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APPENDIX 1. Operationalization of Qualitative Studies to Elicit Burden of 66 
Disease/Treatment and Benefits and Risks (Harms) 67 
 68 

How to design and implement qualitative studies?  Section A provides some best practices on 69 
how to design and implement qualitative studies to identify what is important to patients on 70 
burden of disease/treatment and benefits and risks. 71 

A. Best Practices for Designing and Implementing Qualitative Studies 72 
Several important steps are necessary to develop and implement a high-quality qualitative study 73 
to gather patient input which can be applied to different qualitative methods. Note some but not 74 
all of these overlap steps and study materials expected in clinical trials. 75 

General steps to follow to design a qualitative study to evaluate burden of disease or treatment 76 
and benefits and risks of patients’ disease management include the following:  77 

• Define the research purpose and objective(s) (Section IIB of Guidance 2 Discussion 78 
Document) 79 

• Determine the target population (Guidance 1) 80 
• Determine the study design and research setting (Guidance 1) 81 
• Determine the source of qualitative data (Section IIIA.1 of Guidance 2 Discussion 82 

Document) 83 
• Design of study materials (e.g., study protocol, interview/discussion guides, coding 84 

dictionary) (Section A.1 of Appendix 1) 85 
• Collect data (Section A.2 of Appendix 1) 86 
• Analyze data and report results (Section A.3 of Appendix 1) 87 

1. Study Materials 88 
 89 

What are the relevant study materials needed for qualitative studies?  Table 1 lists some of the 90 
key study materials for designing and implementing qualitative studies. 91 

  92 
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Table 1. Key Study Materials 93 
Study Material Components Key Considerations 

 
Study Protocol 

 

• Details on how the 
research will be conducted 

• Evidence to support the 
conduct of the study (e.g., 
unmet need) 

• Description of all research-
related activities and study 
activities that patients will 
undergo 

• Opportunity for 
participants to provide 
consent/assent 

 

• Outline clear research objectives and 
questions 

• Specify details on target population, 
including demographics, clinical 
characteristics (e.g., phenotype, genotype, 
disease severity), and other pertinent 
characteristics (e.g., geographic 
representation) 

• Specify how data will be prepared for 
analysis (e.g., transcription, audio-/video-
recorded, internet data, metadata, archives) 

• Include information regarding projected 
clinical site enrollment characteristics (e.g., 
geographic location; referral/academic 
centers versus community centers) to help 
further characterize the study sample 

• See Guidance 1 for details regarding 
considerations for study sampling and 
representativeness  

• Identify the number and duration of 
discussion sessions you plan to conduct; this 
should be dependent on: 
o Number objectives and research 

questions  
o Level of heterogeneity (e.g., age, sex, 

in the target population)  
o Number of subgroups (e.g., disease 

severity levels, phenotypes, 
informants [just patients or patients 
and their caregivers])  

 
 
Interview/Discussion 

Guide 

• Interviewer/facilitator 
instructions  

• Study instruction 
• Warm-up questions 
• Core topic-related questions 
• Wrap-up questions 
• Discussion conclusion 

Green & Thorogood, 2009; MSF, 2002: 
• Avoid posing the exact research question to 

participants during the interview 
• Use terms participants can understand and 

avoid technical terms where possible (e.g., 
choose to use the term “difficulty 
breathing” rather than “dyspnea”). 

• Avoid asking leading questions that guide 
participants to respond with a preferred 
answer. 

• Avoid asking questions that imply you are 
casting judgment on a participant’s beliefs 
or choices. 

• Use open-ended questions rather than 
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Study Material Components Key Considerations 
closed-ended questions, where appropriate, 
in order to elicit spontaneous information 
from participants. 

• Frame questions within the context of a 
participant’s experiences; avoid questions 
about abstract or theoretical concepts. 

• Supplement interview data with other types 
of questions if data elicited is not useful 
(Boes 2014): 

o Diary questions (patients asked to 
describe a typical day) 

o Critical incidents (patient reports 
worst/best experience) 

o Free listing (patients list all 
symptoms, impacts, treatments, etc.) 

o Ranking (patients rank importance of 
symptom, treatment benefit, etc.) 

 
 

Training Materials 
• Detailed coverage of the 

protocol contents 
• Consent/assent forms 
• Mock discussion session (staff 

can evaluate flow of 
discussion) 
 

• Train staff using standardized training 
materials (e.g., training documents, 
PowerPoint slides) 
 

Glossary • Definitions of terminology • Clearly define key terminology within the 
qualitative text and ensure consistent 
terminology is used throughout study 
document(s). 

 
Coding Dictionary (if 

applicable) 
• Codes (category or concept 

descriptions) 
• Coding structure 
• Memos (ideas or thoughts how 

code derived) 

• Outline clear instructions for categorization, 
including code definitions, instructions, and 
considerations  

• Derive initial codes from prior knowledge 
(e.g., natural history, conceptual model, 
disease model, discussion guide structure) 

• Avoid creating too many codes or nuanced 
categories as it may make it difficult for 
coders to capture and interpret concepts 
during the data analysis phase.  
 

Data Analysis Plan • Analytic methods, including 
coding software 

• Identification of 
coders/analysts (including 

• Determine sample size needed for the study 
• Identify and specify appropriate analytic 

methods for data type 
• Consider what approach would be most 
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Study Material Components Key Considerations 
credentials)  

• Plans for resolving 
discrepancies among coders 
and other quality assurance 
measures (e.g., intra-rater 
reliability; Kappa statistic) 

• Description of coding stages 
(e.g., initial coding, interim 
checks – including plans for 
coding dictionary refinement) 

• Plans for data visualization  
• Table/figure shells 

appropriate to present data (tables, figures, 
etc.) 

