
Responses to reviewer for PARROT-2 application to JP Moulton Foundation (Chappell and colleagues) 

 

We are concerned that the reviewer has not understood our proposal as they appear to suggest that we are testing low-

risk women (our stated population is women with suspected pre-eclampsia) and they contradict themselves in a number 

of places, suggesting that the testing interval either ought to be more frequent (‘fulminant pre-eclampsia can develop very 

quickly – eg over 48 hours’) or that the proposed testing regime of 1-2 weekly (depending on initial test category) is too 

‘burdensome’.  

 

1) The weekly PIGF regime has not been justified sufficiently. This would appear to be an arbitrary time interval based on 

convenience, when we know that fulminant pre-eclampsia can develop very quickly - eg over 48 hours. Setting the 

interval to weekly is restrictive and has the potential to miss the change in PIGF that new onset pre-eclampsia brings. 

In clinical practice, if shown to be a useful biomarker, surely the PIGF would just be repeated when clinically indicated?  

A: NICE Diagnostic Guideline 23 (2016) advised single PlGF testing in women with suspected pre-eclampsia for rule out of 

disease, with no further testing (although the reviewer suggests it would ‘just be repeated when clinically indicated’) 

because of lack of evidence for subsequent testing. A single PlGF test at first presentation will shortly be included on 

the NHS Innovation and Technology Payment Programme (information in confidence) but with no recommendations 

on what should happen afterwards, the evidence gap that PARROT-2 aims to fill. Over-zealous use of repeat PlGF 

testing could lead to unnecessary intervention and excessive costs for the woman and the health service; judicious 

use of repeat PlGF testing has the potential to reduce adverse maternal and perinatal outcomes by appropriate 

ongoing risk stratification. The PARROT-2 trial is needed to answer this question.  

 

2) The requirement for weekly tests in women who test low risk early on in pregnancy, eg 20 weeks, is very burdensome 

on the patients and unlikely to yield useful data. Increased hospital attendance for PIGF testing may also lead to the 

'over medicalising' of an otherwise normal pregnancy with all its attendant risks of anxiety, iatrogenic injury and so on. 

There is no real mention of the harms of serial PIGF testing here (one would anticipate iatrogenic preterm birth being a 

risk) 

A. As indicated in the application, women with a normal (initial PlGF ≥100pg/ml) result will be asked if they wish to 

participate in the study with two-weekly testing. Our 2018 feasibility study confirmed that women presenting with 

suspected pre-eclampsia had high acceptance (>80%) of repeat sampling, citing need for frequent attendances and 

uncertainty over prognosis as the reason for participation. Time to delivery and anticipated number of repeat samples 

is shown below (based on PARROT-1 data). 

Initial test: PlGF <12pg/ml PlGF <100pg/ml PlGF ≥100pg/ml 

Proportion of revealed testing cohort (n=571) 130 (23%) 212 (37%) 229 (40%) 

Mean (SD) gestation at enrolment (weeks) 31.39 (3.82) 33.58 (3.18) 31.55 (4.00) 

Mean (SD) gestation at delivery (weeks) 33.4 (3.13) 36.71 (2.48) 38.30 (1.75) 

Mean (SD) time to delivery (days) 8.13 (3.41) 15.06 (2.72) 37.80 (2.06) 

Proposed testing schedule for PARROT-2 Weekly Weekly 2-weekly 

Anticipated number of repeat samples One Two Two  

We emphasise that a low PlGF result is not an indication for delivery in itself.  

 

3) Most of the repeat blood tests will be of minimal scientific interest since they will be serial bloods taken in normal or 

low risk pregnancies - by definition, since those with pre-eclampsia will deliver early and therefore stop having their 

PIGF tested.  

A. Women in PARROT-2 will not have normal or low risk pregnancies – they are ‘women presenting with suspected 

preterm pre-eclampsia’ (as presented in the application). 

 

4) Given 3, the study is likely to be underpowered to show a benefit of repeat PIGF testing. 

A. The study is appropriately powered for a high risk group, not a low risk group as the reviewer suggests. The sample 

size is thus based on proportions of women in these higher risk groups who experience adverse perinatal outcomes. 

Data from the PARROT-1 trial show that the babies of these women have increased risk of stillbirth and high rates of 

morbidity (as indicated by need for neonatal unit admission).  

Initial test: PlGF <12pg/ml PlGF <100pg/ml PlGF ≥100pg/ml 

Proportion of revealed testing cohort (n=571) 130 (23%) 212 (37%) 229 (40%) 

Stillbirth 4 (3.1%) 1 (0.5%) 0 (0.0%) 

NNU admission n (%) 93 (71.5%) 73 (34.4%) 29 (12.7%) 

  


