Consolidated criteria for reporting qualitative research (COREQ):
A 32-item checklist for interviews and focus groups

No Item

Guide questions / description

DOMAIN 1: RESEARCH TEAM AND REFLEXIVITY

Personal Characteristics
1 Interviewer/facilitator

2 Credentials

3 Occupation

4 Gender

5 Experience and training

Relationship with participants

6 Relationship

7 Participant knowledge of the interviewer
8 Interviewer characteristics

DOMAIN 2: STUDY DESIGN
Theoretical framework

9 Methodological orientation and Theory
Participant selection
10 Sampling

1 Method of approach

12 Sample size

13 Non-participation

Setting

14 Setting of data collection

15 Presence of non-participants
16 Description of sample

Data Collection

17 Interview guide

18 Repeat interview

19 Audio/visual recording

20 Field notes

21 Duration

22 Data saturation

23 Transcripts returned
DOMAIN 3: ANALYSIS AND FINDINGS
Data analysis

24 Number of data coders

25 Description of the coding tree
26 Derivation of themes

27 Software

28 Participant checking
Reporting

29 Quotations presented

30 Data and findings consistent
31 Clarity of major themes
32 Clarity of minor themes

Which author/s conducted the interview or focus group?
What were the researcher’s credentials? E.g. PhD, MD
What was their occupation at the time of the study?
Was the researcher male or female?

What experience or training did the researcher have?

Was a relationship established prior to study commencement?

What did the participants know about the researcher? e.g. personal goals, reasons for doing the research

What characteristics were reported about the interviewer/facilitator? e.g. Bias, assumptions, reasons and interests
in the research topic

What methodological orientation was stated to underpin the study? e.g. grounded theory, discourse analysis,
ethnography, phenomenology, content analysis

How were participants selected? e.g. purposive, convenience, consecutive, snowball
How were participants approached? e.g. face-to-face, telephone, mail, email

How many participants were in the study?

How many people refused to participate or dropped out? Reasons?

Where was the data collected? e.g. home, clinic, workplace
Was anyone else present besides the participants and researchers?
What are the important characteristics of the sample? e.g. demographic data, date

Were questions, prompts, guides provided by the authors? Was it pilot tested?
Were repeat interviews carried out? If yes, how many?

Did the research use audio or visual recording to collect the data?

Were field notes made during and/or after the interview or focus group?

What was the duration of the interviews or focus group?

Was data saturation discussed?

Were transcripts returned to participants for comment and/or correction?

How many data coders coded the data?

Did authors provide a description of the coding tree?

Were themes identified in advance or derived from the data?
What software, if applicable, was used to manage the data?
Did participants provide feedback on the findings?

Were participant quotations presented to illustrate the themes / findings? Was each quotation identified? e.g.
participant number

Was there consistency between the data presented and the findings?

Were major themes clearly presented in the findings?

Is there a description of diverse cases or discussion of minor themes?

EQUATOR stands for Enhancing the QUAlity and Transparency Of health Research. It is an international initiative that started in
2008 whose main objective is to improve the reliability and value of scholarly publication of health research through promotion of
transparent, complete, and accurate reporting. The Network promotes standards, guidelines and checklists of reporting requirements
for various types of studies, from clinical trials and observational studies to reviews and case reports.

The complete checklists and full guidelines are available at http://equator-network.ord.
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Checklist item description Reported on page no.
Title 1 The words “case report” should be in the title along with the area of focus
Key Words 2 210 5 key words that identify areas covered in this case report
Abstract 3a Introduction—What is unique about this case? What does it add to the medical literature?
3b The main symptoms of the patient and the important clinical findings
3c The main diagnoses, therapeutics interventions, and outcomes
3d Conclusion—\What are the main “take-away” lessons from this case?
Introduction 4 One or two paragraphs summarizing why this case is unique with references
Patient Information 5a De-identified demographic information and other patient specific information
5b Main concerns and symptoms of the patient
5¢c Medical, family, and psychosocial history including relevant genetic information

(also see timeline)

5d Relevant past interventions and their outcomes
Clinical Findings 6 Describe the relevant physical examination (PE) and other significant clinical findings
Timeline 7 Important information from the patient’s history organized as a timeline
Diagnostic Assessment 8a Diagnostic methods (such as PE, laboratory testing, imaging, surveys)
8b Diagnostic challenges (such as access, financial, or cultural)
8c Diagnostic reasoning including other diagnoses considered
8d Prognostic characteristics (such as staging in oncology) where applicable
Therapeutic Intervention 9a Types of intervention (such as pharmacologic, surgical, preventive, self-care)
9% Administration of intervention (such as dosage, strength, duration)
9c Changes in intervention (with rationale)
Follow-up and Outcomes 10a Clinician and patient-assessed outcomes (when appropriate)
10b Important follow-up diagnostic and other test results
10c Intervention adherence and tolerability (How was this assessed?)
10d Adverse and unanticipated events .
Discussion 1a Discussion of the strengths and limitations in your approach to this case
11b Discussion of the relevant medical literature
11c The rationale for conclusions (including assessment of possible causes)
1d The primary “take-away” lessons of this case report
Patient Perspective 12 When appropriate the patient should share their perspective on the treatments they received
Informed Consent 13 Did the patient give informed consent? Please provide if requested [0 Yes (I No

EQUATOR stands for Enhancing the QUAlity and Transparency Of health Research. It is an international initiative that started in
2008 whose main objective is to improve the reliability and value of scholarly publication of health research through promotion of
transparent, complete, and accurate reporting. The Network promotes standards, guidelines and checklists of reporting requirements
for various types of studies, from clinical trials and observational studies to reviews and case reports.

