both primary and secondary prevention.23 It showed a reduction in the risk of proteinuric preeclampsia with the use of 
antiplatelet agents (RR 0.82, 95% CI 0.77–0.88) and a reduction in preterm birth <37 weeks gestation (RR 0.91, 95% 
0.87–0.95).23 One of the trials included in the Cochrane review was the ASPRE trial, which has provided evidence that 
low-dose aspirin is effective in high-risk populations as prophylaxis for preeclampsia.24 This was a large multicenter 
prospective randomized controlled trial – with 1620 pregnant women included in the final analysis – which demonstrated 
that in singleton pregnancies at high risk for preeclampsia, aspirin (150 mg per day) vs placebo taken between 11 to 14 
weeks’ gestation until 36 weeks reduced the incidence of preterm preeclampsia by 62% (95% CI 0.26–0.8) but had no 
significant effect on the incidence of term preeclampsia.24

The results of ASPRE and 15 other trials were combined in another meta-analysis with a total of 18,907 
participants.25 This meta-analysis showed that aspirin reduces the rate of preterm preeclampsia <32 weeks’ gestation 
(relative risk (RR) 0.62, 95% CI 0.45–0.87) but not that of term preeclampsia (RR 0.92, 95% CI 0.70–1.21). A subgroup 
analysis assessed the outcomes depending on the gestational age at which aspirin was commenced (≤ 16 weeks’ gestation 
and > 16 weeks’ gestation). The reduction in preterm preeclampsia was only observed when aspirin was initiated at ≤ 16 
weeks’ gestation and at a dose of ≥ 100 mg per day.

There are two hypotheses for this apparent benefit of the early commencement of aspirin:

1. The underlying pathophysiology of preterm preeclampsia differs to that of term preeclampsia, the latter of which 
has no pharmacological benefit from aspirin.

2. The potential that aspirin indeed does reduce the risk of both preterm and term preeclampsia. It may delay the 
onset of preeclampsia, meaning that the cases of preterm preeclampsia are prevented but then become term 
preeclampsia, and term preeclampsia does not eventuate as birth occurs prior.

Aspirin is considered safe and has been used extensively in obstetric practice, not only for the prevention of preeclampsia but 
also for other adverse pregnancy outcomes.23 There has been no associated increase in congenital heart defects or other 
structural anomalies.26 An early randomized trial on the use of aspirin (60mg per day) reported a significant increase in 
placental abruption.27 A recent meta-analysis on the effect of aspirin used for preeclampsia prophylaxis on placental abruption 
and antepartum hemorrhage concluded that there was no increase in either event at any dose, initiated at any gestation.28

The risk of postpartum hemorrhage may be slightly increased with the use of aspirin (RR 1.06 95% CI 1.00–1.12) but the 
evidence included in this Cochrane review was of only moderate quality.23 A recently published Swedish registry-based cohort 
study with 313,624 subjects investigated the association of aspirin with both maternal and neonatal bleeding complications.29 

This study also showed no increased rate of antepartum bleeding in those taking aspirin. However, there was an increased risk of 
intrapartum bleeding (2.9% in aspirin users vs 1.5% in non-users, adjusted OR 1.63, 95% CI 1.30–2.05), an increase in 
postpartum hemorrhage (10.2% aspirin users vs 7.8% non-users, aOR 2.21, 95% CI 1.08–1.39), and postpartum hematoma 
(0.4% aspirin users vs 0.1% non-users, adjusted OR 2.21, 95% CI 1.13–4.34).29 There was also an increased rate of neonatal 
intracranial hemorrhage of 0.07% in the aspirin users vs 0.01% in the non-users (aOR 9.66 95% CI 1.88–49.48). Interestingly, 
when analyzed based on mode of birth, there was a higher incidence of bleeding in those who had a vaginal birth but not in the 

International Journal of Women’s Health 2022:14                                                                               https://doi.org/10.2147/IJWH.S283239                                                                                                                                                                                                                       

DovePress                                                                                                                       
1373

Dovepress                                                                                                                                                          Malone et al

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://www.dovepress.com
https://www.dovepress.com


cesarean group.29 This study could not adjust for important confounders which may have made significant contributions to 
bleeding risk, but with such a large sample size, it does at a minimum challenge the perception that low-dose aspirin in pregnancy 
is a completely innocuous drug.

