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INTRODUCTION TO DISCUSSION DOCUMENT  1 

The 2009 Guidance for Industry, Patient-Reported Outcome Measures: Use in Medical Product 2 

Development to Support Labeling Claims included an Appendix titled, “Information on a PRO 3 

Reviewed by the FDA”.   4 

When the draft PFDD Guidance Series was published, FDA received many comments requesting 5 

that a similar appendix be provided somewhere in the PFDD Guidance Series.  Similar requests 6 

were received during the public meetings where PFDD Guidance documents have been 7 

discussed. 8 

In an effort to address these requests, as well as to follow the evidence-based rationale described 9 

in the PFDD Guidance Series, reduce stakeholder burden, improve review efficiency, reduce the 10 

number of information requests (IRs) sent, and reduce the submission of unnecessary 11 

information, FDA is sharing this discussion document which includes an updated outline of areas 12 

that should be addressed in COA documents provided to the FDA for review.  This discussion 13 

document also includes a detailed evidence dossier template that industry may find useful and 14 

that may facilitate the submission of evidence to FDA to support a Clinical Outcome 15 

Assessment.  16 

It is important to note that sponsors may not need to complete all of the subsections within the 17 

templates.  For example, the PFDD Guidance Series covers methods that may not be used in a 18 

specific development program (e.g., bookmarking). Those parts of the template can be marked 19 

N/A. 20 

These documents may also not outline everything that is needed. For example, if sponsors are 21 

using a novel approach, or a key element is missing in the template language to support the 22 

evidence, it should be included. 23 

What has changed? 24 

The draft evidence dossier template provides insights into FDA’s thinking.  Based on 25 

interactions with sponsors since the 2009 guidance, this document provides more detail with the 26 

goal of helping to get sufficient information with adequate levels of detail in submissions the 27 

first time. FDA has also reordered some of the sections to better align with review practices and 28 

removed some subsections.   29 

Some of the revisions and additions that can be found in the Evidence Dossier Template include: 30 

• The content has broadened to include all types of COAs. 31 

• FDA has added a section for the Executive Summary (Section I).  This section should 32 

include a table of rationale components. 33 

• While there is a new section on meaningful aspects of health, the content of this section is 34 

very similar to the section of the 2009 Appendix which discusses the Conceptual 35 

Framework.  36 
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• There is encouragement to use links to trial documents elsewhere in a submission, when 37 

appropriate.  This includes links to materials that were previously summarized within the 38 

dossier.  39 

• Areas to:  40 

o Explicitly describe the concept of interest 41 

o Include a summary of the COA-related regulatory history (Appendix H) 42 

o Include, once trial data are available, information from blinded and unblinded 43 

analyses  44 

Table mapping the 2009 Appendix to the current draft documents   45 

2009 PRO Appendix Section Draft 1 COA Dossier Section 

I. Instrument  IV. Description and Justification for COA  
Appendix A 

II. Targeted Claims II. Context of Use Information 

III. Endpoint Model II. Context of Use Information 

IV. Conceptual Framework III. Meaningful Aspect of Health (MAH) 
IV. Description and Justification for COA (if concept of 
interest (COI) is different from MAH) 

V. Content Validity  IV. Description and Justification for COA  

VI. Assessment of Other 
Measurement Properties 

IV. Description and Justification for COA  
V. Description and Interpretation of COA-based Endpoint(s) 
Appendices E, F, G, I   

VII. Interpretation of Scores V. Description and Interpretation of COA-based Endpoint(s) 

VIII. Language Translation and 
Cultural Adaptation 

IV. Description and Justification for COA  

IX. Data Collection Method IV. Description and Justification for COA  
Appendix B 

X. Modifications Not a standalone section. Evidence should be provided in 
IV.C., as appropriate/as needed 

Appendix A 

XI. PRO-Specific Plans related 
to Clinical Trial and Analysis  

II. Context of Use Information 

V. Description and Interpretation of COA-based Endpoint(s) 
Links and directions to specific portions of submission(s) 

XII. Key References plus 

Appendix A: User Manual 
Appendix B: Item Tracking 
Matrix 

Appendix C: Transcripts  

Appendices B, C, D, J 

46 
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OUTLINE OF A CLINICAL OUTCOME ASSESSMENT (COA) EVIDENCE DOSSIER 48 

I. EXECUTIVE SUMMARY 49 

A. Summary of COA-Based Endpoint Approach 50 

B. Summary of the Rationale to Support the Fitness-for-Purpose of Each COA 51 

C. Summary of Qualitative and Quantitative Evidence to Support the Evaluation of the 52 

Meaningfulness of COA-based Endpoint Scores 53 

II. CONTEXT OF USE INFORMATION 54 

A. Clinical Trial Population 55 

B. Clinical Trial Design 56 

C. Clinical Trial Objective/Hypothesis Corresponding to COA 57 

D. Endpoint Definition(s) and Positioning 58 

E. Desired Claim Related to COA-Based Endpoint 59 

III. MEANINGFUL ASPECT(S) OF HEALTH (MAH) 60 

IV. DESCRIPTION AND JUSTIFICATION FOR COA 61 

A. Measured Concept of Interest (COI) 62 

B. Description of COA 63 

C. Evidence-Based Rationale for Interpreting Scores from the COA as Reflecting the 64 

COI within the COU 65 

V. DESCRIPTION AND INTERPRETATION OF COA-BASED ENDPOINT(S) 66 

A. Computation of Proposed COA-Based Endpoint(s) 67 

B. Rationale to Support Endpoint Selection 68 

C. Evaluating the Meaningfulness of COA-Based Endpoint Scores 69 

VI. APPENDICES 70 

Appendix A: COA Copies/Screenshots 71 

Appendix B: COA-Related Manuals and Training Materials 72 

Appendix C: Item Tracking Matrix 73 

Appendix D: Transcripts 74 

Appendix E: Psychometric Analysis Plans (PAPs) and Psychometric Analysis Report 75 