The complete checklists and full guidelines are available at http://equator-network.ord.
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PRISMA 2009 Checklist of Preferred Reporting Items
for Systematic Reviews and Meta-Analyses

Item no.

Section / Topic Checklist item Reported on page no.

TITLE

Title

ABSTRACT
Structured summary

INTRODUCTION
Rationale
Objectives

METHODS
Protocol and registration

Eligibility criteria
Information sources
Search

Study selection

Data collection process
Data items

Risk of bias in
individual studies

Summary measures
Synthesis of results

Risk of bias across studies
Additional analyses

RESULTS
Study selection

Study characteristics
Risk of bias within studies

Results  of individual

studies
Synthesis of results

Risk of bias across studies
Additional analysis

DISCUSSION
Summary of evidence

Limitations
Conclusions

FUNDING
Funding

1
2

21

22
23

24
25
26

27

Identify the report as a systematic review, meta-analysis, or both.

Provide a structured summary including, as applicable: background; objectives; data
sources; study eligibility criteria, participants, and interventions; study appraisal and
synthesis methods; results; limitations; conclusions and implications of key findings;
systematic review registration number.

Describe the rationale for the review in the context of what is already known.
Provide an explicit statement of questions being addressed with reference to participants,

interventions, comparisons, outcomes, and study design (PICOS).

Indicate if a review protocol exists, if and where it can be accessed (e.g., Web address),

and, if available, provide registration information including registration number.
Specify study characteristics (e.g., PICOS, length of follow-up) and report characteristics (e.g.,

years considered, language, publication status) used as criteria for eligibility, giving rationale.
Describe all information sources (e.g., databases with dates of coverage, contact with

study authors to identify additional studies) in the search and date last searched.
Present full electronic search strategy for at least one database, including any limits used,

such that it could be repeated.
State the process for selecting studies (i.e., screening, eligibility, included in systematic

review, and, if applicable, included in the meta-analysis).
Describe method of data extraction from reports (e.g., piloted forms, independently, in

duplicate) and any processes for obtaining and confirming data from investigators.
List and define all variables for which data were sought (e.g., PICOS, funding sources) and

any assumptions and simplifications made.
Describe methods used for assessing risk of bias of individual studies (including

specification of whether this was done at the study or outcome level), and how this

information is to be used in any data synthesis.
State the principal summary measures (e.g., risk ratio, difference in means).
Describe the methods of handling data and combining results of studies, if done, including

measures of consistency (e.g., 1?) for each meta-analysis.

Specify any assessment of risk of bias that may affect the cumulative evidence (e.g.,

publication bias, selective reporting within studies).
Describe methods of additional analyses (e.g., sensitivity or subgroup analyses, meta-

regression), if done, indicating which were pre-specified.

Give numbers of studies screened, assessed for eligibility, and included in the review, with

reasons for exclusions at each stage, ideally with a flow diagram.
For each study, present characteristics for which data were extracted (e.g., study size,

PICOS, follow-up period) and provide the citations.
Present data on risk of bias of each study and, if available, any outcome level assessment

(see item 12).
For all outcomes considered (benefits or harms), present, for each study: (a) simple

summary data for each intervention group (b) effect estimates and confidence intervals,

ideally with a forest plot.
Present results of each meta-analysis done, including confidence intervals and measures

of consistency.
Present results of any assessment of risk of bias across studies (see Item 15).
Give results of additional analyses, if done (e.g., sensitivity or subgroup analyses, meta-

regression [see ltem 16]).

Summarize the main findings including the strength of evidence for each main outcome;

consider their relevance to key groups (e.g., healthcare providers, users, and policy makers).
Discuss limitations at study and outcome level (e.g., risk of bias), and at review-level (e.g.,

incomplete retrieval of identified research, reporting bias).
Provide a general interpretation of the results in the context of other evidence, and

implications for future research.

Describe sources of funding for the systematic review and other support (e.g., supply of
data); role of funders for the systematic review.

From: Moher D, Liberati A, Tetzlaff ], Altman DG, The PRISMA Group (2009). Preferred Reporting Items for Systematic Reviews and Meta-Analyses: The PRISMA Statement.
PL0S Med 6(6): 1000097 doi:10.1371/journal.pmed1000097. For more information, visit: wwuw.prisma-statement.org.

The complete checklists and full guidelines are available at http://equator-network.ord.

EQUATOR stands for Enhancing the QUAlity and Transparency Of health Research. It is an international initiative that started in
2008 whose main objective is to improve the reliability and value of scholarly publication of health research through promotion of
transparent, complete, and accurate reporting. The Network promotes standards, guidelines and checklists of reporting requirements
for various types of studies, from clinical trials and observational studies to reviews and case reports.
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STROBE Statement - Checklist of Items that should
be included in Reports of Observational Studies

