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The Chairs and Task Force of the 2019 ESC Guidelines on Acute Pulmonary Embolism (PE) share with 

Jerrome et al a deep commitment to excellent diagnostic and therapeutic strategies for PE during 

pregnancy, based upon high-quality evidence. In response to their correspondence we wish to 

highlight three key points: 

First: the Guidelines Task Force took into consideration the results of two recent high-quality 

prospective clinical management studies which support the safety of diagnostic algorithms 

incorporating pre-test probability assessment and D-dimer measurement for suspected PE in 

pregnancy. The design of the studies of Righini et al (1) and van der Pol et al (2) included withholding 

of anticoagulation according to these algorithms, with three-month clinical follow-up. These two 

independent studies collectively included nearly 900 patients and were each adequately powered to 

evaluate the safety of withholding anticoagulant treatment using the two respective diagnostic 

algorithms. The rates of symptomatic VTE at 3 months were 0.0% (95% confidence interval [CI], 0.0% 

to 1.0%) and 0.21% (95% CI, 0.04 to 1.2), respectively. 

In contrast, the DiPEP study (3) had a totally different design, the limitations of which have 

previously been addressed (4, 5). These include:  

 Lack of objective pulmonary embolism diagnosis in a proportion of cases  

 A study design that included both prospective and retrospective cohorts 

 Lack of a fixed diagnostic algorithm (clinical probability was not prospectively assessed at the 

time of D-dimer testing, which is contrary to the recommendations of contemporary 

international guidelines) 

 The fact that 240 of 328 women had received anticoagulant treatment prior to drawing of 

blood samples for D-dimer analysis.  

Second: Jerrome et al refer to recently published communications by the authors of the DiPEP study 

(6, 7), describing the retrospective application of the Righini (1) and van der Pol (2) diagnostic 

algorithms to the DiPEP cohorts. We strongly disagree with this approach and their conclusions. The 

retrospective application of these diagnostic algorithms to the DiPEP cohort is inappropriate for 

reasons including the design limitations listed above. Most importantly, studies whose design 

includes withholding anticoagulation (and which have served as the gold standard for validating and 

establishing the diagnostic strategies currently used in non-pregnant patients) do not purport to 

“capture” all pulmonary emboli. Rather, prospective management studies are designed to 

demonstrate that withholding anticoagulant treatment is safe in patients in whom the prospectively 

developed and tested algorithm “excluded” PE at presentation. It is therefore scientifically unsound 

to retrospectively apply these algorithms to a study whose design did not include withholding of 



anticoagulant treatment, particularly one in which a proportion of women received a clinical, rather 

than objectively confirmed, PE diagnosis and in whom D-dimers were frequently tested following 

anticoagulation (which can lead to falsely normal D-dimers). 

Third: It is a truth universally acknowledged, that delivering ionizing radiation to the human body is 

potentially harmful and is therefore permissible ONLY if it has proven diagnostic or therapeutic 

benefits. The Guidelines Taskforce fully endorses this principle which particularly applies to pregnant 

women and their unborn children. In fact, recent data have reported that inconclusive and 

indeterminate imaging results in pregnancy are common (8-10). Consequently, it is essential that 

appropriate radiological imaging be reserved for those patients in whom it is indicated. The results 

of the prospective management trials discussed above serve this proper use.  

 

In summary, the recommendation given in the 2019 ESC Guidelines on acute PE, namely that D-

dimer measurement in conjunction with clinical prediction rules “should be considered” during 

investigation of suspected PE in pregnancy, reflects data from two independent prospective clinical 

management studies published in highly rated Journals, avoids the risks associated with unnecessary 

radiological imaging, and, for the reasons outlined above, is not contradicted by the DiPEP study. 
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