Other prophylactic measures for preeclampsia include calcium supplementation. A Cochrane review showed 
a reduction in preeclampsia (RR 0.45 95% 0.31–0.65) and in those with low calcium diets, the effect was more 
pronounced (RR 0.36 95% CI 0.2–0.65).30

Vitamin D deficiency has been associated with an increased risk of preeclampsia. A recent systematic review and 
meta-analysis of randomized controlled trials assessed the impact of Vitamin D supplementation on the incidence of 
preeclampsia. This showed that Vitamin D supplementation was associated with a reduced risk of preeclampsia (OR 
0.37, 95% CI 0.24–0.50, p<0.001).31 Varying preparations and dosages were used among the studies included. 
A previous meta-analysis of Vitamin D supplementation in pregnancy failed to see a reduction in the incidence of 
preeclampsia (RR 1.09 95% CI 0.43–2.76). The World Health Organization32 advise against Vitamin D supplementation 
for the prevention of preeclampsia.32 A large, prospective randomized controlled trial of a standardized dose and 
preparation would be helpful to clarify the efficacy of Vitamin D supplementation in the prevention of preeclampsia.

Several meta-analyses have been published regarding the effect of exercise in pregnancy. These have demonstrated 
reduced rates of gestational weight gain, gestational diabetes, gestational hypertensive disorders, preterm birth, cesarean 
delivery and lower birth weight with a higher incidence of vaginal birth.33 A randomized controlled trial examined the impact 
of exercise in pregnancy on the incidence of pregnancy-induced hypertension. The participants were of all BMIs and were 
randomized to the control group or an intervention of an exercise group performing aerobic, strength and flexibility exercises 
for 3 days a week for 50 minutes. The women in the control group were excluded if they had high levels of baseline physical 
activity. The women who did not exercise were more likely to develop gestational hypertension (OR 2.96 95% CI 1.29–6.81, 
p=0.01), and were more likely to gain excessive weight in pregnancy (OR 1.47; 95% CI 1.06–2.03, p=0.02).34 Although the 
primary outcome for the study was not preeclampsia, there was a statistically significant reduction in preeclampsia in the 
exercise group compared to the control group (0.5% vs 2.3%). This advice is part of the International Society for the Study of 
Hypertension in Pregnancy (ISSHP) recommendations for preeclampsia prevention.

The Role of Screening
Preeclampsia is a condition which lends itself to screening. It is justified for the following reasons:

● Opportunity for prevention through targeted prophylaxis.
● Allow early risk stratification and triage into high-risk care.
● Increased maternal and fetal surveillance. It is known that a delay in diagnosis of preeclampsia can contribute to 

maternal morbidity and mortality.35

● Identification of a population in which trials of novel prophylactic and/or treatment therapies can be performed.11

Although there would seem to be minimal confirmed major harm from a liberal use of aspirin, it has been observed 
that compliance rates are low in groups which are less stringently targeted. Those that are defined as high risk for 
preeclampsia by the NICE guidelines have a reported compliance rate of only 23%.36 In the ASPRE trial, where risk was 
identified by the use of a multiparametric model, patients defined as high risk demonstrated a rate of good compliance – 
defined as consuming more than 85% of the prescribed tablets – of 79.9%.24 Compliance in a trial setting is likely to be 
an inaccurate reflection of real-world use.

Predicting Preeclampsia
Screening by Risk Factors
Traditional assessment of preeclampsia risk has been by history taking, which is an essential part of any clinical 
encounter and is usually performed at the first antenatal visit. The NICE and ACOG guidelines recommend low-dose 
aspirin for preeclampsia prophylaxis if a woman has one high risk factor or more than 1 moderate risk factors37 (Table 1).
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Using this approach, each risk factor is taken as separate screening test with its own odds ratio and does not consider 
which factors may further increase or even decrease risk. The data informing the NICE guidelines were derived from 
a systematic review of controlled studies which assessed the individual risk factors for preeclampsia and their relative 
contribution to the risk of this condition.38 This identified that the greatest risk factor for developing preeclampsia was 
the presence of antiphospholipid antibodies (RR 9.72 95% CI 4.34–21.75) and previous preeclampsia (RR 7.19 95% CI 
5.85–8.83).38 The review acknowledged the limitations of this model of prediction, as although the individual risk factors 
could be assessed, the interplay between them cannot be appreciated: for example, a patient with a high-risk factor who 
has already had pregnancies without complication may not be as likely to develop preeclampsia.38 By using the NICE 
guidelines for preeclampsia screening, the detection rate is 41% for preterm preeclampsia and 34% for term preeclampsia 
with a false positive rate (FPR) of 10%.39