 94 

2. Data Collection 95 
 96 

As mentioned in Section IIIA of the Guidance 2 Discussion Document, data for qualitative 97 
studies can be collected in various ways: 98 

• Interviews (Section IIIA.1(i) of the Guidance 2 Discussion Document) 99 
• Focus groups (Section IIIA.1(ii) of the Guidance 2 Discussion Document) 100 
• Consensus panels (Section IIIA.1(iii) of the Guidance 2 Discussion Document) 101 
• Observations (Section IIIA.1(iv) of the Guidance 2 Discussion Document) 102 
• Social media (Appendix 7) 103 

3. Data Analysis and Reporting 104 
 105 

Qualitative data can be voluminous, so it is important to have a standardized method to deal with 106 
the volume of data in a practical and consistent way, including interpretation. 107 

Qualitative data should be prepared prior to analysis.  Preparation can include the following 108 
methods: 109 

• Transcription 110 
• Video-/Online-recordings 111 
• Internet (e.g., social media, chat room dialogues) 112 
• Metadata (e.g., date of interview, name of interviewer, demographic details of 113 

respondent, source of field notes, initial ideas of analysis) 114 

FDA recommends stakeholders consider the following general steps when analyzing qualitative 115 
data: 116 
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• Compiling and organizing data 117 
• Describing and classifying data  118 
• Interpreting the data 119 
• Representing and visualizing the data  120 

Figure 1 provides some considerations on analyzing qualitative data. 121 

Figure 1. General Steps for Data Analysis in Qualitative Studies 122 
 123 

 124 

Concepts emerging from the interviews should be analyzed and summarized in sets in the order 125 
the data are collected (i.e., as interviews are conducted) and displayed in a saturation table. 126 

 127 

 
Example:  Concepts reported in the first 25% interviews with patients is compared to the next 
25% interviews conducted.  Both sets of interviews (50%) is compared with the next 25% 
interviews and subsequently, all of these interviews (75%) is compared to the next 25% 
interviews and so on.  The goal of the saturation process is to compare the amount of new 
information that is observed in the first interview set compared to the second interview set and 
so forth. 
 

 128 

There are different approaches to describe and classify qualitative data, some that may involve 129 
coding and some that may not.  You should determine what approach is best for the objectives of 130 
the study.  FDA is open to either approach with appropriate rationale and justification. 131 

 132 

Key considerations if a coding approach is selected for analysis, includes but are not limited to 133 
the following (Gibbs, 2007): 134 
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• Select the appropriate coding approach for the data of interest  135 
• Determine the appropriate level of detail of what is to be coded (e.g., line-by-line coding 136 

or select segments of text) 137 
• Decide on what data is relevant enough to be coded 138 
• Move methodically to a slightly higher conceptual level initially when coding data 139 
• Carefully consider the grammatical form of the coded words (actions versus processes 140 

versus nouns) 141 
• Ensure codes are applied consistently to all data 142 

Key considerations if a coding approach is not selected for analysis, includes but are not limited 143 
to the following (Gibbs, 2007): 144 

• Arrange notes (notes about original data) in a thematical manner 145 
• Ensure your notes precisely cite the original data (or precisely locate the places in the 146 

database) 147 
• Implement a procedural check (take notes and crosswalk them backwards into the 148 

original database) 149 

It is important to note that if you choose to not code qualitative data from your study, you will 150 
need to maintain a methodic analytic procedure to avoid non-systematic and inconsistent 151 
judgments. 152 

 153 

 154 

Example: 
 
Coding line-by-line 
 
 
 
 
 
Fatigue 
Time-sensitive medication 
Interference with daily activities 
Limits physical functioning 
Rash 
Itchy 

01  INTERVIEWER 
02  How do you feel when you take your                          
03  medicine? 
04  PATIENT 
05  I feel extremely tired after taking my medicine.  I         
06  am not sure if it is related to the time of day that I    
07  take it or not.  Regardless, I cannot complete chores 
08  around the house or take long walks.                           
09  I also have noticed a rash along my upper arm,         
10  which has caused a lot of itching.  
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 155 
Qualitative data should be presented in a clear manner. Stakeholders should use their best judgment 156 
on how best to present the data.  There are three modes to display qualitative data, which are 157 
described in Table 2. 158 

Table 2. Modes for Displaying Qualitative Data 159 
Type of display Illustrative example 

 

Word tables and lists 

• Summary of findings, placed in a table or matrix of rows and columns 
• Chronology 
• Summarize characteristics (e.g., demographics) of participants studied or 

interviewed 
• List of de-identified individual participants in a study (usually using 

pseudonyms) and their study characteristics (other than demographics) 

Graphics 
• Hierarchical chart (e.g., tree diagram, conceptual framework) 
• Flowchart 
• Spatial layout of a study area 

Pictures 
• Photographs 
• Reproductions (e.g., participant’s drawings or pictures) 

 160 
After analyses are completed, data should be organized and summarized in a report in a clear 161 
manner. The report should have the following components at the minimum: 162 

• Study title (including study number, if applicable) 163 
• Abstract/Executive Summary 164 
• Background/Research objectives 165 
• Methods 166 
• Results 167 
• Discussion/Conclusion 168 
• Appendices with supportive documentation (e.g., transcripts or any other documentation 169 

used to collect data) 170 

Example: 
 
Coding by Themes (with select segments of text)  
 
 
Pain 
Requesting regimen evaluation 
Hospitalization 
Medical access 
Family support 
 

01  PATIENT 
02  Because I was in extreme pain, my doctor wanted to 03  
re-evaluate some of my meds.  The doctor told me I                        
04  would have to stay in the hospital for monitoring. I                 
05  was  afraid that this was would not be covered under 
06  my insurance.  I ended up calling my family to see if            
07  they could visit me.   
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APPENDIX 2. Considerations for Special Populations and Cultural Differences for 171 
Qualitative Studies 172 
 173 

How to talk to special patient populations (pediatrics, cognitively impaired, rare diseases) and 174 
different cultures? Sections A and B provide considerations on how to talk to certain 175 
populations in qualitative studies. 176 

A. Considerations for Special Populations within qualitative studies 177 
1. Pediatrics 178 
There are many advantages to using children as content experts in qualitative research. However, 179 
there are many unique considerations for conducting qualitative research with pediatric patients.  180 

Some factors to consider include, but are not limited to the following areas: 181 

• Source of qualitative data (e.g., interviews vs. focus groups) 182 
• Patient characteristics 183 
• Informed consent vs. assent 184 
• Protocol development and study procedures 185 
• Power dynamics and building rapport  186 

Table 3 provides some considerations for each of these factors. 187 
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Table 3. Factors to consider for pediatric qualitative studies 188 

189 
  190 
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Example:  
  
Scenario:  The caregiver is present during their interview with their child.   
 
