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ABSTRACT

Introduction Mining of electronic health record (EHRS)
data is increasingly being implemented all over the world
but mainly focuses on structured data. The capabilities of
artificial intelligence (Al) could reverse the underusage of
unstructured EHR data and enhance the quality of medical
research and clinical care. This study aims to develop an
Al-based model to transform unstructured EHR data into
an organised, interpretable dataset and form a national
dataset of cardiac patients.

Methods and analysis CardioMining is a retrospective,
multicentre study based on large, longitudinal data obtained
from unstructured EHRs of the largest tertiary hospitals in
Greece. Demographics, hospital administrative data, medical
history, medications, laboratory examinations, imaging
reports, therapeutic interventions, in-hospital management
and postdischarge instructions will be collected, coupled with
structured prognostic data from the National Institute of Health.
The target number of included patients is 100 000. Natural
language processing techniques will facilitate data mining from
the unstructured EHRs. The accuracy of the automated model
will be compared with the manual data extraction by study

investigators. Machine learning tools will provide data analytics.

CardioMining aims to cultivate the digital transformation of
the national cardiovascular system and fill the gap in medical
recording and big data analysis using validated Al techniques.
Ethics and dissemination This study will be conducted
in keeping with the International Conference on
Harmonisation Good Clinical Practice guidelines, the
Declaration of Helsinki, the Data Protection Code of the
European Data Protection Authority and the European
General Data Protection Regulation. The Research Ethics
Committee of the Aristotle University of Thessaloniki and
Scientific and Ethics Council of the AHEPA University
Hospital have approved this study. Study findings will be
disseminated through peer-reviewed medical journals and
international conferences. International collaborations with
other cardiovascular registries will be attempted.

Trial registration number NCT05176769.

,! CardioMining Study Group

STRENGTHS AND LIMITATIONS OF THIS STUDY

= Discharge letters and prognostic data for 100 000
cardiac patients will be collected.

= Natural language processing techniques will facil-
itate automated clinical data mining from unstruc-
tured electronic health records.

= The accuracy of the automated model will be com-
pared with the manual data extraction by study
investigators.

= Machine learning tools will provide data analytics.

= Generalising natural language processing models
across languages still remains challenging.

INTRODUCTION

The combination of medicine with computer
science and artificial intelligence (Al) tech-
niques, including machine learning (ML)
and natural language processing (NLP), is
promising and is going to rapidly change the
future of medicine in the upcoming years.'™
NLP aims to interpret human language and
quantify aspects of medical practice that were
previously amenable only to laborious and
costly work.* ML focuses on the interpreta-
tion of data and has been used in different
settings in medicine, including the auto-
mated interpretation of ECGs, image clas-
sification and risk stratification.” > Mainly at
a research level, these methods are already
offering novel clinical practice approaches
and could have an impact on a plethora of
cardiac diseases, including heart failure and
coronary artery disease.” Nevertheless, real-
world clinical implementation remains a
challenge and this lack of impact on everyday
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clinical practice stands in stark contrast to the enormous
progress in research.

With the growing number of patients and their concen-
tration in large tertiary centres, it becomes attractive
to collect large amounts of clinical data systematically.
Such registries are essential for exploring the charac-
teristics of different comorbidities and understanding
real-world cardiac patients. However, with the unprec-
edented amount of data, manual collection and tradi-
tional processing methods become a challenge, as it is
time-consuming and costly for healthcare systems.7 Other
significant difficulties one faces are the unstructured free-
form text of the electronic health records (EHRs) and the
need for deidentification and safety of the vast amount of
patient data. Al methods could fill this void in medical
records, enabling the ability to analyse large amounts of
information efficiently.®

The use of AI automated processes constitutes a
novelty in big data configuration, offering a quick, reli-
able and fully deidentified data extraction for further
processing.” '’ The results from its efficient use can be
easily extended to different healthcare systems, ampli-
fying the produced knowledge and improving diagnostic
and therapeutic accuracy, transforming the current clin-
ical care practice.!" Transferring Al methods from the
laboratory to everyday clinical practice is a difficult task
that necessitates a high level of specialisation, financial
resources and cross-disciplinary collaboration among
academia, industry and clinical institutions.'?

This study aims to contribute to the development of a
clinically useful and feasible AI model for accurate auto-
mated extraction and processing of large volumes of raw
and unstructured clinical data from EHRs. The infor-
mation acquired from automated procedures will form
the largest national database of cardiac patients, derived
from unstructured data. Ultimately, this study aspires
to encourage the digital transformation of the national
cardiovascular ecosystem, by improving clinical docu-
mentation towards an automated, rapid recording and
utilisation of clinical data.