Section / Topic Item no. Recommendation
TITLE
Title and abstract 1 (a) Indicate the study’s design with a commonly used term in the title or the abstract
(b) Provide in the abstract an informative and balanced summary of what was done and what was found
INTRODUCTION
Background / rationale 2 Explain the scientific background and rationale for the investigation being reported
Ollag'ectives 3 State specific objectives, including any prespecified hypotheses
METHODS
Study Design 4 Present key elements of study design early in the paper
Setting 5 Describe the setting, locations, and relevant dates, including periods of recruitment, exposure, follow-up, and data collection
Participants 6 (a) Cohort study—Give the eligibility criteria, and the sources and methods of selection of participants. Describe methods
of follow-up
Case-control study—Give the eligibility criteria, and the sources and methods of case ascertainment and control
selection. Give the rationale for the choice of cases and controls
Cross-sectional study—Give the eligibility criteria, and the sources and methods of selection of participants
(b) Cohort study—For matched studies, give matching criteria and number of exposed and unexposed
Case-control study—For matched studies, give matching criteria and the number of controls per case
Variables 7 Clearly define all outcomes, exposures, predictors, potential confounders, and effect modifiers. Give diagnostic criteria,
if applicable
Data Sources / 8* For each variable of interest, give sources of data and details of methods of assessment (measurement). Describe
measurement comparability of assessment methods if there is more than one group
Bias 9 Describe any efforts to address potential sources of bias
Study Size 10 Explain how the study size was arrived at
Quantitative variables " Explain how quantitative variables were handled in the analyses. If applicable, describe which groupings were chosen and why
Statistical methods 12 (a) Describe all statistical methods, including those used to control for confounding
(b) Describe any methods used to examine subgroups and interactions
(c) Explain how missing data were addressed
(d) Cohort study—If applicable, explain how loss to follow-up was addressed
Case-control study—If applicable, explain how matching of cases and controls was addressed
Cross-sectional study—If applicable, describe analytical methods taking account of sampling strategy
(e) Describe any sensitivity analyses
Participants 13" (a) Report numbers of individuals at each stage of study—eg numbers potentially eligible, examined for eligibility,
confirmed eligible, included in the study, completing follow-up, and analysed
(b) Give reasons for non-participation at each stage
(c) Consider use of a flow diagram
Descriptive data 14* (a) Give characteristics of study participants (eg demographic, clinical, social) and information on exposures and
potential confounders
(b) Indicate number of participants with missing data for each variable of interest
(c) Cohort study—Summarise follow-up time (eg, average and total amount)
Outcome data 15* Cohort study—Report numbers of outcome events or summary measures over time
Case-control study—Report numbers in each exposure category, or summary measures of exposure
Cross-sectional study—Report numbers of outcome events or summary measures
Main Results 16 (a) Give unadjusted estimates and, if applicable, confounder-adjusted estimates and their precision (eg, 95% confidence
interval). Make clear which confounders were adjusted for and why they were included
(b) Report category boundaries when continuous variables were categorized
(c) If relevant, consider translating estimates of relative risk into absolute risk for a meaningful time period
Other analyses 17 Report other analyses done—eg analyses of subgroups and interactions, and sensitivity analyses
DISCUSSION
Key Results 18 Summarise key results with reference to study objectives
Limitations 19 Discuss limitations of the study, taking into account sources of potential bias or imprecision.
Discuss both direction and magnitude of any potential bias
Interpretation 20 Give a cautious overall interpretation of results considering objectives, limitations, multiplicity of analyses, results from
similar studies, and other relevant evidence
Generalisabilit 21 Discuss the generalisability (external validity) of the study results
OTHER INFORMATION
Funding 22 Give the source of funding and the role of the funders for the present study and, if applicable, for the original study on

which the present article is based

* Give information separately for cases and controls in case-control studies and, if applicable, for exposed and unexposed groups in cohort and cross-sectional studies.

Note: An Explanation and Elaboration article discusses each checklist item and gives methodological background and published examples of transparent reporting. The STROBE
checklist is best used in conjunction with this article (freely available on the Web sites of PLoS Medicine at http://www.plosmedicine.org/, Annals of Internal Medicine at
http:/lwww.annals.org/, and Epidemiology at http://www.epidem.com/). Information on the STROBE Initiative is available at www.strobe-statement.org.

EQUATOR stands for Enhancing the QUAlity and Transparency Of health Research. It is an international initiative that started in
2008 whose main objective is to improve the reliability and value of scholarly publication of health research through promotion of
transparent, complete, and accurate reporting. The Network promotes standards, guidelines and checklists of reporting requirements
for various types of studies, from clinical trials and observational studies to reviews and case reports.

The complete checklists and full guidelines are available at http://equator-network.ord.
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Section and Topic
TITLE OR ABSTRACT

ABSTRACT
INTRODUCTION

METHODS
Study design

Participants

Test Methods

Analysis

RESULTS
Participants

Test Results

DISCUSSION

OTHER INFORMATION

No.

10a
10b

12a

21a
21b
22
23
24
25

26
27

28
29
30

uator STARD 2015 Checklist of Essential Items for
netwark Reporting Diagnostic Accuracy Studies

Item

Identification as a study of diagnostic accuracy using at least one measure of accuracy
(such as sensitivity, specificity, predictive values, or AUC)

Structured summary of study design, methods, results, and conclusions (for specific guidance, see STARD for Abstracts)

Scientific and clinical background, including the intended use and clinical role of the index test
Study objectives and hypotheses

Whether data collection was planned before the index test and reference standard were performed (prospective study)
or after (retrospective study)

Eligibility criteria

On what basis potentially eligible participants were identified (such as symptoms, results from previous tests, inclusion
in registry)

Where and when potentially eligible participants were identified (setting, location and dates)

Whether participants formed a consecutive, random or convenience series

Index test, in sufficient detail to allow replication

Reference standard, in sufficient detail to allow replication

Rationale for choosing the reference standard (if alternatives exist)

Definition of and rationale for test positivity cut-offs or result categories of the index test, distinguishing pre-specified
from exploratory

Definition of and rationale for test positivity cut-offs or result categories of the reference standard, distinguishing
pre-specified from exploratory

Whether clinical information and reference standard results were available to the performers/readers of the index test
Whether clinical information and index test results were available to the assessors of the reference standard

Methods for estimating or comparing measures of diagnostic accuracy

How indeterminate index test or reference standard results were handled

How missing data on the index test and reference standard were handled

Any analyses of variability in diagnostic accuracy, distinguishing pre-specified from exploratory