How can the interviewer elicit a genuine and meaningful response from the child? 
 
If the caregiver is to remain present for the interview with the child, the following instructions 
should be given: 

• Caregivers should sit away from and behind the child to reduce the risk of influencing 
their child’s responses (e.g., with non-verbal communication) and to minimize 
referencing. 

• Caregivers should allow their children to provide responses on their own and not 
interject or direct their opinions or evaluations (verbally or non-verbally) toward the 
child or interviewer. 

 
 191 

 
Example:   
 
Scenario:  A child and caregiver will be interviewed together (dyad interview). 
 
How can the interviewer elicit genuine and meaningful responses from both the child and 
caregiver? 
 
The interviewer can consider splitting the interview into a joint response portion (with child 
and caregiver in the room together) and independent response portion (where one of the 
participants leaves the room while the other provides independent responses). This hybrid 
approach is particularly useful when you are generating information related to sensitive topics 
(e.g., abnormal behaviors, caregiver burden). 
  

 192 

2. Cognitively Impaired 193 
 194 

For cognitively impaired patients who cannot respond reliably for themselves, you should 195 
consider the following approaches:  196 

• Generate qualitative data solely from caregivers or other reporters who are intimately 197 
involved in the patient’s daily care (for those who have severe cognitive impairment); 198 

• Supplement patient interviews with caregiver interviews (for those with mild to 199 
moderate impairment);  200 

• Conduct dyad interviews (for those with mild to moderate impairment).   201 
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Patients with moderate to severe cognitive impairment may find it difficult to introspectively 202 
reflect on their own experiences. Therefore, alternative approaches should be adopted to 203 
maximize the likelihood of generating reliable data. 204 

3. Rare diseases 205 
 206 

There are unique set of challenges in conducting qualitative research with patients with rare 207 
diseases: 208 

• Difficult recruitment 209 
• Low response or completion rates 210 
• Communicating on sensitive or difficult topics 211 

Key factors to consider when recruiting for a qualitative study in a rare disease population 212 
include but are not limited to the following: 213 

• Extend recruitment time 214 
• Partner with patient advocacy groups or rare disease specialists 215 
• Ask patients, caregivers, clinicians, and/or patient advocacy groups for referrals 216 
• Utilize social media 217 
• Recycling respondents from other studies 218 

To improve response or completion rates for a rare disease population, you should consider the 219 
following: 220 

• Leverage other modes of data collection (telephone or video conferencing, social media) 221 
• Follow-up and/or check-in with respondents throughout the study 222 
• Allow participation of the respondent’s caregiver(s) and/or families  223 

 224 

  225 
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B. Considerations for Cultural Differences during Qualitative Studies 226 
 227 

When conducting multinational, multicultural and/or multiregional qualitative studies, it is 228 
important to adopt culturally-sensitive research methods. While discussion guide questions 229 
should be framed based on a priori research questions and objectives, methods should be 230 
adapted, where feasible, to incorporate the following knowledge of cultural group(s) during the 231 
study design phase: 232 

• Social norms (e.g., whether individuals of the opposite sex or a different race or ethnic 233 
group can interact with one another in public or alone in a room; whether it is acceptable 234 
for younger interviewers to engage with older participants)  235 

• Specific vocabulary (e.g., adapt discussion guide to include culturally recognized and 236 
acceptable terminology and idioms)  237 

• Non-verbal cues (e.g., determine the acceptability and interpretation of hand gestures and 238 
direct eye contact) 239 

It is important that research methods are selected and refined based on cultural sensitivities to 240 
ensure the most optimal research outcomes among culturally diverse participants, while 241 
maintaining scientifically sound research practices.  242 
 243 
If research methods are not cultural sensitive, you may risk the following: 244 

• Uneasiness from participants to participate 245 
• Delays in communication during interview or discussion 246 
• Data generated may not serve a specific cultural group’s issues and interests in improving 247 

their lives 248 
 249 

  250 
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APPENDIX 3. Considerations for Different Types of Qualitative Studies 251 
 252 

How to design and implement qualitative studies for different types of settings (observational, 253 
screening/exit interviews)? Sections A and B provide considerations on how to design and 254 
implement qualitative studies for the following settings: 255 

• Observational qualitative studies 256 
• Screening/Exit interview studies 257 

 258 
A. Considerations for Designing and Implementing Observational Qualitative Studies 259 
 260 
Within the context of qualitative research conducted to support regulatory decision-making, 261 
observational study methods including video recording (rather than live participant observation 262 
in a laboratory or natural setting) can be useful as video recorded data are often thought to add 263 
additional credibility and precision to the data collection process (Patterson et al 2003). Specific 264 
advantages of video recording over in-person, participant observation include: 265 
 266 

• Generation of data that cannot be readily captured by participant observation alone (e.g., 267 
contextual cues and environmental factors that may be missed when a coder is focusing 268 
too closely on the participant) 269 

• More naturalistic behaviors and reduced likelihood of participants allowing knowledge of 270 
observation to influence their behaviors (e.g., behaving in ways they believe would be 271 
acceptable to the researcher) 272 

• Video documentation and archiving that allow for coding and data analysis in a 273 
systematic way among multiple coders (e.g., establishing inter-rater reliability) 274 

• Detection of observer effects and increased validity in data interpretation 275 
 276 
Some factors to consider when designing and implementing observational qualitative studies 277 
include, but are not limited to (Patterson et al. 2003): 278 
 279 

• Cost. You should consider the number of participants, amount of video equipment, 280 
software requirements, among other factors, when planning your study to appropriately 281 
estimate your study budget. 282 
 283 

• Observational field work. If you use video recording as your primary data collection 284 
method, you should design your study with a preliminary period of direct participant 285 
observation in the field (e.g., one in-person observational session). This can help provide 286 
guidance on the most appropriate time and place to videotape activities of interest as well 287 
as inform video camera placement, and the number of cameras that need to be used in 288 
order to capture a sufficient number of angles in the study setting.  289 
 290 

