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	Guide

	1. Did the review explicitly address a sensible question? 

	Yes, the question posed was to investigate the safety of D-dimer to rule out acute VTE in pregnant patients.

	2. Was the search for relevant studies details and exhaustive? 

	Yes, studies were searched using the MEDLINE and EMBASE electronic databases without language restriction using “venous thromboembolism” OR “lung embolism” OR “deep vein thrombosis” AND “pregnancy” OR “puerperium” AND “D-dimer.”  The search was them also supplemented by manual review of the reference lists of retrieved articles, clinicalTrials.gov, and reference literature.  Also states the experts in VTE diagnostic strategies were also questioned for missing studies.

	3. Were the primary studies of high methodological quality? 

GRADE guidelines for quality?

 Oxford Quality or Jadad Score? 

	Yes, QUADAS-2 checklist was used to assess the risk of bias in primary studies and overall the included studies appear to high-quality.  Only one of the four included studies was considered to be high risk for bias based on patient selection.

	4. Were the criteria for study inclusion pre-determined and clearly stated?  


	Yes.  Inclusion criteria were prospective and retrospective studies that used plasma D-dimer measurement to rule out VTE in adult (18yo or older) pregnant women with suspected PE/DVT if the results provided or allowed for the calculation of sensitivity and NPV for VTE.

	5. Did the authors adequately assess the quality of the included studies?


	The Quality Assessment of Diagnostic Accuracy Studies 2 (QUADAS-2) checklist was used to assess the risk of bias of the primary studies.  

	CLINICAL IMPORTANCE

	6. What were the overall results of the review?

(Are the results of all included studies clearly displayed?  Are the results similar from study to study?  Is there a clinical bottom line?  If the study results combined, was it appropriate to do so?)


	The results suggest the D-dimer is useful and safe to rule-out VTE during pregnancy, with high sensitivity of 99.5% (95%CI 95.0-100.0; I2, 0%) and NPV of 100% (95%CI 99.19-100.0; I2, 0%).  The pooled failure rate (3-month VTE events in patients untreated after negative D-dimer) was 1/312 (0.32%; 95% CI, 0.06-1.83). VTE was present in 7.4% of patients (95% CI, 3.8-12; I2, 83%). A total of 34.2% of patients had a negative D-dimer (95%CI 15.9-55.23; I2, 89%).


	7. How precise are the results?

(What were the confidence intervals? p-values?)


	The results for the primary outcome appear to be precise, as evidenced by the 95% confidence intervals for sensitivity and NPV of 95.0-100.0 and 99.1-100.0, respectively.  
However the pooled failure rate, VTE rate, and negative D-dimer rates showed greater variability amongst studies and were less precise.


	8. Were the results similar from study to study? 


	The sensitivities and NPV in the individual studies were close to 100% with a low level of heterogeneity.

	APPLICABILITY 

	9.  How can I best interpret the results to apply them to the care of my patients? 

	D-dimer can be safely used in the evaluation of.  However, the D-dimer is less specific in pregnant patients due to physiologic increases during pregnancy, reducing it’s diagnostic yield.  But, because a negative D-dimer must be combined with a low pretest probability using a clinical decision rule.  YEARS algorithm is validated for pregnant patients an can be used when evaluating for PE.

	10. Were all patient important outcomes considered? 

	I believe so as the study looked at 3-month VTE occurrence rates in those with negative D-dimers and the proportion of pregnant patients with negative D-dimer among pregnancy women with suspected PE and/or DVT.

	11. Are the benefits worth the costs and potential risks? 

	I believe so.  A total of 34.2% of patients were found to have a negative D-dimer, so we could potentially save about 1/3 of patients from additional imaging and the resulting radiation exposure and contrast load associated.  Furthermore, the miss 


Limitations: 

-Limited number of studies (4 included), total population analyzed with only 836
-The D-dimer assays used in 2/4 studies no longer used

-Potential bias as authors also authors of one of the studies

Clinical Bottom Line: The results suggest that D-dimer safe and useful diagnostic tool in the management of pregnant women with suspected VTE.  However, limited data exists and further investigations needed to derive/validate clinical decision rules and optimal D-dimer cutoff during pregnancy.
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