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What is a protocol?

« A document that provides sufficient details to
enable understanding of the background,

objectives, study design, outcomes, statistical
analyses, ethical considerations, etc

* Not just a list of items but a cohersive document



Why is it necessary to write a protocol?

Every study requires a protocol!

Necessary for researchers
— Rigorous scientific conduct
— Avoid bias in planning and conduct

— Allows for ancipating possible problems

Necessary for ethical committees (participants involved)
— Support for decision concerning approval

Necessary even If no participants are involved (eg systematic
review, etc)

Necessary for researchers, editors, peer-reviewers
— To judge the quality of the study



Why a protocol?




Why a protocol?

* To reproduce the study

* To avoid cherry picking




When should we write the protocol?

* \When planning the study

» Before the beginning of the study
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Research Protocol +/-Submission Start of the
question writing to the ethical study
committee




A protocol is a « living » document

« A protocol can be modified

 Transparency must be the rule

— List of all modifications
e Date
* Content

— Keep all the versions of the protocol
* Must be numbered

 Important modifications (amendments) in the protocol
should be submitted to the ethical committee for validation



Research log

Date Context

3/2/2016 Meeting with XX

3/3/2016 Conf call with XX
3/4/2016 Start of the study
3/4/2016 Meeting with XX

Decision

Modification of the
search strategy

Validation of the protocol

Protocol amendment:
Change in statistical
analysis planned

Justification

Too many articles missed

Recent article with more
relevant methods (ref)




What should be in the protocol?

e All the information needed to justify, conduct and
reproduce the study






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



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

Protocol registration



Protocol registration




Protocol registration




Protocol registration




Use of Protocol in Research on Research

JAMA JAMA

JAMA. 2004,291:2457-2465

* 62% of the trials have at least * Discrepancies between the
1 outcome that was changed primary outcome registered
omitted or added and published for 31% trials

* Positive outcomes were more
likely to be published
(OR=2.4[1.4-4.0])

Chan, JAMA, 2004
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Mathieu, JAMA, 2009



 Authors’ conclusions

* Discrepancies between protocols or trial registry
entries and trial reports were common, although
reasons for these were not discussed in the reports.

* Full transparency will be possible only when protocols
are made publicly available or the quality and extent of
information included in trial registries is improved, and
trialists explain substantial changes in their reports.

2011



Replication

Replications of 100 experimental and correlational studies published in three
psychology journals

Science 2015



 Comparison of each clinical trial report with its protocol or

registry entry for all trials published in the top 5 general
Medical journal

— NEJM, JAMA, The Lancet, Annals of Internal Medicine, BMJ

* |n case of discrepancies, to determine

— the number of outcomes pre-specified in the protocol or registry
were never reported.

— the number of new outcomes silently added.

* Aletter to the editor is systematically sent in case of
discrepancies.
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67 9 300 357

TRIALS TRIALS WERE QOQUTCOMES NOT
CHECKED PERFECT REPORTED OQUTCOMES
SILENTLY On average
ADDED *each trial reported 62% of
its specified outcomes
On average, each trial reported just 62.1% of its specified outcomes. And on eeach trial silently
average, each trial silently added 5.3 new outcomes. added 5 new outcomes.

58 12 10 33

LETTERS SENT LETTERS LETTERS LETTERS
PUBLISHED UNPUBLISHED REJECTED BY
AFTER 4 WEEKS EDITOR

htti:())://com pare-trials.org/



Another ethical breach at Annals?
Misleading transparency statements,
and inaccessible protocols.

April 6, 2016 - by Ben Goldacre — Leave a Comment




Publication of protocols




Access to protocol

1997
Since the start of the
year, The Lancet has
been selecting and
sending for peer
review protocols from
clinical trials and meta-
analyses. For those
that passed scrutiny,
the journal has made a
provisional
commitment to
publish the primary
clinical manuscript.
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