Appendix F: Standalone/Observational Study Protocol(s)  76 

Appendix G: Results of Usability Testing 77 

Appendix H: Summary of COA-Related Regulatory History 78 

Appendix I: Additional Results of Analyses 79 

Appendix J: Copies of Literature Cited/Referenced 80 
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DRAFT COA EVIDENCE DOSSIER 81 

[COA Name] Evidence Dossier   82 

To support the use and interpretation of one or more proposed COA scores and their 83 

corresponding COA-based endpoint, a COA Evidence Dossier(s) should be submitted. Sponsors 84 

may decide to submit a single Evidence Dossier or an Evidence Dossier per each relevant COA.1   85 

The following sections correspond to areas that should be addressed in the COA documents 86 

provided to the FDA for review as part of submissions related to medical product development 87 

and regulatory decision-making. The extent of evidence provided in each section will vary 88 

depending upon the COA measure as well as the stage of development for the COA and/or 89 

medical product.  90 

1. The submitted evidence dossier should include all sections in this template. If a section is 91 

not applicable to the development program, that section may be left blank with “NA” 92 

accompanied by a brief explanation of why the section is not relevant. 93 

2. Refer to the content of specific guidances2 for additional information concerning the 94 

types of evidence needed in a given section of the dossier.  95 

3. All embedded hyperlinks should be active, and the PDF should be optimized for full-text 96 

searchability. A complete table of contents, a list of tables, and a list of figures should be 97 

included. 98 

4. In addition to the general considerations discussed herein, a study may need to meet 99 

specific statutory and regulatory standards governing the collection, processing, retention, 100 

and submission of data to the FDA to support regulatory decisions regarding a marketed 101 

 

1 For medical device submissions, the recommendations herein should be implemented consistent with the least 

burdensome principles outlined in the guidance for industry and FDA staff The Least Burdensome Provisions: 

Concept and Principles (February 2019) and in the guidance for industry and FDA staff, and other stakeholders 

Principles for Selecting, Developing, Modifying, and Adapting Patient-Reported Outcome Instruments for Use in 

Medical Device Evaluation. 

2 See the FDA guidances on patient-focused drug development 1-4 and the guidance for industry and FDA staff and 

other Stakeholders Principles for Selecting, Developing, Modifying, and Adapting Patient-Reported Outcome 

Instruments for Use in Medical Device Evaluation (January 2022). 

https://www.fda.gov/drugs/development-approval-process-drugs/fda-patient-focused-drug-development-guidance-series-enhancing-incorporation-patients-voice-medical
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/principles-selecting-developing-modifying-and-adapting-patient-reported-outcome-instruments-use
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/principles-selecting-developing-modifying-and-adapting-patient-reported-outcome-instruments-use
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/principles-selecting-developing-modifying-and-adapting-patient-reported-outcome-instruments-use
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or investigational medical product. This document focuses on more general 102 

considerations that apply to many types of studies, and sponsors should consult with the 103 

review division and relevant guidance regarding any other applicable requirements. 104 

5. For submission of a marketing application to CDER and CBER, the evidence for the 105 

COA measure should be submitted in Module 5.3.5.3 of the electronic common technical 106 

document,3  and  a reviewer’s guide providing an explanation of the format of Module 107 

5.3.5.3 and links to other relevant documents in other sections of the eCTD (e.g., study 108 

protocols, study reports, and data folders with the define.xml files) should be included. 109 

Full articles for all cited references should be submitted to Module 5.4.     110 

 

3 Guidance for industry Providing Regulatory Submissions in Electronic Format — Certain Human Pharmaceutical 

Product Applications and Related Submissions Using the eCTD Specifications (September 2024). 

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/providing-regulatory-submissions-electronic-format-certain-human-pharmaceutical-product-applications
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/providing-regulatory-submissions-electronic-format-certain-human-pharmaceutical-product-applications
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I. EXECUTIVE SUMMARY   111 

A. Summary of COA-Based Endpoint Approach 112 

This high-level summary should cover the following: 113 

1. Intended context of use (COU). 114 

2. Description and justification for the meaningful aspect(s) of health (MAH). 115 

3. Concept of interest (COI), if not identical to the MAH. 116 

The table below should include all relevant COAs in the program. If there are multiple COUs, include 117 

one table per COU.  118 

Table 1. Summary of COAs by Context of Use 119 

  COAs   

MAH COI for 

Measurement Type Name Score 

COA-based 

Endpoint 

COA-based Endpoint 

positioning 

       

       

B. Summary of the Rationale to Support the Fitness-for-Purpose of Each COA  120 

Provide a rationale that explains how and why the COA is expected or intended to work. 121 

