Reporting Standards for Patient-Reported Outcomes in Clinical

Trial Protocols and Publications

Ethan Basch, Allison Barz Leahy

See the Notes section for the full list of authors’ affiliations.

Correspondence to: Ethan Basch, MD, Lineberger Comprehensive Cancer Center, University of North Carolina, 170 Manning Drive, Chapel Hill, NC 27599

(e-mail: ebasch@med.unc.edu).

Over the past 20years, interest has grown to include patient-
reported outcomes (PRO) in cancer clinical trials, evidenced by
guidance documents from international regulatory authorities
(1) and a steady increase of PRO-based endpoints in protocols
(eg, pain improvement) (2). But is inclusion of PRO endpoints
rigorous and systematic? Concerns have been raised previously
about incomplete reporting of PRO results in clinical trial publi-
cations, which may reflect underlying design weaknesses (3).
These concerns have prompted recent international collabora-
tive efforts to standardize expectations for describing PRO end-
points in protocols and publications.

For protocols, as an adjunct to the well-established Standard
Protocol Items Recommendations for Interventional Trials
(SPIRIT) checklist, a SPIRIT-PRO Extension was developed in
2013 (4). For publications, an adjunct to the Consolidated
Standards of Reporting Trials (CONSORT) checklist, the
CONSORT-PRO Extension, was issued in 2018 (5). Example items
in these extension checklists include clear description of PRO
hypothesis; evidence of validity and reliability of PRO question-
naire; and planned approach to missing data. The intention of
these extensions, like the core SPIRIT and CONSORT checklists,
is to improve rigor and transparency through standardization of
reporting requirements.

Leaders of these PRO standardization efforts provide insights
into the status of PRO reporting in cancer clinical trials in the
current issue of the Journal (6). Kyte and colleagues analyzed
228 publicly funded randomized controlled trials in the United
Kingdom that included primary or secondary PRO endpoints
and had closed to accrual by 2014 or published results by 2017.

Protocols were available for slightly less than one-half of
studies and generally did poorly on checklist criteria: Protocols
adhered to a mean of about two-thirds of core SPIRIT
recommendations and about one-third of PRO-specific
recommendations—regardless of whether PROs were a primary

or secondary endpoint (6). For publications reporting on these
studies, findings were similar in an analysis of adherence to
core and PRO-specific CONSORT recommendations.

How should these findings be interpreted? Many of the SPIRIT
and CONSORT PRO extension items seem intuitive (eg, describe
PRO data collection plan), and it is difficult to understand how
such details could be omitted in scientifically reasonable report-
ing, with or without access to a checklist. That said, mandatory
adherence to SPIRIT and CONSORT will ideally compel consider-
ation of these details, prompt consultation of PRO experts if
needed, and improve rigor. Indeed, the authors found better ad-
herence to standards with more recent trials (6). This is reassur-
ing and makes sense; standardization of PRO clinical research
methodology is relatively nascent, and the SPIRIT-PRO and
CONSORT-PRO extensions are recent developments.

Moving forward, wide adoption of the SPIRIT-PRO and
CONSORT-PRO extensions will face the same challenges as
adoption of any reporting standards. Incentives and disincen-
tives are necessary. Only some journals require authors to sub-
mit their protocols for review with manuscripts, and most
journals lack the resources to systematically assess protocols
for checklist compliance. Requiring authors to complete check-
lists and cite supporting manuscript page numbers and para-
graphs is a step in the right direction. But given the mission of
scientific journals to disseminate meaningful and rigorous dis-
covery, simple efforts to assure checklist adherence seem like a
reasonable priority.

Funding agencies like the one supporting trials in the Kyte
et al. article (6) (the UK National Institute for Health Research)
should also play a role at the front end by requiring adherence
to reporting standards. Arguably, that agency has failed in this
regard. An alternative model is provided by the funding
agency the Patient-Centered Outcomes Research Institute,
which requires grantees to comply with general study design
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methodological standards, several Patient-
Centeredness Standards (7).

Another key PRO standards effort is Setting International
Standards in Analyzing Patient-Reported Outcomes and Quality
of Life Endpoints Data (SISAQOL), which is focused on statistical
methods for analysis and reporting of PROs in clinical trials,
through a consortium of industry, regulatory, patient, and bio-
statistician participants (8). Together with the CONSORT and
SPIRIT extensions, these directives provide a clear path forward
for improving the quality of data collection, analysis, and
reporting.

Ultimately, assurance of rigor in clinical research reporting
is a collective responsibility including stakeholders at every
step of research development, conduct, analysis, and reporting.
The quality of PRO endpoint reporting has improved of late but
still has far to go. Kyte and colleagues (6) are to be commended
for their efforts to raise the bar.
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