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Introduction 

Hello (respondent's name), this is (your name) calling from RTI. I want to thank you for 
agreeing to talk with me about how researchers have looked for or detected clinical heterogeneity 
or effect modification during their analyses. To provide you with a little background information 
about this research study, handling clinical heterogeneity, also referred to as clinical diversity, in 
systematic evidence reviews (SRs) and comparative effectiveness reviews (CERs) has been an 
ongoing challenge for Evidence-based Practice Centers (EPCs) and others in developing 
summary estimates in meta-analyses or narrative assessments. For the purposes of our 
discussion, we refer to clinical heterogeneity as being a patient characteristic (e.g., age, sex, 
diagnosis, and disease severity), i.e., factors that cannot be controlled by other means. 
The Agency for Healthcare Research and Quality (AHRQ) is interested in learning more about 
how researchers have considered and dealt with differences in outcomes by patient 
characteristics via their key questions and in the review process. For this particular task, we are 
focusing on systematic reviews conducted in the areas of myocardial infarction and 
osteoarthritis, such as the one that you and your colleagues conducted, to determine how you 
addressed clinical heterogeneity in the review process. 

You were randomly selected to participate in this research study based on your authorship of a 

systematic review that we accessed through available literature databases entitled, 

" _____________________." 


As we indicated in our earlier email, our discussion should take approximately 30-45 minutes. 

Please note that your participation is voluntary and you may refuse to answer any question. 

Discontinuation will in no way affect any existing relationship that you may have with AHRQ. Because 

your identity is protected, there is little risk with participation; however, the opportunity for 

expanding the knowledge base regarding clinical heterogeneity and systematic reviews has a 

potential benefit.




 

If you have any questions about this project, you may e-mail or call RTI Project Director, Dr. 

Suzanne West (swest@rti.org, 919-541-7048) or Dr. Stephanie Chang at AHRQ (_______________ ). 

If you have any questions about your rights as a study participant you may call RTI's Office of 

Research Protection toll-free at 1-866-214-2043. 


Finally, before we begin, I would like your permission to record our discussion for note-taking

purposes. We will destroy the recording when the project is completed. I want to assure you that 

the information from the discussion that we use to prepare our report to AHRQ will not contain 

material that can be used to identify you or your institution. Information from this discussion will 

be aggregated with the responses of the 6-8 other researchers that we interview. [Await response 

for a moment, re-ask if needed, and turn on recorder if affirmative.]


START TIME 

1. 	 How do you typically approach the development of a study protocol for a systematic 

review? [Probe to see if the authors conducted a preliminary search to identify the scope 
of the literature, talk to experts in the field, etc.] 

1a. Was this the process that you followed for the systematic review titled, _[insert 
title of review] ________ ? 

Yes .............1 [Go to 2.] 
No.............. 2 

1b. How did the development of this particular study protocol differ from the usual 
development process that you follow? 

We are interested in your opinion on handling clinical heterogeneity, both in developing the key 
questions for the reviews and analyzing the evidence tables developed from the included 
publications. The next two questions ask about the formulation of subgroups for a systematic 
review. 

2. 	 What process should be used to identify subgroups for studying clinical conditions in a 
systematic review? [Probe for a review of the literature, consultation with experts, etc] 

3. 	 At what point in the process should subgroups for study be formulated (e.g., during the 
protocol development process, or as the information is being extracted from the 
literature)? 
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This next section discusses how you handled clinical heterogeneity in the review entitled, 

[insert title of review] " 

4. 	For this report, we noticed that you did . Did you 
consider any of the following when developing the key questions for this review? [Read 
list] 

a. demographic factors Y N 
b. disease severity (e.g., mild vs. advanced) Y N 
c. affected joint (osteoarthritis only) Y N 
d. disease recurrence Y N 
e. other clinical factors [Specify: ] 

[If respondent answered "yes " to any of the above, go to 4a. For all "no" 
answers, go to 4a2]. 

4a1. 	 Why did you decide to include [substitute all factors a-e above in which the 
respondent answered "yes "] in the key questions? 

[Probe for using the literature to inform selection, clinical experts, other methods] 
Reason for inclusion 

a. demographic factors 
b. disease severity (e.g., mild vs. advanced) 
c. affected joint (osteoarthritis only) 
d. disease recurrence 
e. other clinical factors 

4a2. For those factors above that you chose NOT to include in your key questions, why 
did you choose to exclude them? 

Reason for exclusion 
a. demographic factors 
b. disease severity (e.g., mild vs. advanced) 
c. affected joint (osteoarthritis only) 
d. disease recurrence 
e. other clinical factors 

5. How did you choose the factors to report on in your analysis? 

5a. When, or at what stage did you decide to look for possible clinical heterogeneity due to 
these factors (e.g., a priori vs a posteriori)? 



6. Did you follow any guidance or refer to any manuals during the development of your 
study protocol? 


Yes .......... 1 Specif: [Go to 6a.]

No ........... 2 [Go to 7.]


6a. Were you aware of [relevant group – e.g., AHRQ, Centre for Reviews and 
Dissemination, Cochrane, DERP, IQWiG, NHMRC, NICE, HTA manuals]? 

Yes ......... 1 [Go to 6a1.]

No .......... 2 [Go to 7.]


6a1. Did you refer to manual during the development of the study 
protocol for this review? If so, how was it used? 

7. Were there any other considerations in your selection of patient or disease factors 
requiring special consideration? 

Those are all the questions that I have for you. Thank you again for your time. 
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