A table summarizing the components and corresponding supporting evidence that make up the rationale 122 

above should be included (see example below). The rationale and components should be tailored to the 123 

proposed interpretation of COA scores in the COU. The Table should include the components and a 124 

high-level summary, including statistical results if applicable, of supporting evidence with a link to the 125 

corresponding section of the COA dossier (i.e., Section IV) where the full justification and relevant 126 

results (including tables and figures) can be found.  127 

Language and specific components shown in table below refer to a hypothetical example and are for the 128 

purpose of illustration only.  Sponsors should include components that are relevant to their development 129 

program using language that is clearest for their situation. 130 

  131 
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 132 

Table 2. Example Summary of Components That Support the Rationale for a COA to Measure 133 

a Concept of Interest in a Specific Context of Use  134 

No. Component Supporta 

A The concept of interest, [FILL IN], should be assessed by a 

[PRO/ObsRO/ClinRO/PerfO] because . . . 

 

B [NAME OF MEASURE] includes all the important parts of [CONCEPT OF 

INTEREST]. 

 

B.1 Other subcomponent?  

C [NAME OF MEASURE] is administered as intended by the measure developer.  

C.1 Other subcomponent?  

D [RESPONDENTS PROVIDING INFORMATION] understand the instructions 

and [ITEMS or TASKS] as intended by the measure developer. 

 

D.1 Respondents support that they are able, without difficulty, to select an answer that 

matches their experiences. 

 

D.2 Other subcomponent?  

E The method of scoring responses to the [NAME OF MEASURE] is appropriate for 

assessing [CONCEPT OF INTEREST]. 

 

E.1 Method of combining responses on items/tasks (i.e., scoring) is appropriate to assess 

[CONCEPT OF INTEREST].  

 

E.2 The assumption(s) of the psychometric model used to generate COA scores are 

sufficiently met. 

 

E.3 Empirical assessment of missing data rule shows the method for handling missing 

[ITEM or TASK] responses in scoring is appropriate for assessing [CONCEPT OF 

INTEREST].  

 

E.4 Scores from the COA are sufficiently sensitive to reflect changes in [CONCEPT OF 

INTEREST] within the COU. 

 

E.5 Other subcomponent?  

F Scores from the [NAME OF MEASURE] are not overly influenced by 

processes/concepts that are not part of [CONCEPT OF INTEREST]. [Select and 

comment on appropriate rows for the type of COA] 

 

F.1 [ITEM OR TASK] interpretation or relevance does not differ substantially according to 

respondents’ [SEX, AGE, EDUCATION LEVEL, CULTURAL/LINGUISTIC 

BACKGROUND, etc]. 

 

F.2 Recollection errors do not overly influence assessment of [CONCEPT OF INTEREST].  

F.3 Respondent fatigue or burden does not overly influence assessment of [CONCEPT OF 

INTEREST].  
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F.4 Implementation and/or study design decisions do not overly influence assessment of 

[CONCEPT OF INTEREST]. 

 

F.5 Other subcomponent?  

G Scores from the [NAME OF MEASURE] are not overly influenced by 

measurement error.  

 

G.1 Test-retest reliability coefficient indicates scores from the [NAME OF MEASURE] are 

not overly influenced by variation over time within clinically stable patients. 

 

G.2 Other subcomponent?  

H Scores from the [NAME OF MEASURE] correspond to [MEANINGFUL 

ASPECT OF HEALTH] related to [CONCEPT OF INTEREST].  

 

H.1 Correlation coefficients for the relationship between scores on the [NAME OF 

MEASURE] and [OTHER COA] are as hypothesized a priori.  

 

H.2 Empirical comparisons of scores from the [NAME OF MEASURE] for patient groups 

known to differ with respect to the [MEANINGFUL ASPECT OF HEALTH] show 

relationships hypothesized a priori. 

 

H.3 Other subcomponent?  

Other? Other components needed to justify interpreting scores as measures of the concept of 

interest?  

 

aSummary of supporting evidence with reference or link to more details about the evidence. 135 

C. Summary of Qualitative and Quantitative Evidence to Support the Evaluation of the 136 

Meaningfulness of COA-based Endpoint Scores 137 

1. Provide a summary of results of efficacy analyses of COA-based endpoint(s) and link to clinical 138 

study report(s) (CSR) 139 

2. Support a conclusion of the clinical meaningfulness of COA-based endpoint trial results 140 

including, as appropriate, the range of meaningful score differences (MSDs) or meaningful score 141 

regions (MSRs) and a summary of qualitative evidence 142 

II. CONTEXT OF USE INFORMATION 143 

This section of the dossier should include information that is specific to the registrational and/or pivotal 144 

trial(s) intended for regulatory decision-making. 145 

A. Clinical Trial Population 146 

1. Description of patient population and link to protocol(s) 147 
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B. Clinical Trial Design 148 

1. Schedule of COA Assessments 149 

2. Links to Study Schema and the full Schedule of Assessments 150 

If applicable, include the same information for any externally controlled studies. 151 

C. Clinical Trial Objective/Hypothesis Corresponding to COA 152 

D. Endpoint Definition(s) and Positioning 153 

In this section sponsors should, as part of the description of the endpoint definitions and positioning, 154 

explicitly note whether multiple endpoints are being used to support inference about a single meaningful 155 

aspect of health and specify whether each endpoint is controlled for multiplicity. 156 