• Protocol modifications. After the preliminary observation is complete, you can take the 291 
time to modify the original research question or revise the study protocol to better capture 292 
specific behaviors or activities that you intend to observe. For example, preliminary data 293 
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captured through participant observation could direct you on which interactions would 294 
generate the richest amount of data (e.g., interactions with a specific caregiver) and the 295 
optimal location for recording these interactions (e.g., the living room and kitchen in their 296 
home). 297 

  298 
• Data management and transcription. A data management plan should be developed 299 

ahead of time before data collection. Ensure the clear labeling, cataloging, and safe 300 
storage (e.g., cloud/server storage) of data. Recordings should be transcribed and 301 
transcripts should be archived and analyzed using qualitative computer software 302 
programs that allow visual and sound clips or frames to be integrated into the transcripts; 303 
these visual images and sound files will help with providing context to the transcription 304 
data. 305 
 306 

B. Considerations for Designing and Implementing Screening/Exit interview studies 307 
 308 
Screening/exit interviews are unique in that they are implemented within the context of a clinical 309 
trial. Screening/exit interviews can be helpful in affording sponsors the opportunity to gather 310 
patient feedback regarding various topics, such as the following:  311 

• Reported symptom changes (benefits, tolerability and other unintended effects) 312 
experienced by patients throughout a trial 313 

• Participant treatment expectations 314 
• Anticipated and unintended symptoms and AEs  315 
• Viability of proposed dosing regimen  316 
• Patients’ experience with clinical trial participation (e.g., whether they could tell if they 317 

were on treatment, thoughts regarding study procedures, experience with modes of data 318 
administration [user experience with eCOA implementation])  319 

• Informal benefit-risk trade-off assessments, from the patient/caregiver perspective(s)  320 

The following are examples of advantages associated with conducting screening/exit interviews: 321 

• They share all of the benefits related to one-on-one interviews 322 
• They can inform initial development or refining a clinical outcome assessment (COA) 323 

through cognitive interviews as part of a mixed method approach 324 
• They can add greater depth to data in rare diseases (or possibly other diseases with not 325 

much patient input) where standalone qualitative studies are less feasible.  326 
• They can be used to obtain patient input on meaningful outcomes or meaningful change 327 

by eliciting patient definitions of symptom improvement, stability or worsening 328 
 329 
Limitations of screening/exit interviews include: 330 

• Extra burden on site staff (staff would need to be sufficiently trained) 331 
• Extra burden for patients/caregivers, on top of standard clinical trial protocol 332 
• Issues might arise regarding interview scheduling, administration time and confidentiality 333 

(e.g., certain sites/countries cannot pass on participant contact details to 3rd party vendors 334 
who might be conducting the interviews) 335 
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 336 
If screening/exit interviews are implemented, FDA recommends that interview protocols and 337 
interviewer guides be developed thoughtfully, keeping in mind the context of an individual study 338 
design. Likewise, interviews should be conducted before (screening interviews) or after (exit 339 
interviews) patients complete the main portion of the study to avoid any potential compromise to 340 
trial integrity. 341 
 342 

1. Screening interview studies 343 
 344 
Screening interviews can provide an opportunity to gather the following information about the 345 
following from patients: 346 

• Symptoms and impacts that are relevant and important to treat 347 
• Important symptoms that they expect to improve with treatment 348 
• Their thoughts on what they believe constitutes a meaningful improvement in their 349 

symptoms 350 
• What they consider to be a meaningful improvement in terms of PGIS category changes 351 

(e.g., 1-category change, 2-category change, etc.), as well as in PGIC categories (e.g., 352 
reporting “a little better,” “a lot better”) 353 

Screening interviews can be particularly helpful for gathering additional information that can be 354 
used to develop clinical outcome assessments (COAs).  355 

  356 
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2. Exit interview studies 357 
 358 

Exit interviews can also be helpful in affording drug developers the opportunity to ask patients 359 
the following regarding COAs: 360 

• Whether any important symptoms should be added or removed from the instrument 361 
• Their thoughts on what they believe constitutes a meaningful improvement from baseline 362 

in their symptoms in terms of each item or response option 363 
• What they consider to be a meaningful improvement on patient global rating scales.  For 364 

example, in terms of Patient Global Impression of Severity category changes (e.g., 1-365 
category change, 2-category change, etc.) and/or Patient Global Impression of Change 366 
categories (e.g., reporting “a little better,” “a lot better”) 367 

• Whether they believe they experienced a meaningful improvement from baseline 368 
Specifically, they can be used to capture information related to disease/treatment burden; 369 
and benefits and risks in patients’ disease management 370 

You may refer to the following literature references and relevant FDA review document where 371 
an exit interview strategy was successfully implemented in helping determine meaningful 372 
change. 373 

• Lowell A, Horsch D, Ervin C, et al. Assessing Treatment Benefit of Telotristat Etiprate in 374 
Patients with Carcinoid Syndrome: Patient Exit Interviews. Poster presented at the 2015 375 
North American Neuroendocrine Tumor Society (NANETS) Annual Meeting; October 376 
16-17, 2015, Austin, TX. 377 

• Gelhorn H, Kulke M, O’Dorisio T, et al. Patient-reported Symptom Experiences in 378 
Patients With Carcinoid Syndrome After Participation in a Study of Telotristat Etiprate: 379 
A Qualitative Interview Approach. Clin Ther. 2016; 38 (4): 759-68. 380 

• FDA COA Consult Review for telotristate ethyl (Xarmelo) 381 
approval https://www.accessdata.fda.gov/drugsatfda_docs/nda/2017/208794Orig1s000Ot382 
herR.pdf 383 

  384 
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APPENDIX 4. Operationalization of Quantitative Studies to Elicit Burden of 385 
Disease/Treatment and Benefits and Risks (Harms) 386 
 387 

How to design and implement qualitative studies using surveys?  Section A provides some best 388 
practices on how to design and implement quantitative studies using surveys/questionnaires to 389 
identify what is important to patients on burden of disease/treatment and benefits and risks. 390 

A. Best practices for Designing and Implementing Studies using Surveys/Questionnaires 391 
 392 
There are various standards and practical procedures for the use of surveys/questionnaires and/or 393 
other technologies. This document will focus on standards for best practice to improve the 394 
quality of the data generated from these instruments. 395 
 396 
There are different methodologies involved with research using surveys/questionnaires: 397 