Intended sample size and how it was determined

Flow of participants, using a diagram

Baseline demographic and clinical characteristics of participants

Distribution of severity of disease in those with the target condition

Distribution of alternative diagnoses in those without the target condition

Time interval and any clinical interventions between index test and reference standard

Cross tabulation of the index test results (or their distribution) by the results of the reference standard
Estimates of diagnostic accuracy and their precision (such as 95% confidence intervals)

Any adverse events from performing the index test or the reference standard

Study limitations, including sources of potential bias, statistical uncertainty, and generalisability
Implications for practice, including the intended use and clinical role of the index test

Registration number and name of registry
Where the full study protocol can be accessed
Sources of funding and other support; role of funders

This STARD list was released in 2015. The 30 items were identified by an international expert group of methodologists, researchers, and editors. The guiding principle in the
development of STARD was to select items that, when reported, would help readers to judge the potential for bias in the study, to appraise the applicability of the study findings
and the validity of conclusions and recommendations. The list represents an update of the first version, which was published in 2003.

More information can be found on http://lwww.equator-network.org/reporting-guidelines/stard.

EQUATOR stands for Enhancing the QUAlity and Transparency Of health Research. It is an international initiative that started in
2008 whose main objective is to improve the reliability and value of scholarly publication of health research through promotion of
transparent, complete, and accurate reporting. The Network promotes standards, guidelines and checklists of reporting requirements
for various types of studies, from clinical trials and observational studies to reviews and case reports.

The complete checklists and full guidelines are available at http://equator-network.ord.
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Section / Item

CHEERS Checklist - Items to include when Reporting
Economic Evaluations of Health Interventions

Recommendation

TITLE AND ABSTRACT

Title 1 Identify the study as an economic evaluation or use more specific terms such as “cost-effectiveness analysis”,
and describe the interventions compared.

Abstract 2 Provide a structured summary of objectives, perspective, setting, methods (including study design and inputs),
results (including base case and uncertainty analyses), and conclusions.

INTRODUCTION

Background and objectives 3 Provide an explicit statement of the broader context for the study.

Present the study question and its relevance for health policy or practice decisions.

METHODS

Target population and 4 Describe characteristics of the base case population and subgroups analysed, including why they were chosen.

subgroups

Setting and location 5 State relevant aspects of the system(s) in which the decision(s) need(s) to be made.

Study Perspective 6 Describe the perspective of the study and relate this to the costs being evaluated.

Comparators 7 Describe the interventions or strategies being compared and state why they were chosen.

Time horizon 8 State the time horizon(s) over which costs and consequences are being evaluated and say why appropriate.

Discount rate 9 Report the choice of discount rate(s) used for costs and outcomes and say why appropriate.

Choice of health outcomes 10 Describe what outcomes were used as the measure(s) of benefit in the evaluation and their relevance for the
type of analysis performed.

Measurement of effectiveness 11a Single study-based estimates: Describe fully the design features of the single effectiveness study and why the
single study was a sufficient source of clinical effectiveness data.

11b Synthesis-based estimates: Describe fully the methods used for identification of included studies and synthesis
of clinical effectiveness data.

Measurement and valuation of 12 If applicable, describe the population and methods used to elicit preferences for outcomes.

preference based outcomes

Estimating resources 13a Single study-based economic evaluation: Describe approaches used to estimate resource use associated with

and costs the alternative interventions. Describe primary or secondary research methods for valuing each resource item
in terms of its unit cost. Describe any adjustments made to approximate to opportunity costs.

13b Model-based economic evaluation: Describe approaches and data sources used to estimate resource use
associated with model health states. Describe primary or secondary research methods for valuing each
resource item in terms of its unit cost. Describe any adjustments made to approximate to opportunity costs.

Currency, price date, 14 Report the dates of the estimated resource quantities and unit costs. Describe methods for adjusting estimated

and conversion unit costs to the year of reported costs if necessary. Describe methods for converting costs into a common
currency base and the exchange rate.

Choice of model 15 Describe and give reasons for the specific type of decision analytical model used. Providing a figure to show
model structure is strongly recommended.

Assumptions 16 Describe all structural or other assumptions underpinning the decision-analytical model.

Analytical methods 17 Describe all analytical methods supporting the evaluation. This could include methods for dealing with skewed,
missing, or censored data; extrapolation methods; methods for pooling data; approaches to validate or make
adjustments (such as half cycle corrections) to a model; and methods for handling population heterogeneity
and uncertainty.

RESULTS

Study parameters 18 Report the values, ranges, references, and, if used, probability distributions for all parameters. Report reasons
or sources for distributions used to represent uncertainty where appropriate. Providing a table to show the input
values is strongly recommended.

Incremental costs and 19 For each intervention, report mean values for the main categories of estimated costs and outcomes of

outcomes interest, as well as mean differences between the comparator groups. If applicable, report incremental cost-
effectiveness ratios.

Characterising 20a Single study-based economic evaluation: Describe the effects of sampling uncertainty for the estimated

uncertainty incremental cost and incremental effectiveness parameters, together with the impact Consolidated Health
Economic Evaluation Reporting Standards — CHEERS Checklist 3 of methodological assumptions (such as
discount rate, study perspective).

20b Model-based economic evaluation: Describe the effects on the results of uncertainty for all input parameters,
and uncertainty related to the structure of the model and assumptions.

Characterising 21 If applicable, report differences in costs, outcomes, or costeffectiveness that can be explained by variations

heterogeneity between subgroups of patients with different baseline characteristics or other observed variability in effects that
are not reducible by more information.

DISCUSSION

Study findings, limitations, 22 Summarise key study findings and describe how they support the conclusions reached. Discuss limitations and

generalisability, and current the generalisability of the findings and how the findings fit with current knowledge.

knowledge

OTHER INFORMATION

Source of funding 23 Describe how the study was funded and the role of the funder in the identification, design, conduct, and
reporting of the analysis. Describe other non-monetary sources of support.