E. Desired Claim Related to COA-Based Endpoint  157 

If applicable, provide a link to proposed United States Prescription Information (USPI). 158 

III. MEANINGFUL ASPECT(S) OF HEALTH (MAH) 159 

In this section, provide the following: 160 

1. Conceptual disease model of patients’ experience of living with the condition.  161 

2. Definition/Conceptual framework for the MAH. 162 

a. Diagram of hypothesized (proposed) or final conceptual framework for the MAH showing 163 

relationships among patient experiences, items/tasks, domains, and total score. Ensure that 164 

the conceptual framework corresponds to the clinical trial endpoints described in the clinical 165 

trial protocol and proposed as labeling claims.  166 

b. Evidence to support the conceptual framework detailing inclusion and omission of patient 167 

experiences (including qualitative data from patients, caregivers, clinicians, and/or other 168 

relevant parties.)  169 

3. Evidence of importance to patients and/or caregivers, including qualitative data from patients 170 

and/or caregivers.  171 

4. Explanation of potential to show effect of intervention on meaningful aspect of health within 172 

duration of trial.  173 
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IV. DESCRIPTION AND JUSTIFICATION FOR COA  174 

A. Measured Concept of Interest (COI)  175 

1. A description of the COI’s relationship to the MAH.  176 

2. If the COI is different from the MAH, a definition/conceptual framework for COI, including: 177 

a. A diagram of the hypothesized (proposed) or final conceptual framework for the COI 178 

showing relationships among patient experiences, items and tasks, domains, and total score. 179 

(Ensure that the conceptual framework corresponds to the clinical trial endpoints described in 180 

the clinical trial protocol and proposed as labeling claims.)  181 

b. Evidence to support the conceptual framework for the COI (including qualitative data from 182 

patients, caregivers, clinicians, and/or other relevant interested parties.) 183 

B. Description of COA 184 

1. Version of COA (final), type of COA (e.g., PRO, ObsRO) 185 

a. Exact copy of COA as it was and/or will be administered in the trial (e.g., screenshots of 186 

eCOA, photocopy of paper) should be included in Appendix A1 and linked to from here. The 187 

screenshots and/or photocopies should be of high resolution and legible. 188 

b. Any instructions for administration not included in the exact copy of the COA with links to 189 

relevant documents (e.g., user manual, training manual). 190 

2. Recall period. 191 

3. Response options and how numeric values are assigned to each response option (if applicable). 192 

4. Mode(s) of administration. 193 

5. Brief description of scoring algorithm(s) of the COA, including any missing data rules. 194 

a. Total possible score range(s). 195 

C. Evidence-Based Rationale for Interpreting Scores from the COA as Reflecting the COI within 196 

the COU 197 

Data to support the evidence-based rationale should be described in sufficient detail and with references 198 

to the qualitative and quantitative study protocols, as applicable. Results of analyses, including figures 199 

and tables where applicable (e.g., scatterplots for correlations), should be relevant to the discussion. 200 

Additional results can be included in Appendix I. All tables and figures should be hyperlinked and 201 

included in the List of Tables and List of Figures at the beginning of the evidence dossier. Some 202 
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analyses may be relevant to more than one component. In such cases, the analyses and results may be 203 

included once and referenced as appropriate.  204 

Evidence should be specific to the planned clinical trial population and indication (i.e., the COU). 205 

Sponsors should discuss the submission of evidence from related COUs with the review division before 206 

submission. 207 

Component A: The concept of interest, [FILL IN], should be assessed by a 208 

[PRO/ObsRO/ClinRO/PerfO] because … 209 

Expanding on this component may not always be needed but would be expected when there are multiple 210 

COA types being used to assess a given MAH. If digital health technology (DHT) is used to collect data 211 

to assess a given MAH, include the rationale for use of the DHT.  212 

Component B: [NAME OF MEASURE] includes all the important parts of [CONCEPT OF 213 

INTEREST] 214 

1. Evidence that the COA captures all of the most clinically important concepts and items, and that 215 

items are complete and relevant (appropriate). (Note that all evidence should include a summary 216 

demonstrating how study participants are aligned with the target patient population. For example, 217 

one can specify detailed demographics and clinical characteristics of study population in a table).  218 

a. Literature review and documentation of expert input 219 

b. Qualitative study protocols, interview and discussion guides, data analysis plans, coding 220 

dictionaries, summaries of results, and interview transcripts4 for:  221 

i. Focus group testing   222 

ii. Open-ended patient interviews 223 

iii. Cognitive interviews   224 

iv. Other methods used to gather patient input.   225 

c. Origin and derivation of items with chronology of events for item generation, modification, 226 

and finalization. (For example, one could provide an item tracking matrix for versions tested 227 

with patients showing items retained and items deleted providing evidence of saturation.) 228 

Summarize here and include complete materials under Appendix C. 229 

d. Qualitative study summaries that support validity of item content  230 

 

4 Include transcripts in Appendix D when submitted. 
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i. Link to any quantitative data that complement the qualitative study findings (e.g., 231 

item-level floor/ceiling effects). 232 

Component C: [NAME OF MEASURE] is administered as intended by the measure developer. 233 