• Sampling (refer to Guidance 1 for more details) 398 
• Designing questions (items) (Section IVA.1(i) of Guidance 2 Discussion Document) 399 
• Data collection (Section A.2 of Appendix 5) 400 

 401 
For studies that involves surveys/questionnaires, you should consider the following general steps 402 
once you have defined the research objective: 403 

• Develop study materials (Section A.1 of Appendix 5) 404 
• Review the relevant sources and begin planning the survey/questionnaire (if not already 405 

available (Section IVA.1(i) of Guidance 2 Discussion Document) 406 
• Create basic design (format) or structure of survey/questionnaire and develop structured 407 

questions  408 
• Pre-test and revise survey/questionnaire  409 
• Collect data 410 
• Analyze data and report results 411 

 412 
FDA recommends stakeholders engage with subject matter experts (e.g., survey methodologists, 413 
statisticians, psychometricians) when designing and implementing studies using 414 
surveys/questionnaires to evaluate the burden of disease and treatment and benefits and risks of 415 
disease management. 416 

1. Study Materials 417 
 418 
What are the relevant study materials needed for survey studies?  Relevant study materials for 419 
survey studies include but is not limited to the following: 420 

• Study protocol 421 
• Instruments (survey) 422 
• Data analysis plan 423 

 424 
 425 
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Study Protocol 426 
A study protocol for a study involving a survey/questionnaire does not differ that much for 427 
developing a protocol for a qualitative study. Refer to Section A.1 of Appendix 1 for important 428 
components of a study protocol and key considerations. 429 
 430 
A unique consideration for developing a study protocol for a study involving a 431 
survey/questionnaire includes estimating the number of surveys or tools to field (i.e., how big 432 
should a sample be). This generally involves calculating a response rate (i.e., the number of 433 
people who complete the survey or utilize other technologies divided by the number of people 434 
sampled). You should incorporate a strategy within the study protocol to document reasons for 435 
non-response (e.g., patients who are unable to be interviewed, fill out a survey, or use specific 436 
technologies). Refer to Guidance 1 for additional details on sampling. 437 
 438 
Instrument(s) 439 
Within the study protocol, you should provide a description of the instrument and an exact copy 440 
of the instrument to be administered in the study, if feasible. For specific considerations on the 441 
use of surveys/questionnaires, see Section IVA.1(i) of Guidance 2 Discussion Document. 442 
 443 
Analysis plan 444 
Within the study protocol, you should provide a brief description of methods that will be used to 445 
evaluate the study data.  In addition, there should be a separate detailed analysis plan. 446 
 447 
2. Data Collection 448 
 449 
Data from surveys/questionnaires can be collected in various ways: 450 

• Interviews 451 
• Paper-based 452 
• Telephone-based 453 
• Electronic-based (e.g., computers, tablets, smartphones) 454 

 455 
Table 4 lists some of the advantages and disadvantages of the different data collection methods 456 
for surveys/questionnaires. 457 
 458 

Table 4. Advantages and Disadvantages of Data Collection Methods for 459 
Surveys/Questionnaires 460 

Source  Advantages Disadvantages 
Interviewer-administered 

  

 

• Interviewer can identify 
if respondent is having 
difficulty understanding 
the question(s) 

• Interviewer can rephrase 
the question in terms the 
respondent may better 
understand 

• Flexibility in 

• Costly (time and money) 
• Interviewers must be 

trained 
• Susceptible to interviewer 

bias 
• Susceptible to 

transcription errors 
• See Table 6 of Guidance 

2 Discussion Document 
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Source  Advantages Disadvantages 
presentation of questions 
(interviewer can probe) 

• Interviewer can navigate 
through skip patterns in 
the survey 

• Interviewer can 
minimize missing data 

• See Table 6 of 
Guidance 2 Discussion 
Document for 
advantages of different 
interview modes 

for disadvantages of 
different interview modes 
 

Paper-based • Transparency; 
respondent can see the 
full instrument  

• Accommodates 
respondents who are 
technology challenged 
(e.g., no access to 
computer/internet, poor 
technology literacy) 

• Less costly 

• May take more time for 
respondent to execute 

• Design limitations (e.g., 
amount of space on paper 
may restrict certain 
question types) 

• Susceptible to 
transcription errors 

Electronic-based 
(e.g., computer, tablet, 

smartphone, interactive 
voice response system) 

• Allows for quicker data 
collection, providing 
real-time analysis 

• Customizable and 
flexible options for 
survey design 

• Allows access to a large 
sample of respondents 
from different 
geographical areas 

• Minimize missing data 
• No need for data 

transcription 
 

• May be costly 
• Limited readability for 

some respondents (e.g., 
respondents with visual 
impairment) 

• May not accommodate all 
respondents (e.g., 
respondents with poor 
technology literacy) 

• Susceptible to electronic 
malfunctions 

• May require training to 
respondents 

• Potential risks and 
challenges related to data 
security and privacy 

 461 
Surveys/questionnaires can be administered in different modes/methods, which includes 462 
administration by: 463 

• Other individuals (e.g., clinicians, healthcare professionals, caregivers) 464 
• Self 465 
• Interviews (e.g., face to face, telephone) 466 

There is also an option to use more than one method to administer surveys/questionnaires (i.e., 467 
mixed-mode). Mixed mode surveys/questionnaires may provide more flexibility to respondents 468 
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and enhance response rate. However, a disadvantage to the use of mixed-modes could be 469 
potential mode effects (i.e., differences in the way that a respondent may answer questions 470 
through one mode of survey data collection compared with another), which could impact data 471 
quality. You should plan accordingly within your study design if mixed mode 472 
surveys/questionnaires are used. 473 

Example: A survey is conducted on-line (web) and followed by a shorter telephone interview 
to adult patients with attention deficit hyperactivity disorder to assess the impacts of their 
condition on their daily life. 

 

What are some advantages of using a mixed-mode survey? 