Conflicts of interest 24 Describe any potential for conflict of interest of study contributors in accordance with journal policy. In the

absence of a journal policy, we recommend authors comply with International Committee of Medical Journal
Editors recommendations.

EQUATOR stands for Enhancing the QUAlity and Transparency Of health Research. It is an international initiative that started in
2008 whose main objective is to improve the reliability and value of scholarly publication of health research through promotion of
transparent, complete, and accurate reporting. The Network promotes standards, guidelines and checklists of reporting requirements
for various types of studies, from clinical trials and observational studies to reviews and case reports.

The complete checklists and full guidelines are available at http://equator-network.ord.
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MRIVE

The ARRIVE Guidelines
(Animal Research: Reporting of In Vivo Experiments)

Section / Topic Item no. Checklist item
TITLE AND ABSTRACT
Title 1 Provide as accurate and concise a description of the content of the article as possible.
Abstract 2 Provide an accurate summary of the background, research objectives, including details of the species or strain of animal used, key methods,
principal findings and conclusions of the study.
INTRODUCTION
Background 3 a. Include sufficient scientific background (including relevant references to previous work) to understand the motivation and context for the
Objectives study, and explain the experimental approach and rationale.
b. Explain how and why the animal species and model being used can address the scientific objectives and, where appropriate, the study’s
relevance to human biology.
HETHODS 4 Clearly describe the primary and any secondary objectives of the study, or specific hypotheses being tested.
Ethical statement 5 Dindicate the nature of the ethical review permissions, relevant licences (e.g. Animal [Scientific Procedures] Act 1986), and national or
institutional guidelines for the care and use of animals, that cover the research.
Study design 6 For each experiment, give brief details of the study design including:
a. The number of experimental and control groups.
b. Any steps taken to minimise the effects of subjective bias when allocating animals to treatment (e.g. randomisation procedure) and when
assessing results (e.g. if done, describe who was blinded and when).
c. The experimental unit (e.g. a single animal, group or cage of animals).
A'time-line diagram or flow chart can be useful to illustrate how complex study designs were carried out.
Experimental procedures 7 For each experiment and each experimental group, including controls, provide precise details of all procedures carried out.
For example:
a. How (e.g. drug formulation and dose, site and route of administration, anaesthesia and analgesia used [including monitoring], surgical
procedure, method of euthanasia). Provide details of any specialist equipment used, including supplier(s).
b. When (e.g. time of day).
c¢. Where (e.g. home cage, laboratory, water maze).
d. Why (e.g. rationale for choice of specific anaesthetic, route of administration, drug dose used).
Experimental animals 8 a. Provide details of the animals used, including species, strain, sex, developmental stage (e.g. mean or median age plus age range) and
weight (e.g. mean or median weight plus weight range).
b. Provide further relevant information such as the source of animals, international strain nomenclature, genetic modification status (e.g.
knock-out or transgenic), genotype, health/immune status, drug or test naive, previous procedures, etc.
Housing and husbandry 9 Provide details of:
a. Housing (type of facility e.g. specific pathogen free [SPF]; type of cage or housing; bedding material; number of cage companions; tank
shape and material etc. for fish).
b. Husbandry conditions (e.g. breeding programme, light/dark cycle, temperature, quality of water etc for fish, type of food, access to food
and water, environmental enrichment).
c. Welfare-related assessments and interventions that were carried out prior to, during, or after the experiment.
Sample size 10 a. Specify the total number of animals used in each experiment, and the number of animals in each experimental group.
b. Explain how the number of animals was arrived at. Provide details of any sample size calculation used.
c. Indicate the number of independent replications of each experiment, if relevant.
Allocating animals to 1 a. Give full details of how animals were allocated to experimental groups, including randomisation or matching if done.
experimental groups b. Describe the order in which the animals in the different experimental groups were treated and assessed.
Experimental outcomes 12 Clearly define the primary and secondary experimental outcomes assessed (e.g. cell death, molecular markers, behavioural changes).
Statistical methods 13 a. Provide details of the statistical methods used for each analysis.
b. Specify the unit of analysis for each dataset (e.g. single animal, group of animals, single neuron).
R— c. Describe any methods used to assess whether the data met the assumptions of the statistical approach.
Baseline data 14 For each experimental group, report relevant characteristics and health status of animals (e.g. weight, microbiological status, and drug or test
naive) prior to treatment or testing (this information can often be tabulated?zé
Numbers analysed 15 a. Report the number of animals in each group included in each analysis. Report absolute numbers (e.g. 10/20, not 50%).
b. If any animals or data were not included in the analysis, explain why.
Outcomes and estimation 16 Report the results for each analysis carried out, with a measure of precision (e.g. standard error or confidence interval).
Adverse events 17 a. Give details of all important adverse events in each experimental group.
b. Describe any modifications to the experimental protocols made to reduce adverse events.
DISCUSSION
Interpretation/ 18 a. Interpret the results, taking into account the study objectives and hypotheses, current theory and other relevant studies in the literature.
scientific implications b. Comment on the study limitations including any potential sources of bias, any limitations of the animal model, and the imprecision
associated with the results.
c. Describe any implications of your experimental methods or findings for the replacement, refinement or reduction (the 3Rs) of the use of
animals in research.
Generalisability/translation 19 Comment on whether, and how, the findings of this study are likely to translate to other species or systems, including any relevance to human
biology.
Funding 20 List a P/funding sources (including grant number) and the role of the funder(s) in the study.