1. Clear and detailed summaries of any user manuals. (The manual(s) should be included in 234 

Appendix B, and if multiple modes of administration were used, all modes should have 235 

accompanying user manuals.) 236 

2. Evidence of successful completion of a standardized training program by personnel at all sites.  237 

3. Evidence of intermittent observation of personnel throughout the clinical trial to ensure ongoing 238 

adherence to the protocol. 239 

4. If raters are used (e.g., central raters), rater training and certification and credentials; description 240 

of process for review, interpretation, and adjudication (if applicable); and scoring of the COA 241 

with copies of standard operating procedures (SOPs). 242 

Component D: [RESPONDENTS PROVIDING INFORMATION] understand the instructions 243 

and [ITEMS or TASKS] as intended by the measure developer. 244 

D1. Respondents support that they are able, without difficulty, to select an answer that matches their 245 

experiences. 246 

1. Summary of the evidence to support the use of the item/task response options or responses 247 

a. Results of cognitive interviews or other evidence that address whether respondents are able 248 

to interpret response options as intended and appropriately choose a score that represents 249 

their symptom severity or other patient experience 250 

b. Brief summary of quantitative analyses results assessing item-level floor and ceiling effects 251 

2. Updated documentation of item tracking (item tracking matrix) as indicated and reflective of 252 

final COA 253 

Component E: The method of scoring responses to the [NAME OF MEAURE] is appropriate for 254 

assessing [CONCEPT OF INTEREST]. 255 

E1. The method of combining responses on items/tasks (i.e., scoring) is appropriate to assess 256 

[CONCEPT OF INTEREST].  257 

The approach for combining responses to multiple items/tasks is often expressed as a measurement 258 

model that relates responses to particular items/tasks to the score(s) thought to measure the concept of 259 

interest. 260 
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1. The measurement model  261 

a. The type of measurement model (i.e., reflective indicator model or composite indicator 262 

model) used to generate COA scores 263 

b. Description and justification for the measurement framework (e.g., classical test theory, item 264 

response theory, Rasch) 265 

c. Rationale and justification for the way in which responses to the multiple items are combined 266 

(e.g., as equally weighted average, unequally weighted average, equally weighted sum, or 267 

unequally weighted sum) to arrive at a score for the COA 268 

d. Includes both quantitative evidence and qualitative evidence  269 

e. Rationale and justification for any score transformation (e.g., log or linear) or normalization 270 

(e.g., z-score), if applicable 271 

f. Scoring manual in Appendix B (if applicable) 272 

E2. The assumption(s) of the psychometric model (e.g., partial-credit model, graded response model) 273 

used to generate COA scores are sufficiently met. 274 

1. Description and justification of psychometric model 275 

2. Assumptions of psychometric model and how each assumption was assessed (e.g., model 276 

goodness-of-fit, item-level goodness-of-fit) 277 

E3. Empirical assessment of missing data rule shows the method for handling missing [ITEM or TASK] 278 

responses in scoring is appropriate for assessing [CONCEPT OF INTEREST]. 279 

1. Missing data rule(s), i.e., conditions under which a COA score can still be computed in the 280 

presence of missing item/task responses 281 

a. How missing items or tasks are to be identified and scored as well as the minimum number 282 

of items/tasks responses to compute a score  283 

2. Justification for missing data rule(s) (e.g., details and results of a missing data simulation study) 284 

3. Additional considerations for missing item or task responses  285 

a. Methods implemented in registration/pivotal trial(s) to prevent missing item or task 286 

responses 287 

b. Reasons for missing item or task responses collected during registrational/pivotal trial(s) 288 

4. Link to relevant section in Scoring Manual, if applicable  289 

E4. Scores from the COA are sufficiently sensitive to reflect changes in [CONCEPT OF INTEREST] 290 

within the COU. 291 
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1. Results of quantitative evaluation of floor and ceiling effects at the COA score level 292 

Component F: Scores from the COA are not overly influenced by processes/concepts that are not 293 

part of the concept of interest. 294 

Here one should specify interfering influences on responses to items/tasks and assess the presence and 295 

strength of those influences that may influence score interpretation.  296 

F1. Item or Task Interpretation or Relevance Does Not Differ Substantially According to Respondents’ 297 

Demographic Characteristics (Including Sex, Age, and Education Level) or Cultural/Linguistic 298 

Backgrounds.  299 

1. Concerns about differences  300 

a. Qualitative evidence (e.g., cognitive interviews) used to characterize potential differences 301 

across demographic groups   302 

b. Quantitative analyses (e.g., measurement invariance and/or tests of differential item 303 

functioning) to characterize the presence and magnitude of any group differences 304 

2. If there is a need for cultural/linguistic adaptation, include:  305 

a. Process used to translate and culturally adapt the instrument for populations that will use 306 

them in the trial 307 

b. Description of patient testing, language- or culture-specific concerns, and rationale for 308 

decisions made to create new versions.  309 

c. Copies of translated or adapted versions 310 

d. Rationale and/or scientific evidence supporting the cultural and linguistic equivalence of 311 

the original and adapted instruments 312 

e. Description and discussion of any issues related to the adaptation 313 

f. Copies of translated or adapted versions 314 

F2. Recollection Errors Do Not Overly Influence Assessment of the Concept of Interest. (PROs, 315 

