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S
P

IR
IT 2013 C

hecklist: R
ecom

m
ended item

s to address in a clinical trial protocol and related docum
ents*

S
ection/item

Item
 

N
o

D
escription

R
eported on P

age 
N

um
ber/Line 

N
um

ber

R
eported on  

S
ection/P

aragraph

A
dm

inistrative inform
ation

Title
1

D
escriptive title identifying the study design, population, interventions, and, if applicable, trial acronym

Trial registration
2a

Trial identifier and registry nam
e. If not yet registered, nam

e of intended registry

2b
A

ll item
s from

 the W
orld H

ealth O
rganization Trial R

egistration D
ata S

et

P
rotocol version

3
D

ate and version identifier

Funding
4

S
ources and types of financial, m

aterial, and other support

R
oles and 

responsibilities
5a

N
am

es, affiliations, and roles of protocol contributors

5b
N

am
e and contact inform

ation for the trial sponsor

5c
R

ole of study sponsor and funders, if any, in study design; collection, m
anagem

ent, analysis, and interpretation of 
data; w

riting of the report; and the decision to subm
it the report for publication, including w

hether they w
ill have 

ultim
ate authority over any of these activities

5d
C

om
position, roles, and responsibilities of the coordinating centre, steering com

m
ittee, endpoint adjudication 

com
m

ittee, data m
anagem

ent team
, and other individuals or groups overseeing the trial, if applicable (see Item

 21a 
for data m

onitoring com
m

ittee)

Introduction

B
ackground and 

rationale
6a

D
escription of research question and justification for undertaking the trial, including sum

m
ary of relevant studies 

(published and unpublished) exam
ining benefits and harm

s for each intervention

6b
Explanation for choice of com

parators

O
bjectives

7
S

pecific objectives or hypotheses

Page 24/Line 515-518
C

onflict of interest

Page 17/Line 372-376
M

ethods

Page 1-2/Line 26-31
Title page

Page 1-2/Line 9-22
Title page

Page 24-25/Line 
520-525-44

Funding

Page 4/Line 80-81
A

bstract

Title

Page 4/Line 80-81
A

bstract

Page 4/Line 80-81
A

bstract

Page 1/Line 1-3

Page 6-7/Line 121-130

Page 7/Line 135-142

Introduction

M
ethods

Page 5-7/Line 86-130
Introduction
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Trial design
8

D
escription of trial design including type of trial (eg, parallel group, crossover, factorial, single group), allocation ratio, 

and fram
ew

ork (eg, superiority, equivalence, noninferiority, exploratory)

M
ethods: P

articipants, interventions, and outcom
es

S
tudy setting

9
D

escription of study settings (eg, com
m

unity clinic, academ
ic hospital) and list of countries w

here data w
ill be 

collected. R
eference to w

here list of study sites can be obtained

Eligibility criteria
10

Inclusion and exclusion criteria for participants. If applicable, eligibility criteria for study centres and individuals w
ho 

w
ill perform

 the interventions (eg, surgeons, psychotherapists)

Interventions
11a

Interventions for each group w
ith sufficient detail to allow

 replication, including how
 and w

hen they w
ill be 

adm
inistered

11b
C

riteria for discontinuing or m
odifying allocated interventions for a given trial participant (eg, drug dose change in 

response to harm
s, participant request, or im

proving/w
orsening disease)

11c
S

trategies to im
prove adherence to intervention protocols, and any procedures for m

onitoring adherence (eg, drug 
tablet return, laboratory tests)

11d
R

elevant concom
itant care and interventions that are perm

itted or prohibited during the trial

O
utcom

es
12

P
rim

ary, secondary, and other outcom
es, including the specific m

easurem
ent variable (eg, systolic blood pressure), 

analysis m
etric (eg, change from

 baseline, final value, tim
e to event), m

ethod of aggregation (eg, m
edian, proportion), 

and tim
e point for each outcom

e. Explanation of the clinical relevance of chosen efficacy and harm
 outcom

es is 
strongly recom

m
ended

P
articipant 

tim
eline

13
Tim

e schedule of enrolm
ent, interventions (including any run-ins and w

ashouts), assessm
ents, and visits for 

participants. A
 schem

atic diagram
 is highly recom

m
ended (see Figure)