The maternal characteristics for developing preeclampsia are based on research performed in high income countries 
(HIC).40 A secondary analysis of the WHO Global Survey on Maternal and Perinatal Health found the 3 most significant 
associations with the development of preeclampsia to be severe anemia F(AOR 2.98;95% CI 2.47–3.61), chronic 
hypertension (AOR 7.75; 95% CI 6.77–8.87) and raised BMI ≥ 35 kg/m2 (AOR 3.9; 95% CI 3.52–4.34).40 Other 
factors more relevant to the developing-nation setting were also assessed including no maternal education (AOR 1.22 
95% CI 1.07–1.39) and pyelonephritis or urinary tract infection (AOR 1.13 95% CI 1.03–1.24). This is important to 
highlight: since most data come from HIC, it is not known if LMICs – where there is a significant burden from 
preeclampsia – are being adequately served.

In a further attempt to improve risk estimation, maternal risk factors have been combined in a multivariate regression 
model to improve detection rates within a certain population. One prospective first trimester screening study identified 

Table 1 Current International Screening Guidelines for Identifying Those at High Risk of Developing Preeclampsia

NICE Guidelines37 ACOG/ SMFM/ US Preventative Task 
Force (USPSTF) Guidelines80

ISSHP Guidelines5

Indications 
and 
prophylactic 
intervention

Start 75–100 mg/day of 
aspirin from 12 weeks if:  

1 high risk factor:
● Hypertensive disease during 

a previous pregnancy
● Chronic kidney disease
● Autoimmune disease such as 

systemic lupus erythemato-
sus or antiphospholipid 

syndrome
● Type 1 or 2 diabetes
● Chronic hypertension

Or >1 moderate risk factor:
● First pregnancy
● Age 40 years or older
● Pregnancy interval of >10 

years
● Body mass index (BMI) of 

35 kg/m2 or more at the 
first visit

● Multifetal pregnancy.

Start 81 mg/ day of aspirin between 12–28 
weeks gestation (ideally <16 weeks) if:  

1 high risk factor:
● History of preeclampsia, especially when 

accompanied by an adverse outcome
● Chronic hypertension
● Pregestational type 1 or 2 diabetes
● Autoimmune disease (ie Systemic lupus 

erythematosus or antiphospholipid syndrome)
● Combinations of multiple moderate risk fac-

tors.

Or >1 moderate risk factor:
● Nulliparity
● Obesity (BMI >30kg/m2)
● Family history of preeclampsia (mother or 

sister)
● Black race (as a proxy for underlying racism)
● Lower income
● Age 35 or older
● Personal history factors (eg low birth weight 

or small for gestational age, previous adverse 

pregnancy outcome, >10 year pregnancy 
interval)

● In vitro fertilization.

When it can be integrated into local 
health system, multiparametric 
screening is supported.  

Otherwise: 

Start low dose aspirin (150 mg/kg/day) 
<16 weeks gestation if high risk 
preeclampsia, particularly:

● Previous preeclampsia
● Pre-existing medical conditions such as 

chronic hypertension, underlying renal 

disease or pregestational diabetes.
● Multiple pregnancy
● Maternal BMI >30 kg/m2

● Assisted reproduction technology

All pregnant women: 

Start calcium (1.2–2.5g/ day) in the face of 
low calcium intake (<600mg/day) 

Exercise at least 3 days per week for an 

average of 50 minutes using a combination 
of aerobic, strength and flexibility training.
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factors associated with the development of early-onset preeclampsia as being of Afro-Caribbean origin (OR 3.64 95% CI 
1.84–7.21), chronic hypertension (OR 8.7 95% CI 2.77–27.33), history of preeclampsia (OR 4.02 95% CI 1.58–10.24) 
and conception by ovulation induction (OR 4.75 95% CI 1.55–14.53). The same study identified different associations 
for the development of late-onset preeclampsia, including maternal age (OR 1.01 95% CI 1.00–1.07), raised BMI (OR 
1.10 95% 1.07–1.13), family history (OR 2.91 95% CI 1.63–5.21) or personal history of preeclampsia (OR 2.18 95% CI 
1.24–3.83). Late-onset preeclampsia was also seen more frequently in those of Afro-Caribbean and South Asian descent 
(adjusted OR 2.66–3.31).41 From this study, the detection rate using logistic regression of maternal demographics in 
isolation was 37% for early preeclampsia, 28.9% for late preeclampsia, and 20.87% for gestational hypertension at a 5% 
false positive rate (FPR).