ObsROs, and ClinROs). 316 

1. Recall period of the COA and evidence to support the use of the selected recall period including: 317 

a. Qualitive evidence (e.g., respondents’ understanding of the recall period used; respondents’ 318 

explanations of how they arrived at their answers and what period they were thinking about 319 

or what strategy they used to recollect; and respondents’ opinions about how far in the past 320 

they can recall with accuracy) 321 
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F3. Respondent fatigue or burden does not overly influence assessment of [CONCEPT OF INTEREST]. 322 

1. Respondent Fatigue or burden 323 

a. Description of the measure length and/or complexity of the target COAs 324 

b. Evidence to support that the respondents do not feel fatigued and/or burdened (e.g., from 325 

cognitive interviews and/or usability testing) 326 

c. Approaches implemented in registrational/pivotal trial(s) to minimize fatigue and burden, 327 

especially when a COA is included as part of a long battery of measures and/or is frequently 328 

assessed (should be included in trial protocol(s)) 329 

F4.  Implementation and/or study design decisions do not overly influence assessment of [CONCEPT 330 

OF INTEREST]. 331 

Provide evidence on whether implementation and/or study design decisions might influence how well 332 

COA scores reflect the concept of interest. 333 

1. Expectation bias 334 

a. Approaches implemented in registrational/pivotal trial(s) to minimize the influence of biases, 335 

including expectation bias (e.g., a detailed summary of the study design (e.g., randomized, 336 

controlled, and double-masked)) 337 

i. When masked trials are not feasible, evaluation of the potential for influence on the 338 

COA by expectation bias and evidence that it will not unduly affect the study results 339 

b. Discussion of any unintentional unblinding (e.g., due to adverse event or clinical laboratory 340 

values) 341 

2. COA Implementation 342 

a. Order of COA administration (in particular, relative to all other COAs administered), and 343 

link to relevant section(s) of protocol(s) where this is prespecified 344 

b. Design of data collection system (e.g., electronic diary, paper diary) 345 

i. Whether respondents are allowed to skip items/tasks 346 

ii. When respondents are not allowed to skip items/tasks, how response data from 347 

incomplete COA assessment are handled, such as when a respondent starts but does 348 

not finish the COA at a given assessment timepoint  349 

c. When using electronic data capture, include: 350 

i. Nature of the electronic equipment (e.g., operating system, screen size) and whether a 351 

respondent-provided or Sponsor-issued device is used 352 
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ii. How respondents are reminded to complete planned COA assessment 353 

iii. Reporting windows for an assessment timepoint as well as how these windows are 354 

enforced 355 

iv. Description of interaction between the eCOA and the user (e.g., menu options, skip 356 

logic, confirmation screens. 357 

v. Description of robustness of the implementation (e.g., usability testing, pilot study, 358 

frequency of device backups, service level for provisioning replacement devices, help 359 

desk for site staff as well as patients) 360 

d. When applicable, COA completion rates at relevant timepoints  361 

i. Provide reasons for missing observations at relevant timepoints (reasons for missing 362 

observations include, but are not limited to, patient was too ill to complete, site staff 363 

error, technical problems, patient non-compliance, loss to follow-up) 364 

ii. Specifically for oncological products, refer to FDA guidance for industry Submitting 365 

Patient-Reported Outcome Data in Cancer Trials (November 2023)  366 

e. Practice effects (if applicable) and strategies implemented in registrational/pivotal trial(s) to 367 

minimize the influence of practice effects on trial results 368 

Component G: Scores from the COA are not overly influenced by measurement error. 369 

Sponsor should evaluate the most likely sources of variability in scores within the context of use, and 370 

discuss quantitative study(ies) conducted to support that the COA scores are not overly influenced by 371 

measurement error. 372 

G1. Test-retest reliability coefficient indicates scores from the COA are not overly influenced by 373 

variation over time within clinically stable patients. 374 

1. Describe and provide justification for: 375 

a. Criterion to identify stable patients 376 

b. Assessment time points used for analyses 377 

c. Model used to calculate ICC  378 

d. Criteria for assessing adequate level of test-retest reliability 379 

2. Summarize the study results in this section 380 

3. If a standalone reliability study was conducted, include study protocol (including patient 381 

inclusion/exclusion criteria) in Appendix F and include a full study report 382 
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G2. Inter/Intra-rater reliability coefficient indicates scores from the COA are not overly influenced by 383 

variation over different COA raters (e.g., clinicians) or within the same COA rater over time.  384 

1. Summarize the study results in this section including comparability of raters as well as patient 385 

characteristics between reliability study and pivotal trial(s)  386 

2. Describe in detail the study design and methods (e.g., the timepoint used to support the analyses, 387 

statistical models used to calculate the reliability indexes (e.g., intra-class correlation coefficient 388 

(ICC)))  389 

3. Submit rater qualifications/credentials and training materials in Appendix B 390 

4. If a standalone reliability study was conducted, include study protocol (including patient 391 

inclusion/exclusion criteria) in Appendix F and include a full study report  392 

Component H: Scores from the COA correspond to the meaningful aspect of health related to the 393 

COI. 394 

H1. Correlation coefficients for the relationship between scores on the COA and other supportive COAs 395 

are as hypothesized a priori. 396 

1. Convergent/Divergent evidence  397 

a. Specify which reference measures will be used to support convergent and divergent evidence 398 

b. Include the a priori hypothesized relationships among the concepts measured by any 399 

proposed reference measures and the concept(s) measured by the proposed COA  400 

c. Specify the criteria for describing the strength of a correlation 401 

H2. Empirical comparisons of scores from the COA for patient groups known to differ with respect to 402 

the MAH show relationships hypothesized a priori. 403 

1. Known-groups evidence  404 

a. Specify appropriate reference measures and justify the corresponding cutoff values that 405 

represent clinically distinct levels of symptom severity and/or impairment  406 

b. Provide details of the proposed model and the hypothesis tests that will be performed 407 