S
am

ple size
14

Estim
ated num

ber of participants needed to achieve study objectives and how
 it w

as determ
ined, including clinical 

and statistical assum
ptions supporting any sam

ple size calculations

R
ecruitm

ent
15

S
trategies for achieving adequate participant enrolm

ent to reach target sam
ple size

M
ethods: A

ssignm
ent of interventions (for controlled trials)

A
llocation:

S
equence 

generation
16a

M
ethod of generating the allocation sequence (eg, com

puter-generated random
 num

bers), and list of any factors for 
stratification. To reduce predictability of a random

 sequence, details of any planned restriction (eg, blocking) should 
be provided in a separate docum

ent that is unavailable to those w
ho enrol participants or assign interventions

A
llocation 

concealm
ent 

m
echanism

16b
M

echanism
 of im

plem
enting the allocation sequence (eg, central telephone; sequentially num

bered, opaque, sealed 
envelopes), describing any steps to conceal the sequence until interventions are assigned

N
A

N
A

Page 7/line 139-140
M

ethods

Page 8/Line 159-176
M

ethods

N
A

N
A

N
A

N
A

N
A

N
A

Page 7-8/Line 139-158

Page 33/Line 718-721

Page 18/Line 378-388

M
ethods

Table 1

M
ethods

Page 10-11/Line 202-231
M

ethods

Page 7/Line 139-140
M

ethods

N
A

N
A

N
A

N
A



4-3

Im
plem

entation
16c

W
ho w

ill generate the allocation sequence, w
ho w

ill enrol participants, and w
ho w

ill assign participants to 
interventions

B
linding (m

asking)
17a

W
ho w

ill be blinded after assignm
ent to interventions (eg, trial participants, care providers, outcom

e assessors, data 
analysts), and how

17b
If blinded, circum

stances under w
hich unblinding is perm

issible, and procedure for revealing a participant’s allocated 
intervention during the trial

M
ethods: D

ata collection, m
anagem

ent, and analysis

D
ata collection 

m
ethods

18a
P

lans for assessm
ent and collection of outcom

e, baseline, and other trial data, including any related processes to 
prom

ote data quality (eg, duplicate m
easurem

ents, training of assessors) and a description of study instrum
ents (eg, 

questionnaires, laboratory tests) along w
ith their reliability and validity, if know

n. R
eference to w

here data collection 
form

s can be found, if not in the protocol

18b
P

lans to prom
ote participant retention and com

plete follow
-up, including list of any outcom

e data to be collected for 
participants w

ho discontinue or deviate from
 intervention protocols

D
ata m

anagem
ent

19
P

lans for data entry, coding, security, and storage, including any related processes to prom
ote data quality (eg, 

double data entry; range checks for data values). R
eference to w

here details of data m
anagem

ent procedures can be 
found, if not in the protocol

S
tatistical 

m
ethods

20a
S

tatistical m
ethods for analysing prim

ary and secondary outcom
es. R

eference to w
here other details of the statistical 

analysis plan can be found, if not in the protocol

20b
M

ethods for any additional analyses (eg, subgroup and adjusted analyses)

20c
D

efinition of analysis population relating to protocol non-adherence (eg, as random
ised analysis), and any statistical 

m
ethods to handle m

issing data (eg, m
ultiple im

putation)

M
ethods: M

onitoring

D
ata m

onitoring
21a

C
om

position of data m
onitoring com

m
ittee (D

M
C

); sum
m

ary of its role and reporting structure; statem
ent of w

hether 
it is independent from

 the sponsor and com
peting interests; and reference to w

here further details about its charter 
can be found, if not in the protocol. A

lternatively, an explanation of w
hy a D

M
C

 is not needed

21b
D

escription of any interim
 analyses and stopping guidelines, including w

ho w
ill have access to these interim

 results 
and m

ake the final decision to term
inate the trial

H
arm

s
22

P
lans for collecting, assessing, reporting, and m

anaging solicited and spontaneously reported adverse events and 
other unintended effects of trial interventions or trial conduct

