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• Our mission: to facilitate the inclusion of health related quality of
life (HRQOL) and patient reported outcome (PRO) measures/
sub-studies into cancer clinical trials developed by the CTGs

• Provide specialist advice and training to CTGs

• HRQOL/PRO study design + collection, analysis, interpretation 
and reporting of HRQOL/PRO data

• world-class best practice in PRO research from protocols to 
papers

• QOL Office – ad hoc advice, online resources, education, mentoring



Outline

• Terminology: HRQOL v PROs

• Importance of the protocol

• Why we need guidance - what 
to include about PROs 

• SPIRIT-PRO

SPIRIT-PRO Checklist

Standardised Protocol Items for 

Randomised Intervention Trials –

Patient-Reported Outcomes



What are we talking about? QoL v HRQoL v PROs 

Disease 
symptoms

Functioning and well-being: 
Core domains: e.g. Physical, Role, 
Social, Emotional, Cognitive

Additional domains: e.g. Sexual, 
Body image, Spirituality, Financial

Somatic 

treatment 

side-effects

Global

QoL

Patient-reported outcomes (PROs)

aka Health-related QoL (HRQoL) 

A measurement based on a report that comes directly from the patient 

about the status of a patient’s health condition without amendment 

or interpretation of the patient’s response by a clinician or anyone 

else. FDA Guidance (2009)

All of these things together = Quality of Life (QoL) 

Health 

condition

Treat-

ment

Other 

aspects 

of life



Evolution from trial concept to full protocol

+ other trial documents: participant information sheets/consent forms, 
site manuals, Standard Operating Procedures (SOPs), statistical analysis 
plan (SAP)

Trial 
Concept

Grant 
application

Detailed version 
submitted to ethics

Later 
amended 
versions



ANZGOG’s Concept Development Form thankyou Paul Cohen ☺

Sections
- Background & significance 
- Summary (incl hypotheses, objective & endpoints)

- Subject Population
- Study Procedures
- Statistical Considerations
- Feasibility
- Biospecimen Collection /Translational Research
Quality of Life Assessment
- Health Economics
- Funding
- Drugs and sponsorship
- Lay summary for consumer review (250 words)
- List of other collaborative trial groups involved
- Protocol (Y/N, ANZGOG assistance required?)
- ANZGOG involvement requested?
- Study chair, investigators, institutions



Example protocol: 
ANZGOG 0902: A Phase III trial of adjuvant chemotherapy following chemoradiation as primary treatment for 

locally advanced cervical cancer compared to chemoradiation alone

• Protocol 77 pages
• 4 pages about 

PROs (secondary 
endpoints)



Importance of the protocol
• Procedures for good conduct of the trial

• sufficient detail to enable scientific/ethics committees & peers to 
appraise the trial’s scientific, methodological and ethical rigor and for 
the research team to deliver a high quality study

• all relevant requirements so the study can be implemented uniformly 
by all sites and staff

• success or failure of a trial may depend on how well the protocol was 
designed and written

• detailed and clearly worded

• These general points apply just as much to PRO assessment    as 
to any other aspect of a trial

Chan et al., 2013 – SPIRIT
Gotay et al., 1992



Guidance for protocol writers

http://www.spirit-statement.org/



Why do we need a SPIRIT-PRO Extension?

• Protocols can lack key PRO content (Kyte et al 2013, Mercieca-Bebber et al 2016a)

• PRO data quality may be affected

• Reporting is suboptimal viz CONSORT-PRO (e.g. Mercieca-Bebber 2016b, 

Mercieca-Bebber 2017a, Mercieca-Bebber 2017b, Brundage 2011, Bylicki 2014, Efficace 2015, Efficace
2014, Joly 2007,  Mack 2018)   

• Hinders/prevents uptake in clinical practice

• SPIRIT 2013 does not provide PRO-specific guidance



Inclusion of PROs in a protocol

What to include

• Why and how PROs will be assessed
• Mixture of science and logistics

Why to include 

• How well the PRO assessment methods are planned and 
described in the protocol will be a major determinant of the 
quality of PRO data, and the evidence/papers arising