V. DESCRIPTION AND INTERPRETATION OF COA-BASED ENDPOINT(S) 408 

A. Computation of Proposed COA-Based Endpoint(s) 409 

Detailed algorithm, including missing data rule(s) for the endpoint (Specify where the endpoint 410 

algorithm is described in the statistical analysis plan (SAP) and include link to final SAP) 411 
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1. Evidence to support endpoint algorithm including each missing data rule 412 

B. Rationale to Support Endpoint Selection 413 

For items 1-5 below, references can be made to previous sections of the dossier with more details as 414 

needed. 415 

1. The MAH that the endpoint is thought to reflect.  416 

2. The clinical trial objective or hypothesis corresponding to the endpoint, ensuring that the 417 

objective or hypothesis is specific (e.g., “To assess the efficacy of product X by comparing the 418 

patient-reported physical functioning between arms at 24 weeks” rather than “To assess the 419 

efficacy of product X by comparing the patient-reported outcomes of product X vs. Y”). 420 

3. The role of the endpoint (e.g., primary endpoint, secondary endpoint, other).  421 

4. How the COA-based endpoint will assess clinical benefit for the intended indication. 422 

5. Explanation for why the selected COA is fit-for-purpose in the planned trial. (PFDD Guidance 3 423 

discusses developing an evidence-based rationale for interpreting the COA score as a measure of 424 

the concept of interest. That rationale is part of the overall rationale to support the use of the 425 

endpoint.) 426 

6. Evidence that the endpoint provides sufficient precision to estimate the effect of treatment when 427 

used with the proposed study design, sample size, and analysis plan. (Measurement error 428 

associated with the COA used in the construction of the endpoint is one of the factors reflected in 429 

the precision of the endpoint.) 430 

7. Support for the importance of the endpoint to patients and/or caregivers from literature review 431 

and/or primary data collection. (There are well-established relevant outcomes such as organ 432 

failure and death that do not require additional support. If a multi-component endpoint is used, 433 

justification for the components included and the algorithm for combining them into the endpoint 434 

is needed.) 435 

8. Strengths and limitations of the proposed endpoint. 436 

C. Evaluating the Meaningfulness of COA-Based Endpoint Scores 437 

1. Description and justification for the methodologies used to evaluate the meaningfulness of COA-438 

based endpoint scores 439 

a. Methodologies used to derive score interpretation metrics (i.e., meaningful score differences 440 

(MSDs) or meaningful score regions (MSRs) 441 
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b. Methodologies used to apply derived score interpretation metrics (e.g., average horizontal 442 

gap, vertical gap) 443 

2. For the chosen score interpretation metric(s), descriptions of the analyses conducted and 444 

discussion of how the analyses informed the final score interpretation metrics (e.g., 445 

bookmarking, anchor-based analyses, qualitative interviews) (For approaches used to derive 446 

Meaningful Score Differences, provide the evidence listed below.)  447 

a. When anchor-based analyses are used, include:  448 

i. Evidence that the concept assessed by each anchor variable is sufficiently related to 449 

the concept of interest of the COA  450 

ii. Evidence to support the appropriateness of the response options of each anchor 451 

iii. Evidence to support the scoring of each anchor variable 452 

iv. Designation of each anchor measure as primary or secondary anchor that is supported 453 

by the hypothesized relationship of the anchor to the COI of the COA 454 

v. Correlation coefficients assessing the strength of the relationships between the anchor 455 

variables and the COA endpoint scores 456 

vi. For global impression of severity (GIS) anchor variables, a table of cross-tabulation 457 

of responses at baseline and at the fixed timepoint 458 

vii. The target anchor change category, i.e., the amount of change on a GIS scale or the 459 

response on a global impression of change (GIC) scale that represents a meaningful 460 

benefit to patients (the amount of change should be based on patient/caregiver input) 461 

viii. Empirical cumulative distribution function (eCDF) curves and probability density 462 

function (PDF) curves for the COA endpoint scores by change in anchor variable (for 463 

GIS scales) and anchor variable response (for GIC scales) 464 

ix. Tables with distribution of COA endpoint scores by change in anchor variable 465 

response (for GIS scales) and by anchor variable response at the fixed timepoint (for 466 