Competing Risk Model Using Multiparametric Screening Tests
The competing risk model treats preeclampsia as an event in time.42 It assumes that were a pregnancy to continue 
indefinitely, at some point, preeclampsia will develop. Whether this occurs prior to a specified gestational age is 
dependent on competition between delivery before or after the onset of preeclampsia.43 Gestational age at delivery is 
plotted on a Gaussian curve based on maternal characteristics (including age, weight, height, race, personal and family 
history of preeclampsia, chronic hypertension, diabetes, systemic lupus erythematosus, antiphospholipid syndrome, 
method of conception and interpregnancy interval).44 Those at low risk of preeclampsia would have the Gaussian 
distribution shifted to the right, and so in these pregnancies it is likely that delivery would occur prior to the 
development of preeclampsia. In those identified at high risk, the distribution and mean age of delivery is shifted to 
the left, meaning that delivery would likely occur at an earlier gestation. By combining these risks in 
a multiparametric model, including those factors that would reduce the risk, the detection rate for preeclampsia is 
improved. Using only maternal characteristics, the competing risks model could predict any preeclampsia, preeclamp-
sia requiring delivery at <37 weeks and at <34 weeks’ gestation at rates of 40%, 48% and 54% respectively, with 
a FPR of 11%. In comparison, the detection rates using the NICE guidelines are 35%, 40% and 44% respectively.45 

Maternal characteristics in isolation perform poorly as a screening test for hypertensive disorders of pregnancy. The 
addition of other biophysical or biochemical factors to the a priori risk further improves detection rates. This method 
is analogous to the model of first trimester combined screening for aneuploidy. This uses the principle of Bayes 
Theorem of multiplying an a priori risk with the additional likelihood ratio associated with each parameter.46 Various 
combinations of biophysical and biochemical components provide different test performance in different populations.

In the following paragraphs we detail the commonly used additional biophysical parameters and biomarkers which 
have been commonly used in this multiparametric screening model.

Maternal Mean Arterial Pressure (MAP)
Measuring blood pressure (BP) is another routine component of an antenatal visit, and so minimal or no further resources 
should be required for its implementation in a preeclampsia screening program. Chronic hypertension is a known risk 
factor for the development of preeclampsia, and even “white coat” hypertension is not as benign as previously 
assumed.47

Blood pressure measured at 11–13+6 weeks’ gestation is increased in pregnancies that subsequently develop 
preeclampsia and gestational hypertension, with a particularly marked increase in those that will develop early 
preeclampsia.48 A systematic review and meta-analysis has identified that MAP is a better predictor for preeclampsia 
than either systolic or diastolic blood pressure taken in the first and second trimesters.49

To be a reliable tool, BP must be measured using a validated and reproducible method. The Fetal Medicine 
Foundation (FMF) protocol includes taking the measurement after five minutes of rest, with the arm at the level of the 
heart using a regularly calibrated and validated device with an appropriately sized cuff. BP is measured simultaneously in 
both arms, two measurements are obtained and the average of all four measurements is used.50 MAP is calculated as 2/3 
diastolic BP + 1/3 systolic BP.
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Uterine Artery Doppler Analysis
The Doppler waveform of the uterine artery (Ut-A) is the most commonly studied vascular bed in relation to adverse 
pregnancy outcomes, including preeclampsia. It is possible to measure resistance through this vessel, usually by 
assessment of the pulsatility index (PI) which, when raised, can be associated with the development of preeclampsia 
and fetal growth restriction.51 The convenience of the uterine artery is that it can be interrogated throughout pregnancy at 
the time of routine ultrasound examinations. Transabdominal or transvaginal approaches are possible, although transab-
dominal is preferred as transvaginal measurements produce higher PI values.52

The uterine artery Doppler parameter is the most at risk of error given that it is highly operator dependent.53 Accurate 
acquisition can also be impacted by patient factors such as patient obesity. Again, a validated protocol for its measure-
ment is necessary and should be subject to quality control and audit. Systematic error can potentially under- or 
overestimate the risk of preeclampsia and significantly change the screen positive rate.53

When used in isolation, the Ut-A PI in the first trimester has a sensitivity of 48% and specificity of 92% for the 
prediction of early-onset PE.52

Serum Biomarkers
Several candidate biomarkers have been investigated for preeclampsia prediction. These include serum biomarkers which 
would increase in preeclampsia, such as soluble endoglin (sEng), inhibin A, activin A, pentraxin-3 and p-selectin, and 
also those which would decrease such as pregnancy associated placental protein- A (PAPP-A), placental growth factor 
(PlGF) and placental protein-13 (PP13).54