• Increase the likelihood of reaching respondents 

• Provide respondents with more than one way to answer 

• Minimizes respondent burden, which can persuade non-respondents to participate 

 474 

When selecting the most appropriate mode/method to administer a survey/questionnaire and 475 
collect its data, you should consider the following factors: 476 

• Time 477 
• Resources and cost 478 
• Research topic, including question content (e.g., sensitivity of questions) 479 
• Target population characteristics 480 
• Sample frame 481 
• Sample size 482 
• Response rates 483 
• Survey/questionnaire formatting 484 
• Complexity of survey/questionnaire (e.g., content difficulty, number of items, skip 485 

patterns) 486 
• Literacy level of respondent, including native tongue and health literacy 487 
• Length of data collection 488 
• Strengths and limitations of the mode/method 489 

 490 
Similarly, with qualitative studies, the study setting can also vary in which a 491 
survey/questionnaire is administered. The survey/questionnaire can be administered outside of a 492 
clinical trial (observational study, such as a registry study) or within a clinical trial (e.g., trial 493 
endpoint, screening or exit period of the study). Appendix 3 provides some key considerations 494 
for each respective setting. 495 
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If surveys/questionnaires are intended to be a study endpoint(s) in a clinical trial, FDA 496 
recommends that stakeholders adopt good measurement principles. Refer to the FDA PRO 497 
Guidance (FDA, 2009) on factors to consider when administering questionnaires in clinical trials. 498 

3. Data Analysis and Reporting 499 
 500 
Once data have been collected by a survey/questionnaire, you will need to prepare the data for 501 
analysis.  There are different phases for coding or data reduction, which includes the following: 502 

• Deciding on the way the data will be organized in a file (i.e., compiling data into a single 503 
place) 504 

• Creating the rules by which survey/questionnaire responses will be assigned values that 505 
can be analyzed  506 

• Converting survey/questionnaire responses into standard categories (i.e., coding) 507 
• Putting the data into readable form (i.e., common format) for statistical program(s) 508 
• Cleaning data. including conducting a “final check” on the data file for accuracy, 509 

completeness, and consistency prior to analysis  510 

The analysis process consists of several parts including: 511 

• Data quality evaluation 512 
• Data discovery (e.g., observance of oddities and trends in data) 513 
• Interpretation 514 
• Presentation 515 

 516 
The analytic approach you take will generally depend on the following:  517 
 518 

• research objectives  519 
• study design (e.g., clinical trials, observational studies) 520 
• types of data generated in your research study (e.g., nominal, ordinal, interval, ratio) 521 

 522 
Refer to Guidance 1 for more details on possible data types, descriptive approaches to summary 523 
statistics, distributional assumptions/methods for inference, and approaches to presentation of 524 
results.  525 
 526 
Issues that should be addressed to analyze survey/questionnaire data include: 527 

• Adjusting for sample non-response and sample frame deficiencies (i.e., adjusting the 528 
sample data to look more like the target population) 529 

• Handling item non-response (i.e., how to deal with missing responses or incomplete 530 
responses) 531 

• Adjusting for different probabilities of selection of respondents 532 
• Calculating sampling errors 533 

After analyses are completed, data should be organized and summarized in a report. Refer 534 
to Section A.3 of Appendix 1 for components of a study report.  535 
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APPENDIX 5. Considerations for Special Populations and Cultural Differences for 536 
Quantitative Studies  537 
 538 

How to survey special patient populations and different cultures?  Sections A and B provide 539 
considerations on how to survey certain populations in survey studies. 540 

A. Considerations for Special Populations within Studies using Surveys/Questionnaires  541 
When planning studies in special populations, an even greater emphasis should be placed on the 542 
following factors: 543 

• Mode of administration 544 
• Data collection method 545 
• Survey/questionnaire length 546 
• Length of data collection 547 
• Employing special aids or tools (e.g., show cards, high contrast colors) 548 
• Literacy level of respondents, including native tongue 549 
• Environment  550 
• External concerns (IRB, consent) 551 

The mode of administration and data collection method is important to ensure that it meets the 552 
needs of your target population.  Interviewer-administered surveys/questionnaires may be 553 
optimal in special populations, particularly in pediatrics, cognitively impaired, or those with 554 
physical limitations, as the interviewer can pick up on cues that might result in additional 555 
assistance (e.g., clarifications, probes). 556 

You should plan to offer alternative modes of data collection if engaging special populations 557 
(e.g., social media networks may be an option for patients with rare disease). Additionally, a risk 558 
protocol should potentially be developed to avoid any unexpected amendments needed for your 559 
study. 560 

FDA recommends stakeholders collaborate with patient advocacy groups when planning to study 561 
in populations that may be difficult to reach. 562 
 563 

B. Considerations for Cultural Differences during Survey studies 564 
You can expect to face a variety of languages and cultural contexts when collecting data in the 565 
context of a multinational, multiregional, and/or multicultural survey study. These cultural 566 
differences could impact data collection efforts (e.g., languages that do not have a standard 567 
written form; different respondent literacy rates within cultures; inaccessible populations; 568 
impacts on harmonization of fielding times across countries due to geographic topography, 569 
weather and seasonal impediments, national and religious holidays, or political upheavals), 570 
which subsequently impacts data quality. It will be important to have some local knowledge to 571 
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understand cultural traditions and customs, potential limitations, and the feasibility of the 572 
research (Survey Research Center, 2016). 573 

Translation procedures play a critical role in multi-national, multi-regional, and/or multi-cultural 574 
survey studies. A successful survey translation should (Survey Research Center, 2016):  575 

• Keep the content and meaning of the questions similar  576 
• Keep the question format similar within the limits of the target language 577 
• Retain measurement properties, including the range of response options offered 578 
• Maintain the same stimulus. 579 

Poorly translated surveys/questionnaires can prevent researchers from collecting comparable 580 
data to that of surveys/questionnaires in the source (original) language (Survey Research Center, 581 
2016). 582 

In addition to translation, adaptation (modification) of questions or the questionnaire (e.g., 583 
format, response scales, or visual presentation) may be needed to meet cultural needs and 584 
achieve the required measurement goals. 585 
 586 

 
Example:   
 
Scenario:  A question in a survey has an agreement response scale that has a middle category 
of “neither agree nor disagree.” 
 