GIC scales) 467 

x. Table of distribution of COA endpoint scores by baseline GIS response for patients 468 

who achieved the target anchor change category  469 

xi. Table of distribution of COA endpoint scores by baseline GIS response for all 470 

patients 471 

b. Qualitative interviews and/or surveys (when used)  472 

i. Provide description of how qualitative data are used to inform selection of MSDs  473 
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ii. If interviews occurred during concept elicitation, if there were cognitive debriefing or 474 

exit interviews, or if exit surveys were conducted, include study documents (e.g., 475 

protocol, interviewer guide, transcripts)  476 

iii. Specify when interviews were conducted (e.g., during stand-alone study, prior to start 477 

of phase 3 trial, after completing the main portion of the study before unblinding)  478 

c. When bookmark study is used, include the following: 479 

i. MSD recommendations from study participants (e.g., from different rounds) 480 

ii. Validity evidence to support the meeting material used in the study (e.g., vignettes, 481 

ordered item booklet, development of cut scores (such as the algorithm and item 482 

parameter estimates in deriving the cut scores), cut score labels development and 483 

validation) 484 

iii. Study documents that are used in the bookmark study by the facilitator (e.g., 485 

facilitator slide deck), by the participants (e.g., vignettes used), by both facilitator and 486 

the participants (e.g., intermediate MSD results between rounds that are shown to the 487 

participants for discussion) 488 

iv. Any documented information regarding the participants’ input (e.g., to show that they 489 

understand the process), materials participants are given regarding how to participate 490 

in the bookmarking study, and participants’ perspectives on the final MSD 491 

recommendation 492 

d.   When existing literature is used, include: 493 

i. Summary of relevant existing literature and conclusions, including methodology used 494 

to determine the MSDs and conclusions (Include copies of all relevant existing 495 

literature)  496 

ii. Justifications for how these findings generalize to the COU (e.g., description of how 497 

comparable these study samples are to the clinical study sample) 498 

iii. Description of how any differences between patient populations affect the final 499 

proposed MSDs 500 

e. When other approaches are used, include: 501 

i. A rationale for the approach, including how it considers the patient voice in 502 

determining MSDs 503 

ii. Study methodology and analysis information.  504 

iii. A description and discussion of relevant results, including tables, figures, and other 505 

supporting evidence 506 
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f. Approach used to finalize MSD range 507 

i. Discussion of rates of patient misclassification and impact of patient baseline 508 

symptom severity 509 

ii. Final MSD range 510 

g. Approaches used to derive Meaningful Score Regions 511 

i. When anchor-based analyses are used, include the following (refer to IV.C.3.a.i.1-6 512 

above): box plots of the COA endpoint score by anchor variable response, eCDF 513 

curves, and PDF curves of the COA endpoint score by GIS score at relevant time 514 

points (e.g., baseline)  515 

ii. When Qualitative interviews are used, refer to Section IV.C.3.a.ii.1-2 in this 516 

document 517 

iii. When a bookmark approach is used, include the following: (refer to Section IV.C.3 in 518 

this document): MSR recommendations from study participants (e.g., from different 519 

rounds) and any documented information regarding the participants’ input to show 520 

that they understand the process, material they are given regarding how to participate 521 

in the bookmarking study, and their perspective on the final MSR recommendation 522 

iv. When existing literature is used, refer to IV.C.3.a.iv.1-4 above 523 

v. When Other approaches are used, include a rationale for the approach, explaining 524 

how it considers the patient voice in determining MSR and a description and 525 

discussion of relevant results, including tables, figures, and other supporting evidence 526 

vi. The approach used to finalize MSR range should include discussion of rates of patient 527 

misclassification and the Final MSR range  528 

3. Details and discussion of how derived final range of score interpretation metrics (i.e., MSDs, 529 

MSRs) were applied to evaluate the meaningfulness of the COA endpoint scores in clinical 530 

trial(s)  531 

a. Description of method(s) (e.g., average horizontal gap, vertical gap) 532 

b. eCDF curves of COA endpoint scores by treatment arm annotated to aid interpretation (e.g., 533 

sample size, median, reference line(s) for proposed range of thresholds)  534 

i. When using the average horizontal gap 535 

a) Plot of the horizontal gap between eCDF curves 536 

b) If using MSDs, a figure illustrating the observed treatment effect with 537 

corresponding 95% confidence interval and MSD values  538 
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c) If using MSRs, figure illustrating observed least squares mean with corresponding 539 

95% confidence interval, the COA endpoint scores, and approximate MSRs 540 

ii. When using the vertical gap  541 

a) Plot of the vertical gap between eCDF curves with relevant score interpretation 542 

metric values 543 

b) If using MSDs, percentage of patients in each treatment arm that achieved each 544 

MSD 545 

c) If using MSRs, table illustrating percentages of patients by treatment arm who 546 

achieved meaningful improvement  547 

4. Overall conclusion regarding meaningfulness of COA-based endpoint scores in the context of the 548 

trial(s)  549 
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VI. APPENDICES 550 

Appendix A: COA Copies/Screenshots 551 

A1: Exact Copies of COAs Discussed in Dossier (including anchors) 552 

A2: Prior Versions of Target COA(s) 553 

Appendix B: COA-Related Manuals and Training Materials 554 

B1: COA User Manual 555 

B2: COA Scoring Manual 556 

B3: Patient Training 557 

B4: Investigator Training 558 

B5: Other Training 559 

Appendix C: Item Tracking Matrix 560 

Appendix D: Transcripts  561 

D1: Focus Groups 562 

D2: Open-Ended Patient Interviews 563 

D3: Cognitive Interviews 564 

D4: Other Transcripts 565 

Appendix E: Psychometric Analysis Plans (PAPs) and Psychometric Analysis Report 566 

Appendix F: Standalone/Observational Study Protocol(s) (if applicable) 567 

Appendix G: Results of Usability Testing  568 

Appendix H: Summary of COA-Related Regulatory History  569 

Appendix I: Additional Results of Analyses 570 

Appendix J: Copies of Literature Cited/Referenced 571 