The ARRIVE (Animal Research: Reporting of In Vivo Experiments) guidelines were developed as part of an NC3Rs initiative to improve the design, analysis and reporting of
research using animals — maximising information published and minimising unnecessary studies. The guidelines were published in the online journal PLOS Biology in June
2010 and are currently endorsed by scientific journals, major funding bodies and learned societies. More information can be found on www.nc3rs.org.uk/ ARRIVE

EQUATOR stands for Enhancing the QUAlity and Transparency Of health Research. It is an international initiative that started in
2008 whose main objective is to improve the reliability and value of scholarly publication of health research through promotion of
transparent, complete, and accurate reporting. The Network promotes standards, guidelines and checklists of reporting requirements
for various types of studies, from clinical trials and observational studies to reviews and case reports.

The complete checklists and full guidelines are available at http://equator-network.ord.
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Revised Standards for Quality Improvement Reporting Excellence

No Item

TITLE AND ABSTRACT

1 Title

2 Abstract
INTRODUCTION

3 Problem Description
4 Available knowledge
5 Rationale

6 Specific aims
METHODS

7 Context

8 Intervention(s)

9 Study of the Intervention(s)

10 Measures

1" Analysis
12 Ethical Considerations

RESULTS
13 Results

DISCUSSION
14 Summary

15 Interpretation

16 Limitations

17 Conclusions

OTHER INFORMATION
18 Funding

(SQUIRE 2.0)

Guide questions / description

Indicate that the manuscript concerns an initiative to improve healthcare (broadly defined to include the quality, safety,
effectiveness, patient-centeredness, timeliness, cost, efficiency, and equity of healthcare)

a. Provide adequate information to aid in searching and indexing

b. Summarize all key information from various sections of the text using the abstract format of the intended publication or

a structured summary such as: background, local problem, methods, interventions, results, conclusions
WHY DID YOU START?
Nature and significance of the local problem

Summary of what is currently known about the problem, including relevant previous studies
Informal or formal frameworks, models, concepts, and/or theories used to explain the problem, any reasons or
assumptions that were used to develop the intervention(s), and reasons why the intervention(s) was expected to work

Purpose of the project and of this report
WHAT DID YOU DO?
Contextual elements considered important at the outset of introducing the intervention(s)

a. Description of the intervention(s) in sufficient detail that others could reproduce it

b. Specifics of the team involved in the work

a. Approach chosen for assessing the impact of the intervention(s)

b. Approach used to establish whether the observed outcomes were due to the intervention(s)

a. Measures chosen for studying processes and outcomes of the intervention(s), including rationale for choosing them,
their operational definitions, and their validity and reliability

b. Description of the approach to the ongoing assessment of contextual elements that contributed to the success, failure,
efficiency, and cost

c. Methods employed for assessing completeness and accuracy of data

a. Qualitative and quantitative methods used to draw inferences from the data

b. Methods for understanding variation within the data, including the effects of time as a variable

Ethical aspects of implementing and studying the intervention(s) and how they were addressed, including, but not limited

to, formal ethics review and potential conflict(s) of interest
WHAT DID YOU FIND?
a. Initial steps of the intervention(s) and their evolution over time (e.g., time-line diagram, flow chart, or table), including

modifications made to the intervention during the project
b. Details of the process measures and outcome
c. Contextual elements that interacted with the intervention(s)
d. Observed associations between outcomes, interventions, and relevant contextual elements
e. Unintended consequences such as unexpected benefits, problems, failures, or costs associated with the intervention(s).

f. Details about missing data
WHAT DOES IT MEAN?
a. Key findings, including relevance to the rationale and specific aims

b. Particular strengths of the project

a. Nature of the association between the intervention(s) and the outcomes

b. Comparison of results with findings from other publications

¢. Impact of the project on people and systems

d. Reasons for any differences between observed and anticipated outcomes, including the influence of context

e. Costs and strategic trade-offs, including opportunity costs

a. Limits to the generalizability of the work

b. Factors that might have limited internal validity such as confounding, bias, or imprecision in the design, methods,
measurement, or analysis

c. Efforts made to minimize and adjust for limitations

a. Usefulness of the work

b. Sustainability

c. Potential for spread to other contexts

d. Implications for practice and for further study in the field

e. Suggested next steps

Sources of funding that supported this work. Role, if any, of the funding organization in the design, implementation,
interpretation, and reporting

EQUATOR stands for Enhancing the QUAlity and Transparency Of health Research. It is an international initiative that started in
2008 whose main objective is to improve the reliability and value of scholarly publication of health research through promotion of
transparent, complete, and accurate reporting. The Network promotes standards, guidelines and checklists of reporting requirements
for various types of studies, from clinical trials and observational studies to reviews and case reports.

The complete checklists and full guidelines are available at http://equator-network.ord.
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B SPIRIT

STANOARD PROTOCOL ITEMS: RECOMMENDATIONS FOR INTIRVENTIONAL TRIALS

Section / Topic Item no.
ADMINISTRATIVE INFORMATION
Title 1
Trial registration 2a
2b
Protocol version 3
Funding 4
Roles and responsibilities 5a
5b
5¢c
5d
INTRODUCTION
Background and rationale 6a
6b
Objectives 7
Trial design 8

SPIRIT 2013 Checklist: Recommended items to address
in a clinical trial protocol and related documents*

Description

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

Trial identifier and registry name. If not yet registered, name of intended registry

All items from the World Health Organization Trial Registration Data Set

Date and version identifier

Sources and types of financial, material, and other support

Names, affiliations, and roles of protocol contributors

Name and contact information for the trial sponsor

Role of study sponsor and funders, if any, in study design; collection, management, analysis, and interpretation of data;
writing of the report; and the decision to submit the report for publication, including whether they will have ultimate authority
over any of these activities