For a given biomarker to be easily implemented in a screening test, it is desirable for it to be already used in other 
existing testing regimens. For this reason, PAPP-A and PlGF (already used in aneuploidy screening and prediction of 
preeclampsia in later stages of pregnancy) have been most extensively researched. PlGF is a vascular endothelial growth 
factor which is essential for angiogenesis of the uteroplacental circulation, low levels of which precede the clinical 
manifestations of disease.52 PlGF measured at 11–13 weeks’ gestation, as an isolated screening tool, has a detection rate 
for preeclampsia requiring delivery before and after 34 weeks’ gestation of 51% and 32% respectively, at a 10% FPR.55

PAPP-A is a glycoprotein produced by the embryo and the trophoblast and has a role in the cleavage of insulin-like 
growth factor, which regulates placental and fetal development and growth.52 It is reduced in pregnancies with 
preeclampsia and as an isolated screening tool has a detection rate of 21.9% at a FPR of 10%.56

The analysis of these biomarkers can be undertaken by automated machines, known to provide rapid and reproducible 
results.54 Serum soluble fms-like tyrosine kinase-1 (sFLT-1) is also a clinically well-established biomarker for pre-
eclampsia but it is only useful for screening in the third trimester and so has no role in first trimester screening.42

The fact that no single marker has been identified to be predictive of preeclampsia likely reflects the heterogenous 
nature of the disease. Using a competing risks model, various combinations of biophysical and/or biochemical markers 
can be appraised in addition to maternal characteristics to identify the most practical and accurate combination.

The False Positive Rate
The false positive rate can be set at any arbitrary figure according to the desired detection rate, as is done in first trimester 
combined screening for aneuploidy. The higher the false positive rate, the greater the detection rate. The consequence of 
a false positive result in preeclampsia screening is likely to be minimal (aspirin, closer surveillance) in comparison to 
aneuploidy screening (significant anxiety and invasive testing with risk of pregnancy loss, albeit small).22

The Screen Positive Rate (SPR)
A risk of 1:100 is usually deemed as a screen positive result for developing PE <37 weeks gestation.46 The clinical value 
of using a risk cut-off that is similar to the background incidence of preeclampsia has been questioned, as have the 
inconsistent screen positive rates used in different studies.57 The screen positive rate should be seen as something that 
could be modified to suit the needs of the population and be subject to regular review.
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The Performance of Competing Risk Models
The first prospective study of the performance of the NICE guidelines was the SPREE trial, a prospective study of 17,051 
patients comparing preeclampsia risk as defined by the NICE guidelines to risk as defined by a multiparametric 
competing risk model of screening including mean arterial pressure (MAP) uterine pulsatility index (UtA-PI), serum 
pregnancy associated plasma protein- A (PAPP-A) and serum placental growth factor (PlGF).36 Using the NICE 
guidelines, the screen positive rate was 10.3% with a detection rate of all preeclampsia of 30.4% compared to 
a higher detection rate of 42.5% with the multiparametric model. The detection rate for preterm preeclampsia was 
40.8% using NICE guidelines for screening and 82.4% using the same combination in a multiparametric screening test.

Although other groups have developed similar algorithms, that produced by the Fetal Medicine Foundation (FMF) in 
the UK is the most widely validated. The largest study of this algorithm combined data from three prospective 
studies36,43,58 giving a total of 61,174 singleton pregnancies for analysis.59 The study showed that the best individual 
biomarker for prediction of preeclampsia was PlGF, followed by Ut-A PI, MAP and then PAPP-A. The best screening 
performance was achieved with the combination of maternal factors, MAP, Ut-A PI and serum PlGF. This is now known 
as the FMF triple test. There was no additional benefit of PAPP-A. Figure 1 illustrates the varying detection rates at 
an FPR of 10% with a screen positive cut off of 1:100 using different combinations of parameters. For term PE, the FMF 
algorithm is less reliable. This is because the deviation of the biomarkers from normal is less pronounced in the 
prediction of term preeclampsia and this is particularly true of the UtA-PI, with which there is little discrimination 
between unaffected pregnancies and those destined to develop term preeclampsia.59 This is in contrast to MAP, the 
performance of which in predicting preeclampsia at term is relatively good.59