Agreement scale response categories developed in English often have a middle or neutral 
category "neither agree nor disagree." In languages such as Hebrew and Swahili, this phrase 
cannot properly be translated by simply translating the words. The closest meaning available 
to translate "disagree" in Hebrew, for example, corresponds to "no agree." In addition, the 
words "neither" and "nor" are the same as the target language element corresponding to "no." 
As such, "neither agree nor disagree," if translated word for word, would translate to 
something like "no agree, no no agree" which makes little sense in Hebrew (Harkness, 2003); 
Survey Research Center, 2016). 
 
Example:   
 
Scenario: Adapting a question from United States (U.S.) English to United Kingdom (U.K.) 
English 
 
A question developed in the U.S refers to being able to walk "several blocks." This question 
would need translation, as well as adaptation to adapt the phrase "several blocks" for U.K. and 
provide the distance for European locations in terms of yards or meters (Harkness, 2008). 
 

 587 
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To make a survey/questionnaire fit the needs of different nationalities, regions and cultures, 588 
consider the following (Survey Research Center, 2016): 589 

• Identify and resolve elements to consider for adaptation in the source 590 
survey/questionnaire to enhance comparability across different questionnaire versions 591 

• Review the translated survey/questionnaire for adaptation needs 592 
• Document adaptations, including rationale 593 
• Test adaptations in the target population 594 

Some general considerations on data collection for multinational, multiregional and/or 595 
multicultural include the following but are not limited to (Survey Research Center, 2016): 596 

• Assess feasibility of conducting research in each target country and culture 597 
• Allow some flexibility in data collection protocols to reduce costs and errors 598 
• Decide whether the data can be best collected by combining qualitative methods with the 599 

standardized survey; this may increase data quality and validity 600 
• Select appropriate timing of data collection activities 601 
• Establish and follow appropriate quality control measures 602 

You may refer you to the following literature references for other considerations and best 603 
practices for the translation and cultural adaptation process. 604 

• Survey Research Center. (2016). Guidelines for Best Practice in Cross-Cultural Surveys. 605 
Ann Arbor, MI: Survey Research Center, Institute for Social Research, University of 606 
Michigan. Retrieved July, 03, 2018, from http://www.ccsg.isr.umich.edu/ 607 
 608 

• Wild D, Grove A, Martin M, Eremenco S, McElroy S, Verjee-Lorenz A, Erikson P; 609 
ISPOR Task Force for Translation and Cultural Adaptation. Principles of Good Practice 610 
for the Translation and Cultural Adaptation Process for Patient-Reported Outcomes 611 
(PRO) Measures: report of the ISPOR Task Force for Translation and Cultural 612 
Adaptation. Value Health. 2005 Mar-Apr;8(2):94-104. 613 

  614 
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APPENDIX 6. Considerations for Different Types of Quantitative Studies 615 
 616 

How to design and implement quantitative studies for different types of settings (observational, 617 
screening/exit surveys)? Sections A and B provide considerations on how to design and 618 
implement quantitative studies for the following settings: 619 

• Observational qualitative surveys 620 
• Screening/Exit interview surveys 621 

A. Considerations for Designing and Implementing Observational survey studies 622 
 623 
If surveys/questionnaires are intended to be used in observational studies, FDA encourages the 624 
following steps (Cooper et al., 2006):  625 
 626 

• Select pool of participants or panelists (e.g., health panels) to be observed. Obtain the 627 
required permissions needed to gain access to the participants and/or panelists. 628 

• Each participant in a sample is asked the same set of questions to the extent possible. 629 
• Each participant in a sample is given the same type of technology to the extent possible. 630 
• Create a system in which questions can be entered, as well as possible responses, into a 631 

database table. 632 
• Generate tables to record the data entered through the questionnaire from the database 633 

table of questions and possible responses. 634 
• Develop a simple, user-friendly paper-based or electronic-based questionnaire. 635 
• Select feasible and user-friendly technology. 636 
• Provide data validation during the entry process. 637 
• Develop a coding manual that could be used as a reference document. 638 
• For web-based surveys/questionnaires or other technologies, generate descriptive 639 

statistics that could be observed through the web during the entry phase of the 640 
questionnaire. 641 

• Develop program files that allow opportunity to do more advanced statistics once the 642 
questionnaire is completed or use of technology is completed. 643 

• Maintain a database to access the questionnaire table and data entered into the 644 
survey/questionnaire. This database should have built-in features or capacity to interface 645 
with software that has features such as forms, queries, and reports to further work with 646 
the data. 647 

B. Considerations for Designing and Implementing Screening/Exit survey studies 648 
 649 
Using surveys/questionnaires in screening and/or exit visits in a clinical trial may add greater 650 
depth to understanding the burden of disease and treatment, as well as provide more detail on the 651 
benefits and risks of patients’ disease management. This is also an approach that could be useful 652 
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in special populations, such as rare diseases or possibly other diseases where additional patient 653 
input is needed.   654 
 655 
Factors to consider when using surveys/questionnaires in this setting includes the following, but 656 
are not limited to: 657 

• Logistics (contracting, site training) 658 
• Designing the appropriate questions and/or selecting the appropriate technology to meet 659 

the research objective(s) 660 
• Implementation (timing of assessment within the study visit, logistics for multinational 661 

studies, including translations and cultural adaptation) 662 
• Reporting (integrated with clinical study report or separate report, accurate adverse event 663 

reporting) 664 
 665 

For surveys/questionnaires that are interviewer-administered, see Section IIIA.1(i) of Guidance 666 
2 Discussion Document for considerations for interviewing in this type of study setting. 667 

 668 

  669 
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APPENDIX 7. Considerations for Use of Non-traditional Research Approaches to Elicit 670 
Information about the Burden of Disease/Treatment and Benefits and Risks (Harms) 671 
 672 

How to design and implement qualitative studies using non-traditional research approaches 673 
(e.g., accelerometry, room surveillance, social networks)?  Section A provides some best 674 
practices on how to design and implement quantitative studies using data from non-traditional 675 
sources. 676 

A. Best practices for Designing and Implementing Studies using data from Non-677 
traditional Sources 678 

 679 

1. Technologies that collect health data 680 
There are many technologies available that can be used to collect health data related to the 681 
patients’ burden of disease and treatment, and benefits and risks of their disease management. 682 