Composition, roles, and responsibilities of the coordinating centre, steering committee, endpoint adjudication committee,
data management team, and other individuals or groups overseeing the trial, if applicable (see Item 21a for data
monitoring committee)

Description of research question and justification for undertaking the trial, including summary of relevant studies (published
and unpublished) examining benefits and harms for each intervention

Explanation for choice of comparators

Specific objectives or hypotheses

Description of trial design including type of trial (eg, parallel group, crossover, factorial, single group), allocation ratio, and
framework (eg, superiority, equivalence, noninferiority, exploratory)

METHODS: PARTICIPANTS, INTERVENTIONS, AND OUTCOMES

Description of study settings (eg, community clinic, academic hospital) and list of countries where data will be collected.
Reference to where list of study sites can be obtained

Inclusion and exclusion criteria for participants. If applicable, eligibility criteria for study centres and individuals who will
perform the interventions (eg, surgeons, psychotherapists)

Interventions for each group with sufficient detail to allow replication, including how and when they will be administered
Criteria for discontinuing or modifying allocated interventions for a given trial participant (eg, drug dose change in response
to harms, participant request, or improving/worsening disease)

Strategies to improve adherence to intervention protocols, and any procedures for monitoring adherence (eg, drug tablet
return, laboratory tests)

Relevant concomitant care and interventions that are permitted or prohibited during the trial

Primary, secondary, and other outcomes, including the specific measurement variable (eg, systolic blood pressure), analysis
metric (eg, change from baseline, final value, time to event), method of aggregation (eg, median, proportion), and time point
for each outcome. Explanation of the clinical relevance of chosen efficacy and harm outcomes is strongly recommended
Time schedule of enrolment, interventions (including any run-ins and washouts), assessments, and visits for participants. A
schematic diagram is highly recommended (see Figure)

Estimated number of participants needed to achieve study objectives and how it was determined, including clinical and
statistical assumptions supporting any sample size calculations

Strategies for achieving adequate participant enrolment to reach target sample size

METHODS: ASSIGNMENT OF INTERVENTIONS (FOR CONTROLLED TRIALS)

Study setting 9
Eligibility criteria 10
Interventions 1a
11b
11c
1d
Outcomes 12
Participant timeline 13
Sample size 14
Recruitment 15
Allocation:
Sequence generation 16a
Allocation concealment 16b
mechanism
Implementation 16¢c
Blinding (masking) 17a

17b

Method of generating the allocation sequence (eg, computer-generated random numbers), 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 document that is unavailable to those who enrol participants or assign interventions

Mechanism of implementing the allocation sequence (eg, central telephone; sequentially numbered, opaque, sealed
envelopes), describing any steps to conceal the sequence until interventions are assigned

Who will generate the allocation sequence, who will enrol participants, and who will assign participants to interventions
Who will be blinded after assignment to interventions (eg, trial participants, care providers, outcome assessors, data
analysts), and how

If blinded, circumstances under which unblinding is permissible, and procedure for revealing a participant's allocated
intervention during the trial
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METHODS: DATA COLLECTION, MANAGEMENT, AND ANALYSIS

Data collection methods 18a Plans for assessment and collection of outcome, baseline, and other trial data, including any related processes to promote
data quality (eg, duplicate measurements, training of assessors) and a description of study instruments (eg, questionnaires,
laboratory tests) along with their reliability and validity, if known. Reference to where data collection forms can be found, if
not in the protocol

18b Plans to promote participant retention and complete follow-up, including list of any outcome data to be collected for
participants who discontinue or deviate from intervention protocols
Data management 19 Plans for data entry, coding, security, and storage, including any related processes to promote data quality (eg, double data

entry; range checks for data values). Reference to where details of data management procedures can be found, if not in
the protocol

Statistical methods 20a Statistical methods for analysing primary and secondary outcomes. Reference to where other details of the statistical
analysis plan can be found, if not in the protocol
20b Methods for any additional analyses (eg, subgroup and adjusted analyses)
20c Definition of analysis population relating to protocol non-adherence (eg, as randomised analysis), and any statistical

methods to handle missing data (eg, multiple imputation)
METHODS: MONITORING
Data monitoring 21a Composition of data monitoring committee (DMC); summary of its role and reporting structure; statement of whether it is
independent from the sponsor and competing interests; and reference to where further details about its charter can be
found, if not in the protocol. Alternatively, an explanation of why a DMC is not needed
21b Description of any interim analyses and stopping guidelines, including who will have access to these interim results and
make the final decision to terminate the trial

Harms 22 Plans for collecting, assessing, reporting, and managing solicited and spontaneously reported adverse events and other
unintended effects of trial interventions or trial conduct
Auditing 23 Frequency and procedures for auditing trial conduct, if any, and whether the process will be independent from investigators
and the sponsor
ETHICS AND DISSEMINATION
Research ethics approval 24 Plans for seeking research ethics committee/institutional review board (REC/IRB) approval
Protocol amendments 25 Plans for communicating important protocol modifications (eg, changes to eligibility criteria, outcomes, analyses) to relevant
parties (eg, investigators, REC/IRBs, trial participants, trial registries, journals, regulators)
Consent or assent 26a Who will obtain informed consent or assent from potential trial participants or authorised surrogates, and how (see Item 32)
26b Additional consent provisions for collection and use of participant data and biological specimens in ancillary studies,
if applicable
Confidentiality 27 How personal information about potential and enrolled participants will be collected, shared, and maintained in order to
protect confidentiality before, during, and after the trial
Declaration of interests 28 Financial and other competing interests for principal investigators for the overall trial and each study site
Access to data 29 Statement of who will have access to the final trial dataset, and disclosure of contractual agreements that limit such access
for investigators
Ancillary and post-trial care 30 Provisions, if any, for ancillary and post-trial care, and for compensation to those who suffer harm from trial participation
Dissemination policy 31a Plans for investigators and sponsor to communicate trial results to participants, healthcare professionals, the public, and
other relevant groups (eg, via publication, reporting in results databases, or other data sharing arrangements), including
any publication restrictions
31b Authorship eligibility guidelines and any intended use of professional writers
31c Plans, if any, for granting public access to the full protocol, participant-level dataset, and statistical code
APPENDICES
Informed consent materials 32 Model consent form and other related documentation given to participants and authorised surrogates
Biological specimens 33 Plans for collection, laboratory evaluation, and storage of biological specimens for genetic or molecular analysis in the