The Performance of the FMF Algorithm for Demographic Subgroups
The performance of the FMF algorithm has been analyzed by demographic subgroup within the cohort studied. 
Caucasian parous patients with no history of preeclampsia were the lowest risk group: they accounted for a plurality 
of the population (34.7%) yet only 12.8% of preterm preeclampsia.59 This equated to a detection rate for preterm 
preeclampsia of 54% and a screen positive rate of 3.7%. Likewise, the highest risk group was Afro-Caribbean patients 
with a history of preeclampsia, who accounted for 0.8% of the population but 7.3% of cases of preterm PE, and for whom 
the detection rate was 100% for preterm preeclampsia and the FPR 72.8%.59 This translates to two extremes of screen 
performance, which is inevitable at a fixed cut off point. This does introduce the notion that an inherently high-risk 
population would derive negligible benefit from first trimester screening and favors a less judicious approach to empirical 
aspirin prophylaxis and close surveillance. This is also true of the data regarding performance of the FMF model in first 
trimester screening for twin pregnancies. These are pregnancies which have high rates of preeclampsia compared to 
singletons.60 The FMF group applied combined screening for preeclampsia to 1100 twin pregnancies with the competing 
risks model using maternal characteristics, MAP, UtA PI and PlGF to predict preeclampsia at <32 weeks, <37 weeks and 
<42 weeks’ gestation with detection rates of 100%, 99% and 97% with a SPR of 75%.61 The screen-positive cut-off 
was 1:75.

Is the FMF Algorithm Externally Validated in Other Populations?
The FMF algorithm was derived from a European multi-ethnic population, and so its validity for other populations needs 
to be assessed. East Asian populations have a naturally lower incidence of preeclampsia, one study having an observed 
rate of 2.05% in their Chinese population of 10,935 participants. People of East Asian origin represented only 3.5% of 
the ASPRE cohort.24 Several prospective studies have shown that the FMF model of screening has a lower detection rate 
for preterm preeclampsia in Asian populations (with Chinese/East Asian populations the most studied).62–65 One 
prospective study identified the FMF algorithm (using maternal characteristics, MAP, Ut-A PI and PlGF) as achieving 
detection rates of 48.2%, 64%, 71.8% and 75.8% at 5%,10%, 15% and 20% fixed false positive rates, respectively.64 

Another prospective study in China showed similar detection rates of 65%, 72.6% and 76.1% in models using PAPP-A as 
the only biochemical biomarker and reduced performance using PlGF as the only biochemical biomarker with detection 
rates of 56.4%, 71.8% and 75.4% at 10%, 15% and 20% fixed positive rates, respectively.65 This variable performance 
suggests that the distribution of individual parameters within normal and preeclamptic populations may need to be 
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adjusted for the population in which the test is to be performed. Nevertheless, the FMF algorithm for preeclampsia 
screening in Asian populations resulted in improved detection rates as compared to either NICE or ACOG guidelines.64 

Other studies in European populations have also demonstrated the FMF algorithm to be effective.66,67 A small study in 
Switzerland noted that Ut-A PI was lower in their population which may have been due to incorrect measurement 
technique67 – this highlights the importance of correct protocol, training, and audit. A prospective study in Hungary 
found that, similar to the Asian populations, PAPP-A improved detection rates, whereas the addition of PlGF to the 
calculation did not.66

With this knowledge, introducing screening by the FMF algorithm would still be an improvement on current 
screening methods. With the acquisition of further population data, it will be possible to adjust the relative contribution 
of parameters specific to that population, as well as derive the combination with the highest detection rate and most 
acceptable false positive rate.

Barriers to Implementation
Is First Trimester Screening with Maternal Characteristics and Biomarkers Cost Effective?
Whilst first trimester screening for preeclampsia using the FMF algorithm would be more costly than current risk- 
based assessments, the cost of preeclampsia to the healthcare system and the community is significant. The average 
cost for a pregnancy affected by preeclampsia is higher than that of one without. Aside from the maternal cost, the 
neonatal care is the real short-term cost. Whilst the cost of maternal care rises 2.7 fold, for preterm birth <32 weeks’ 
gestation, the cost of neonatal care increases 35 fold.68 Although the ASPRE study did not identify a reduction in 
admissions to the neonatal unit between aspirin and placebo groups (6.8% vs 6.2%), the length of stay was 
significantly reduced (31.4 days vs 11.1 days respectively).68 A study in Belgium assessed the cost utility of a first 
trimester screening strategy using the FMF combined risk algorithm versus screening by risk factors in a nulliparous 