These technologies can include, but are not limited to information from: 683 
• Mobile health technology (e.g., accelerometers, heartrate trackers) 684 
• Mobile applications 685 
• Other forms of health information technology 686 

 687 
Similar to using surveys/questionnaires, it will be important for you to: 688 

• Decide what to measure  689 
• Select the appropriate tool to measure the intended outcome(s) 690 

FDA recommends stakeholders engage with subject matter experts (i.e., technology experts) 691 
when designing and implementing studies using technologies to evaluate the burden of disease 692 
and treatment and benefits and risks of disease management. 693 

i. Deciding what to measure 694 
 695 
For the assessment of burden of disease and treatment and benefits and risks in patients’ disease 696 
management, you will need to consider what aspects of these objectives that you want to 697 
measure with a certain type of technology.  See Section IVA.1(i)(a) of Guidance 2 Discussion 698 
Document. 699 

ii. Selecting appropriate technology 700 
 701 
Key considerations for selecting technology: 702 

• Review the scientific literature related to the tool(s) (e.g., concept or content intended to 703 
measure; prior use in clinical trials)  704 

• Identify the strengths and limitations of the tool(s) 705 
• Check user reviews and ratings (usability, functionality, and efficacy) 706 
• Pilot test the tool(s) 707 
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• Obtain feedback from users 708 

Additional considerations for selection of technologies may include: 709 

• Relevancy to target population 710 
• Usability in special populations (e.g., pediatrics, elderly) 711 
• Feasibility of data retrieval along with ease of linkages to analysis platforms (e.g., 712 

statistical software) 713 

iii. Operationalization 714 
 715 
The steps described for studies using surveys/questionnaires can also be taken to operationalize 716 
studies using technologies with some modification. See Appendix 4. 717 

iv. Data Collection 718 
 719 
Technology can be used to collect data in different ways.  Different types of technologies may 720 
include but are not limited to: 721 

• Wearable and biosensor devices (e.g., accelerometers, room sensors) 722 
• Electronic-based (e.g., computers, tablets, smartphones) 723 
• Mobile applications 724 

 725 
The same factors that you would consider in selecting the appropriate mode/method to 726 
administer a survey/questionnaire (see Section A.2 of Appendix 4), would be applicable when 727 
considering which technology to use.  In addition to these factors, you should consider the ease 728 
of use of the technology for the target population, as well as respondent burden (e.g., will the 729 
product impact or disrupt any of their daily activities?) and logistics (e.g., electricity to charge 730 
the technology). 731 
 732 
Table 5 lists advantages and disadvantages of data collection methods using a few different 733 
types of technology. 734 

  735 
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Table 5. Advantages and Disadvantages of Data Collection Methods Using Example 736 
Technology 737 
 738 

Source  Advantages Disadvantages 
Wearable and 

biosensor devices 
• Efficient  
• Convenient tracking of data 
• Allows for quicker data 

collection, providing real-
time analysis 

• Allows for more passive 
engagement and data 
collection 

 

• Costly 
• Must be worn 

consistently 
• Susceptible to device 

malfunctions 
• Potential risks and 

challenges related to 
data security and 
privacy 

• Potential inaccuracies 
Electronic-based • See Table 4 of Appendix 4 

for advantages of 
electronic-based data 
collection for 
surveys/questionnaires 
 

• See Table 4 of Appendix 4 
for disadvantages of 
electronic-based data 
collection for 
surveys/questionnaires 

Mobile 
applications 

• See advantages for social 
networks 

 

• Costly 
• Potentially limited in terms 

of design and devices 
 739 
FDA recommends that you engage in early discussions with the appropriate review division 740 
about the data collection technology for a study endpoint(s) in a clinical trial.   741 
 742 

v. Data Analysis and Reporting 743 
The steps described for studies using surveys/questionnaires can also be taken to analyze data 744 
using technologies, with some modification. See Section A.3 of Appendix 4. 745 
 746 

2. Social Networks 747 
 748 
Social networks may be a feasible option to elicit information on burden of disease and 749 
treatment, as well as treatment benefits and risks.  The best practices described for designing and 750 
implementing studies using surveys/questionnaires and technology are applicable to social 751 
networks. 752 
 753 
Data from social networks can be collected in different ways, which may include but is not 754 
limited to free text response for blogs and surveys/questionnaires. 755 
 756 
Some general considerations on the use of social networks include the following but are not 757 
limited to: 758 

• When possible, social media research should examine a variety of social media networks 759 
and communities. Different communities appeal to different segments of the population, 760 
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and a community’s degree of user anonymity may affect what users are willing to 761 
discuss. Ideally, research will examine data from communities that require personal 762 
information (such as verified patient communities) and communities that allow users to 763 
remain anonymous or post under a username (such as many blogs and forums). 764 
 765 

• Social media research can be used for hypothesis generation, as well as to complement 766 
literature review findings, inform the development of research tools (e.g., qualitative 767 
study discussion guides) or as a supplement to traditional research approaches (e.g., 768 
literature, one-on-one interviews, focus groups or expert opinion). 769 
 770 

• Other research designs such as mixed-methods sequential research designs can further 771 
strengthen the depth of knowledge gained from social media research.  772 

Table 6 lists some of the advantages and disadvantages of using social networks to elicit 773 
information from patients. 774 

Table 6. Advantages and Disadvantages of Using Social Networks 775 
Qualitative 
Research 
Method 

Advantages Disadvantages 

 
 

Social Media 

• Low burden for people providing data 
• Relatively inexpensive and easy to 

implement 
• Can often generate a larger sample size 

than other methods 
• Permits the analysis of data via the use 

of both qualitative and quantitative 
research methods 

• Allows for flexibility in data 
gathering/search terminology (iterative 
in nature) 

• Underlying selection process is 
difficult if not impossible to quantify 

• Respondent identification not 
verifiable 

• Personal health information (PHI) not 
verifiable (unless research is targeted 
to groups where research participants 
have provided/authorized their PHI to 
be released for research purposes) 

• Self-selection bias (social media 
participants) 

• Representativeness may be difficult to 
determine 

• Findings across social platforms may 
be distinctly different (e.g., certain 
platforms may have strong 
advocacy/support community 
presence, while others may 
predominantly capture 
industry/academic perspectives 
surrounding certain issues) 

  776 
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