• Recruiting staff & sites will be convinced PROs are important, 
worth the effort



SPIRIT-PRO Checklist 

editable version available on QOL Office Website

http://www.pocog.org.au/qoloffice

Calvert et al, JAMA 2018

http://www.pocog.org.au/qoloffice


SPIRIT-PRO Checklist, 16 items
Minimum standards, whether PROs are primary or secondary endpoints

ADMIN

1. Person responsible for the PRO content of the trial protocol

INTRO

2. Background and rationale - summarize PRO findings in relevant studies 

3. State specific PRO objectives or hypotheses (including relevant PRO 
concepts/domains)

METHODS

4. Eligibility criteria – for PRO substudy, e.g. language

5. Outcomes

- Specify the PRO concepts/domains used to evaluate the intervention 

e.g. overall HRQOL, specific domain(s), specific symptom(s)

- analysis metric (eg, change from baseline, final value, time to event) 

- principal time point or period of interest. 



SPIRIT-PRO Checklist, 16 items
Minimum standards, whether PROs are primary or secondary endpoints

METHODS (cont.)

6. Schedule of PRO assessments, rationale for the time points 

7. Sample size

8. PRO questionnaires

- Justify choice

- Describe domains, number of items, recall period

- Scoring: range & direction of scores, e.g. high score = good/poor outcome

- Evidence of validity, reliability, interpretation guidelines

- Patient acceptability/burden 

- Will q’aire be used in accordance with any user manual? If not, specify & justify planned 
deviations

9. data collection plan

- mode(s) of administration: paper, telephone, electronic, other

- setting: clinic, home, other



SPIRIT-PRO Checklist, 16 items
Minimum standards, whether PROs are primary or secondary endpoints

METHODS (cont.)

10. Language versions / translations

11. Proxy needed?  If yes, justify & provide validity evidence

12. Data collection & management strategies to minimise missing data

13. Participants who discontinue or deviate from their assigned intervention protocol 

STATISTICAL METHODS (outline, details in SAP)

14. plans for addressing multiplicity/type 1 (α) error 

15. how will missing be described, methods for handling missing items, e.g. imputation, sensitivity 
analyses 

MONITORING

16. Will PRO data be monitored during the study to inform the clinical care of individual trial 
participants? 

- how this will be managed in a standardized way?

- how will this be explained to participants, eg, in the participant information sheet and 
consent form. 



Workshops/Webinars on May 17th (at Syd Uni)

Two half-day workshops:

Workshop 1: Developing your protocol: what to include about PROs 
(including QOL) and why, how to use the SPIRIT-PRO Checklist

Intended for protocol developers (clinician researchers or TROG staff).

Workshop 2: Trial Conduct: Guidelines for PRO administration to optimise 
PRO data quality and avoid missing data.

Intended for clinical trials coordinators or TROG staff. 



Ca Aust QOL Technical Services
University of Sydney  QOL Office Resources

Searchable database of 350+ Patient 
Reported Outcome Measures (PROMs)

Assistance with questionnaire 
selection & protocol 

development

CoMiDa form
Form to record PRO form completion 

rates & reasons for missing data

QLQ v FACT 
content 

comparison 
spreadsheets

for each 
cancer site
(available on 

request)

FAQs
Various QOL

topics

Educational Workshops

Checklists: SPIRIT-PRO, Administration 
of PRO Measures, CONSORT-PRO

Statistical 
analysis 
position 

paper

Suggested reading lists & useful links



Contact Us

Email: qol.office@sydney.edu.au

Phone: 02 8627 1558  

Post: Quality of Life Office

Level 6 North

Chris O’Brien Lifehouse (C39Z)

The University of Sydney NSW 2006

Website: http://www.pocog.org.au/qoloffice

Online queries: https://goo.gl/wVyGRt

Prof. Madeleine King Dr. Claudia Rutherford

Margaret Ann-Tait Dr. Rachel Campbell

http://www.pocog.org.au/qoloffice
https://goo.gl/wVyGRt