Figure 1 Screening performance of the first trimester FMF prediction model for preeclampsia according to the different combinations at FPR of 10%. Reproduced with 
permission from Chaemsaithong P, Sahota DS, Poon LC. First trimester preeclampsia screening and prediction. American journal of obstetrics and gynecology. Feb 2022;226(2S): 
S1071-S1097 e2, Copyright 2022, with permission from Elsevier.22 

Abbreviations: FMF, Fetal Medicine Foundation; FPR, false positive rate; PE, preeclampsia; MF, maternal factors; MAP, mean arterial pressure; UtA-PI, pulsatility index of the 
uterine artery.
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population. They factored in a prescription rate of only 50% in those identified as high risk and still found that the cost 
saving was €28.67 per patient by preventing 337 cases of preeclampsia per year.69 This could be a conservative 
estimate given that one UK clinical effectiveness study saw a 99% prescription rate after implementing the FMF 
algorithm.70 The study was conducted in a nulliparous population and so it may have proven more cost effective given 
that if participants were otherwise medically well and in the obvious absence of previous preeclampsia, they would 
have been deemed low risk.

Knowing that there are adverse health outcomes for people having suffered from preeclampsia and their offspring, 
one could postulate that preventing a case of preeclampsia may have further downstream long-term cost effectiveness 
which has the potential to impact generations to come. The true cost effectiveness of multiparametric screening for 
preeclampsia, both short and long term, is not yet fully known.

To reduce costs, a two-tier test has been proposed whereby patients undergo initial screening with varying combina-
tions of a) maternal factors, b) maternal factors plus MAP and UtA-PI, or c) maternal factors, MAP and PlGF.71 This is 
akin to the contingent screening approach for aneuploidy whereby those with intermediate risk for aneuploidy based on 
first trimester combined screening are offered screening with cell-free DNA (cfDNA), known to have a higher sensitivity 
and specificity.72 This reserves the more costly screening test with superior performance (cfDNA) for those it is most 
likely to benefit, which in turn reduces costs of the screening program. By applying this similar 2 stage principle to first 
trimester preeclampsia screening, it was shown that in a Caucasian population, a similar screening performance can be 
achieved with a two-stage strategy using only maternal factors as an initial screen, reserving MAP, UtA-PI and PlGF for 
70% of the remaining population.71 Using maternal factors, MAP and UtA-Pi as a first-tier screen, only 30–40% need go 
onto PlGF testing.71 If maternal factors, MAP and PlGF are used initially then only 20–30% go on to a UtA-PI 
measurement.71 A two-tier strategy has been suggested by FIGO for low resource settings, with universal maternal 
factors and MAP, and UtA and PlGF reserved for a subgroup of those initially deemed high risk. Contingency screening 
has not been assessed in a population of mixed ethnicity: to set a screen positive rate to fit the White demographic would 
yield a high SPR in the Black and South Asian population.71 It may be preferable for those high-risk populations to 
proceed directly to the full testing algorithm.

Multiparametric screening has been designed to be of practical convenience: for example, performance of the Ut-A PI 
at the time of the first trimester nuchal translucency scan, assessment of analytes as part of combined aneuploidy 
screening, and blood pressure measurements are already routine. Evidence supporting its improved performance in 
comparison to risk factor screening for the prediction of preeclampsia (and specifically early-onset preeclampsia) is 
convincing and consistent, and yet widespread implementation is yet to be seen. Most international bodies have not 
updated guidance regarding screening since the advent of multiparametric screening: ISSHP has acknowledged and 
supported the use of multiparametric screening when it can be integrated into the healthcare system and otherwise 
suggest risk factor screening.5 FIGO, however, has embraced the concept of multiparametric screening for preeclampsia 
enthusiastically and has encouraged all countries to promote universal screening with a multiparametric test, ideally 
using maternal characteristics, MAP, Ut-PI and PlGF, but at a minimum, maternal characteristics and MAP with the 
option of contingent screening for those then identified as high risk.68

However, the infrastructure, provision of training, care pathways for those screened as high risk, rigorous audit and 
quality control are essential to the success of such a program and require initial and ongoing investment. The risk 
calculator is available free of charge on the Fetal Medicine website and so at a very minimum, it would seem easily 
achievable to assess risk using maternal characteristics and MAP with PAPP-A if it had been measured for Downs 
syndrome screening. Performing UtA-PI measurements is not particularly complex and has already been implemented in 
the second trimester in the UK as part of the RCOG’s risk assessment of the small-for-gestational-age fetus in those who 
have multiple minor risk factors.73 Based on the evidence which has been presented in this review, any combination of 
parameters would be an improvement on existing risk factor screening alone.