A
uditing

23
Frequency and procedures for auditing trial conduct, if any, and w

hether the process w
ill be independent from

 
investigators and the sponsor

Page 7-18/Line 133-376
M

ethods

Page 18-19/Line 389-404
Statistical analysis

Page 19/Line 394-396
Statistical analysis

Page 18/Line 372-376
D

ata collection and 
m

anagem
ent

Page 18/Line 372-376
D

ata collection and 
m

anagem
ent

N
A

N
A

Page 18/Line 372-376
D

ata collection and 
m

anagem
ent

Page 18/Line 372-376
D

ata collection and 
m

anagem
ent

Page 18-19/Line 389-404
Statistical analysis

N
A

N
A

N
A

N
A

N
A

N
A

Page 7-18/Line 133-376
M

ethods
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E
thics and dissem

ination

R
esearch ethics 

approval
24

P
lans for seeking research ethics com

m
ittee/institutional review

 board (R
EC

/IR
B

) approval

P
rotocol 

am
endm

ents
25

P
lans for com

m
unicating im

portant protocol m
odifications (eg, changes to eligibility criteria, outcom

es, analyses) to 
relevant parties (eg, investigators, R

EC
/IR

B
s, trial participants, trial registries, journals, regulators)

C
onsent or assent

26a
W

ho w
ill obtain inform

ed consent or assent from
 potential trial participants or authorised surrogates, and how

 (see Item
 32)

26b
A

dditional consent provisions for collection and use of participant data and biological specim
ens in ancillary studies, 

if applicable

C
onfidentiality

27
H

ow
 personal inform

ation about potential and enrolled participants w
ill be collected, shared, and m

aintained in order 
to protect confidentiality before, during, and after the trial

D
eclaration of 

interests
28

Financial and other com
peting interests for principal investigators for the overall trial and each study site

A
ccess to data

29
S

tatem
ent of w

ho w
ill have access to the final trial dataset, and disclosure of contractual agreem

ents that lim
it such 

access for investigators

A
ncillary and  

post-trial care
30

P
rovisions, if any, for ancillary and post-trial care, and for com

pensation to those w
ho suffer harm

 from
 trial 

participation

D
issem

ination 
policy

31a
P

lans for investigators and sponsor to com
m

unicate trial results to participants, healthcare professionals, the public, 
and other relevant groups (eg, via publication, reporting in results databases, or other data sharing arrangem

ents), 
including any publication restrictions

31b
A

uthorship eligibility guidelines and any intended use of professional w
riters

31c
P

lans, if any, for granting public access to the full protocol, participant-level dataset, and statistical code

A
ppendices

Inform
ed consent 

m
aterials

32
M

odel consent form
 and other related docum

entation given to participants and authorised surrogates

B
iological 

specim
ens

33
P

lans for collection, laboratory evaluation, and storage of biological specim
ens for genetic or m

olecular analysis in 
the current trial and for future use in ancillary studies, if applicable

*It is strongly recom
m

ended that this checklist be read in conjunction w
ith the S

P
IR

IT 2013 Explanation &
 Elaboration for im

portant clarification on the item
s. A

m
endm

ents to the protocol should be 

tracked and dated. The S
P

IR
IT checklist is copyrighted by the S

P
IR

IT G
roup under the C

reative C
om

m
ons “A

ttribution-N
onC

om
m

ercial-N
oD

erivs 3.0 U
nported” license.

U
pdated on A

pril 13, 2020

Page 19/Line 405-410

Page 19/Line 405-410

Page 19/Line 405-410

Page 18/Line 372-376

Ethics and dissem
ination

Ethics and dissem
ination

Ethics and dissem
ination

D
ata collection and 

m
anagem

ent

Page 24/Line 515-518
C

onflict of interest

Page 18/Line 372-376
D

ata collection and 
m

anagem
ent

N
A

N
A

Page 19/Line 405-410

Page 14-16/Line 289-344

Ethics and dissem
ination

B
iom

arkers

Page 25/Line 527-533

C
ontributions

Page 2/Line 32-40

D
ata sharing statem

ent

Page 19/Line 405-410
Ethics and dissem

ination

Ethics and dissem
ination

Page 19/Line 405-410

A
rticle inform

ation: https://dx.doi.org/10.21037/jtd-21-1379 
*A

s the checklist w
as provided upon initial subm

ission, the page num
ber/line num

ber reported m
ay be changed due to copyediting and m

ay not be referable in the published version. In this case, the section/paragraph m
ay be 

used as an alternative reference.


