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An expanded checklist for research protocols including Patient-Reported Outcomes (PROs), including Spe[:ify
health-related quality of life (HRQoL) section no.
LIST OF COLLABORATORS

¢ Name the person responsible for the PRO components of the protocol

PROTOCOL SUMMARY

e Identify specific PRO endpoint(s), specifying key PRO construct(s)/domain(s), time-point(s),
analysis metric(s)

e PRO assessment included in the study schema / assessment schedule

OBJECTIVES and/or HYPOTHESES
¢ Identify the PRO objective(s) and/or hypotheses — specifying the key PRO domains and time-points.
BACKGROUND and RATIONALE

¢ Describe what is currently known about this/these PRO/s in this/relevant patient populations and
interventions, and the gaps in current literature.

e Provide a clinical rationale for PRO measurement in this setting — e.g. superior intervention/
negative impact of intervention

e Describe the PRO constructs used to evaluate the intervention — e.g. specific symptom(s), specific
domain(s) of HRQoL, overall HRQoL.

METHODS

More detail on PRO assessment may be provided in Standard Operating Procedures (SOPs) and/or the
site/operations manual. Refer to additional guidance documentation (relevant to PRO assessment) when
necessary.

Inclusion/exclusion criteria specific to PRO assessment:

e In addition to criteria for inclusion in the whole project, specific PRO inclusion/exclusion criteria
related to language spoken or literacy may be required.

Questionnaires:

e  Specify which PRO questionnaire/s will be used, and justify by linking choice to specific domains
specified in PRO objectives/hypotheses.

e Describe the questionnaire (number of questions, response scale, how it is scored [domain/total
score], score range, estimated time to complete, etc)

e  Provide citations for papers that describe the validity, reliability and responsiveness of the
guestionnaire.

Administration:

o  Specify how PRO will be assessed - pencil and paper, online, etc.

e  Specify who is responsible for delivering PRO questionnaires to patients and retrieving completed
questionnaires from them, or if online, who is responsible for sending reminders.

e  Specify where PRO will be assessed - clinic, home, etc.

e  Specify what should be done when PRO assessments are missed, including contingency plans for
following up patients who miss PRO assessments and who is responsible for implementing then.

e  Specify whether the PRO questionnaire will be used in other languages - if so, which?

State how completed PRO questionnaires are submitted by the patient
Timing of assessments:

e  Specify the timeframe of interest and rationale for this. (This should be based on the expected
clinical trajectory with treatment, e.g. do you expect the PRO to worsen while the patient is on
treatment, then return to normal after treatment completion?)

e  Specify the time points at which PRO questionnaires will be administered.

e  Specify acceptable time windows for each assessment.

e  Specify which measures will be used at each assessment.

e Include PRO questionnaire time points in main protocol schedule of assessments table.

e  Specify any stopping rule for PRO assessment (e.qg. if the patient stops treatment early, how long
will PRO assessment continue? Will PRO be assessed on trial exit?)

DATA MANAGEMENT

e  Specify where will PRO questionnaire data will be stored

e  Specify security measures in place to ensure confidentiality of patient data

e  Specify what will happen to PRO data if a patient decides to exit the project
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ENDPOINTS

e Describe methods for deriving PRO endpoints from PRO data, and which PRO assessment time-
points are involved.

e Describe the analysis metric, e.g. change from baseline, final value, responder (yes/no).

e  Where possible, reference scoring manuals for summated scales from questionnaires (domain-
specific &/or total), and methodological papers for composite endpoints (e.g. QTWIST).

¢ Describe PRO responder definitions (size and duration of benefit), where relevant.

STATISTICAL CONSIDERATIONS

e  State the sample size considerations for PRO endpoints: EITHER
1) sample size calculations (if PRO is primary endpoint or if sample size for PRO as secondary
endpoint differs from that for primary endpoint) OR
2) power calculations (if sample size for PRO as secondary endpoint same as that for primary
endpoint).

e  State minimal important difference (with reference/s) — relevant to sample size calculations, responder
definitions and interpreting clinical significance of results.

o Describe the analytic plan, with reference to where other details of the statistical analysis plan can be
found, if not in the protocol. These should include:
- State methods to calculate missing data rates and assess patterns of missing data.
- Describe methods for handling missing data.

- State method for adjusting statistical significance level (critical p value for Type 1 error) to allow for
multiple hypothesis testing (across domains and time points)

REFERENCES
e Provide references for validation studies of the chosen PRO questionnaires
e  Provide references for what is known about PROs (as per Background and Rationale section)
e  Provide references for PRO data analyses and methods for handling missing data

APPENDICES
e  PRO questionnaires.
e  Evidence of permission to use PRO questionnaires (where applicable. If not required, state so).

e Patient Reported Outcomes (PRO) Completion and Missing Data (CoMiDa) Form — to record reasons
for missing PRO data, which may inform analyses

e  Sample information sheet and consent form (in which the patient is informed about the requirement
and purpose of PRO questionnaires in this research, who has access to the PRO data and who to
contact with questions).
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