The Challenge in Low-Middle Income Countries
Such an undertaking is challenging enough in a high-income country, but the capacity for low-resource settings to 
support such a program is possibly unrealistic. Preeclampsia remains a critical health priority in LMICs, as hypertensive 
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disorders remain one of the major causes of maternal death.22 Primary prevention of preeclampsia in these settings is 
therefore of great importance. This was addressed in the 2019 FIGO guidance on screening for preeclampsia, which 
acknowledged that in low resource settings, perfection is the enemy of the good and a pragmatic approach incorporating 
maternal characteristics and MAP should still be achievable.68 This may not be the case across all settings as antenatal 
care can be non-existent in some circumstances.

In LMICs the focus has been more on raising awareness of the signs and symptoms of preeclampsia, providing 
general antenatal care, recognition and management of hypertensive disorders in pregnancy than perhaps primary 
prevention.74,75

Given aspirin’s generally reassuring safety profile, there is an argument that a less judicious approach to its 
initiation would forego the need for an accurate screening test, particularly in LMICs where there may be minimal 
antenatal care. It is also a reasonable point given that aspirin can confer other benefits to pregnancy including 
reducing spontaneous preterm birth <37 weeks’ gestation (RR 0.91 95% CI 0.87–0.95), reducing fetal deaths, 
neonatal deaths or death prior to discharge (RR 0.85 95% 0.76–0.95), small for gestational age babies (RR 0.84 
95% CI 0.76–0.92) and pregnancies with serious adverse outcome (RR 0.90 95% CI 0.85–0.96) based on high-quality 
evidence.23 The recent ASPIRIN trial was a multinational, randomized, double-masked placebo-controlled trial of 
low dose aspirin (81 mg per day) initiated in the first trimester to nulliparous women with a confirmed singleton 
pregnancy in low- to middle-income countries. The primary outcome was incidence of preterm birth < 37 weeks’ 
gestation. Aspirin was shown to reduce perinatal mortality and fetal loss overall, and the preterm birth rate <37 
weeks’ gestation was reduced by 11% and for gestations <34 weeks’ by 25%.76 There was no difference in rates of 
hypertensive disorders in the aspirin and placebo groups: however, the study excluded participants who were 
hypertensive, had multiple pregnancies or medical problems such as diabetes (ie, those women who were more 
likely to develop preeclampsia). A secondary analysis of these data assessing any unexpected emergency medical 
visits and occurrence of side effects was performed. This showed no safety concerns, which is pleasing given the 
need for a low-cost, effective and safe intervention to reduce adverse pregnancy outcomes in low- to middle-income 
countries.77

The National Specialized Commission of Hypertension in Pregnancy of the Brazilian Association of Gynecology and 
Obstetrics Federation recently published their statement on preeclampsia screening, stating that given the cost and 
logistics required to implement universal multiparametric screening in a country with few resources, universal prophy-
laxis with low dose aspirin would be preferable, particularly in view of the other benefits such as reduced preterm birth 
and perinatal mortality as demonstrated in the ASPIRIN trial.76,78 This is echoed even in a HIC, with the ACOG practice 
advisory recently stating that in some areas, there may be such a proportion of high risk groups that an institution may 
decide to adopt a policy of universal aspirin prophylaxis for their population.79

Conclusion
First trimester screening for preeclampsia has been shown to be an effective strategy for the detection of early-onset 
preeclampsia. A competing risks model incorporating maternal characteristics and biomarkers has an improved screening 
performance as compared to the traditional risk-based assessment. There is a strong argument that risk-based screening 
should be largely redundant in contemporary practice in high-income settings. In low to middle income countries, 
a competing risks model can still be used with the option of biophysical or biochemical biomarkers to improve detection 
rates dependent on resources. Implementing the FMF algorithm will require investment in local systems to support 
training, process, audit, and quality assurance. Accurately identifying those at high risk of preeclampsia will benefit them 
through targeted aspirin prophylaxis and increased pregnancy surveillance. The detection rates within different popula-
tions vary significantly, highlighting the importance of validating algorithms and modifying them for different patient 
groups. In LMICs, particularly where access to antenatal care is minimal, there is a valid argument for universal aspirin 
prophylaxis to reduce the incidence of preeclampsia as well as other placentally mediated complications of pregnancy.

Where possible, all settings should implement some form of first trimester screening for preeclampsia using 
a competing risks model with a combination of parameters that fits their population and resources.
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