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

*It is strongly recommended that this checklist be read in conjunction with the SPIRIT 2013 Explanation & Elaboration for important clarification on the items. Amendments
to the protocol should be tracked and dated. The SPIRIT checklist is copyrighted by the SPIRIT Group under the Creative Commons “Attribution-NonCommercial-NoDerivs
3.0 Unported” license.

EQUATOR stands for Enhancing the QUAlity and Transparency Of health Research. It is an international initiative that started in
2008 whose main objective is to improve the reliability and value of scholarly publication of health research through promotion of
transparent, complete, and accurate reporting. The Network promotes standards, guidelines and checklists of reporting requirements
for various types of studies, from clinical trials and observational studies to reviews and case reports.

The complete checklists and full guidelines are available at http://equator-network.ord.
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w4 CONSORT 2010 Checklist of Information to include when Reporting a Randomised Trial*
V[

Section / Topic Item no. Checklist item Reported on page no.

TITLE AND ABSTRACT
1a Identification as a randomised trial in the title
1b Structured summary of trial design, methods, results, and conclusions (for specific
guidance see CONSORT for abstracts)
INTRODUCTION
Background and objectives 2a Scientific background and explanation of rationale
2b Specific objectives or hypotheses
METHODS
Trial design 3a Description of trial design (such as parallel, factorial) including allocation ratio
3b Important changes to methods after trial commencement (such as eligibility criteria),
with reasons
Participants 4a Eligibility criteria for participants
4b Settings and locations where the data were collected
Interventions 5 The interventions for each group with sufficient details to allow replication, including how
and when they were actually administered
Outcomes 6a Completely defined pre-specified primary and secondary outcome measures, including
how and when they were assessed
6b Any changes to trial outcomes after the trial commenced, with reasons
Sample size 7a How sample size was determined
7b When applicable, explanation of any interim analyses and stopping guidelines
Randomisation:
Sequence generation 8a Method used to generate the random allocation sequence
8b Type of randomisation; details of any restriction (such as blocking and block size)
Allocation concealment 9 Mechanism used to implement the random allocation sequence (such as sequentially
mechanism numbered containers), describing any steps taken to conceal the sequence until
interventions were assigned
Implementation 10 Who generated the random allocation sequence, who enrolled participants, and who
assigned participants to interventions
Blinding 11a If done, who was blinded after assignment to interventions (for example, participants, care
providers, those assessing outcomes) and how
11b If relevant, description of the similarity of interventions
Statistical methods 12a Statistical methods used to compare groups for primary and secondary outcomes
12b Methods for additional analyses, such as subgroup analyses and adjusted analyses
RESULTS
Participant flow (a diagram 13a For each group, the numbers of participants who were randomly assigned, received
is strongly recommended) intended treatment, and were analysed for the primary outcome
13b For each group, losses and exclusions after randomisation, together with reasons
Recruitment 14a Dates defining the periods of recruitment and follow-up
14b Why the trial ended or was stopped
Baseline data 15 A table showing baseline demographic and clinical characteristics for each group
Numbers analysed 16 For each group, number of participants (denominator) included in each analysis and
whether the analysis was by original assigned groups
Outcomes and estimation 17a For each primary and secondary outcome, results for each group, and the estimated effect
size and its precision (such as 95% confidence interval)
17b For binary outcomes, presentation of both absolute and relative effect sizes is
recommended
Ancillary analyses 18 Results of any other analyses performed, including subgroup analyses and adjusted
analyses, distinguishing pre-specified from exploratory
Harms 19 All important harms or unintended effects in each group (for specific guidance see
CONSORT for harms)
DISCUSSION
Limitations 20 Trial limitations, addressing sources of potential bias, imprecision, and, if relevant,
multiplicity of analyses
Generalisability 21 Generalisability (external validity, applicability) of the trial findings
Interpretation 22 Interpretation consistent with results, balancing benefits and harms, and considering other
relevant evidence
OTHER INFORMATION
Registration 23 Registration number and name of trial registry
Protocol 24 Where the full trial protocol can be accessed, if available
Funding 25 Sources of funding and other support (such as supply of drugs), role of funders

* We strongly recommend reading this statement in conjunction with the CONSORT 2010 Explanation and Elaboration for important clarifications on all the items. If relevant,
we also recommend reading CONSORT extensions for cluster randomised trials, non-inferiority and equivalence trials, non-pharmacological treatments, herbal interventions,

and pragmatic trials. Additional extensions are forthcoming: for those and for up to date references relevant to this checklist, see ww.consort-statement.ord.

EQUATOR stands for Enhancing the QUAlity and Transparency Of health Research. It is an international initiative that started in
2008 whose main objective is to improve the reliability and value of scholarly publication of health research through promotion of
transparent, complete, and accurate reporting. The Network promotes standards, guidelines and checklists of reporting requirements
for various types of studies, from clinical trials and observational studies to reviews and case reports.

The complete checklists and full guidelines are available at http://equator-network.ord.
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