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CRITICAL REVIEW FORM FOR A CLINICAL PREDICTION RULE 
 

GUIDE COMMENTS 

I.  Is this a newly derived prediction rule?  (Level IV) 

1. Was validation restricted to the 
retrospective use of statistical 
techniques on the original  
database?  (If so, this is a Level IV rule 
& is not ready for clinical application). 

Yes, this study used the combination of ADD-RS and 
D dimer testing in a single study.  

II.  Has the rule been validated?  
(Level II or III)  

2. Were all-important predictors 
 assessed in the derivation of the 
 prediction guide? 

Yes. The authors used a modified previously 
published and to date, not externally validated pre-test 
risk-assessment tool the ADD-S tool.  

3. Does the rule make clinical sense? Yes, the rule uses a combination of ADD-RS and 
appropriate D-dimer testing to rule out AAS. 

4. Did validation include prospective 
 studies on several different 
 populations from that used to derive 
 it (II), or was it restricted to only 
 one population (III)? 
 

This study pulled data from several hospitals in 
Torino, Italy, Pavio, Italy, Basel, Switzerland, and Sao 
Paulo, Brazil. I would argue that the populations of 
Europe vs Brazil are different. However, multiple 
populations are still needed for additional validation. 

III. How well did the validation study  
meet the following criteria? 

 

1. Did the patients represent a wide 
spectrum of severity of disease? 
 
 

Yes, there was a wide variety of disease encompassed 
in this study. Everything from benign causes of chest 
pain to ACS, PE, and AAS. 



2. Was there a blinded assessment of 
the gold standard? 
 
 

No, there was no blinding of the diagnostic “gold 
standard” test (CTA,TEE,MRA). A gold standard test 
was applied to only 45% of patients 835/1850. 
Approx. 55% had a surrogate of 14-day follow-up as 
the “gold standard”   

3. Was there an explicit and accurate 
interpretation of the predictor variables 
& the actual rule without knowledge of 
the outcome? 
 
 

Yes, the study was prospective focusing primarily on 
diagnostic accuracy. All subjects had pre-test predictor 
variables applied.  

4. Did the results of the assessment of 
the variables or of the rule influence the 
decision to perform the gold standard? 
 
 
 

Yes, if the ADD-RS and DD combination were not 
able to rule out AAS further workup was obtained.  
A majority of subjects (55%) did not undergo  
“gold standard” diagnostic imaging but 14D 
adjudication   

5. How powerful is the rule (in terms of 
sensitivity & specificity; likelihood 
ratios; proportions with alternative 
outcomes; or relative risks or  
absolute outcome rates)? 

ADD-RS 0, DD neg- Failure rate 0.3% (0.1-1.9), 
efficiency 15.9% (1/6), (14.3-17.6) 
ADD-RS 1, DD neg- Failure rate 0.3% (0.1-1), 
efficiency 49.9% (1/2), (47.7-52.2) 
ADD-RS >1, DD neg- Failure rate 4.4% (1.9-9.9) 

III.  Has an impact analysis demonstrated change in clinical behavior as a result of using 
 the rule? (Level I) 
 
1. How well did the study guard against bias in 
terms of differences at the start (concealed 
randomization, adjustment in analysis) or as 
the study proceeded (blinding, co-intervention, 
loss to follow-up)? 
 
 

The goal of the study was to analyze the 
diagnostic accuracy of the combination of 
ADD-RS and DD in ruling out AAS in 
patients. There was no blinding. There was 
little loss to follow up. There was no 
randomization and lack of application of a 
“gold standard” to all patients.  

2. What was the impact on clinician behavior 
and patient-important outcomes? 
 
 
 

The data suggests that  the combination of 
ADD-RS and DD would encourage more 
judicious use of imaging to evaluate for AAS. 

 
Limitations:  
1. Single study, somewhat diverse non-American population 
2. ADD-S has not been clinically validated. 
 
Clinical Bottom Line: Not ready for broad application in clinical practice but a useful first 
step to developing a validated algorithm for more reliably ruling out AAS in patients.  
If these data were validated they demonstrated that a majority of patients (86%) had an 
ARR-S of 1 or less and a negating d-dimer would be able to forego an imaging study.   