METHODS AND ANALYSIS

CardioMining study design

CardioMining is the first nationwide study involving Al
for the automated data extraction from EHRs of patients
discharged from Greece’s largest Cardiology Depart-
ments of tertiary hospitals. This ongoing, retrospective,
multicentre, observational cohort study aims to use
novel NLP and ML techniques to efficiently extract and
process large volumes of unstructured clinical data from
electronic clinical narratives, forming the most extensive
national dataset.

The target cohort size is 100 000 consecutively enrolled
adult patients hospitalised for any reason across all partic-
ipating study sites. The study is active since January 2022
and is expected to be completed by January 2025. Inclu-
sion and exclusion criteria are presented in box 1.

Box 1 Inclusion and exclusion criteria
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Inclusion criteria

= Patients discharged from cardiology departments of tertiary hospi-
tals in Greece.

= Patients whose medical records are electronically stored in each
hospital’s electronic information systems.

Exclusion criteria
= Patients who died during hospitalisation, and thus no discharge let-
ter was issued.

The resulting database will be a springboard for clini-
cally valuable conclusions, such as outcome prediction,
risk stratification and clinical decision support systems.
Our protocol has been developed according to the
Standard Protocol Items: Recommendations for Inter-
ventional Trials-Artificial Intelligence extension (online
supplemental appendix)."”

Details of data

Electronically registered medical records of patients
discharged from Cardiology wards of tertiary hospitals in
Greece from the day that each hospital developed EHRs
until 2022 will be retrospectively collected from hospital
discharge letters. Each discharge letter includes demo-
graphics, discharge diagnoses, medications, diagnostic
examinations, therapeutic interventions, in-hospital
management and postdischarge instructions in the Greek
language and in unstructured form (box 2). Baseline
clinical data are neither coded nor in structured form,
apart from the laboratory exams which are structured in
a predefined format but will, nevertheless, also require
development of automated algorithms to be integrated
in the final dataset. Patients who died during hospitalisa-
tion were excluded from the study, since no electronically
registered discharge letter is issued for these patients in
Greek hospitals. Hence, information for these patients
is not available, apart from a handwritten administrative
document that displays the reason of death as an Inter-
national Classification of Diseases 10th Revision (ICD-10)
code.

Data deidentification

All information that could potentially be used to identify
a person, such as names, postal codes, places of residence
and occupation, will be deleted from these electronic files
before data extraction. Thus, the data will not be able to
be assigned to a specific subject, as no additional informa-
tion or identifiers will be collected for the subjects. After
the files are deidentified, each patient’s clinical note
will be linked with a specific key (‘identifier’). The elec-
tronic file that contains the correlation of the ‘identifier’
with the patient’s clinical note will be stored in a secure
hospital electronic location. Data will be centrally stored
in a structured electronic database and only accessible
by study staff. Strict subject confidentiality will be main-
tained through subject identification codes.

2

Samaras A, et al. BMJ Open 2023;13:¢068698. doi:10.1136/bmjopen-2022-068698


https://dx.doi.org/10.1136/bmjopen-2022-068698
https://dx.doi.org/10.1136/bmjopen-2022-068698
http://bmjopen.bmj.com/

"1ybuAdoo Aq paroslold 1sanb Aq 720z ‘0T Arenuer uo jwod’fwg uadolwg//:dny woiy papeojumoq '€z0z Mdy € uo 869890-220z-uadolwa/9eTT 0T Sk paysiignd 1si1y :uado CING

Box2 Extracted data for the discharged patients

1. Patient characteristics
= Demographics.
= History—comorbidities.
= Clinical presentation.
2. Discharge diagnosis
= Coronary artery disease.
= Acute coronary syndrome
= ST-elevation myocardial infarction.
=> Non-ST-elevation myocardial infarction.
= Unstable angina.
= Heart failure.
= Sinus tachycardia.
= Sinus bradycardia.
= Supraventricular arrhythmia.
= Ventricular arrhythmia.
= Bradyarrhythmias.
= Cardiac arrest.
= Cardiogenic shock.
= Device implantation or malfunction.
= Endocarditis.
= Myocarditis.
= Pericarditis.
= Pericardial effusion.
= Congenital heart disease.
= Presyncope/syncope.
= Valvular heart disease.
= Cardiomyopathy.
= Acute pulmonary oedema.
= Pulmonary embolism.
= Arterial hypertension.
= Amyloidosis.
3. Electrocardiography on admission and on discharge.
4. Chest X-ray.
5. Echocardiographic reports (quantitative and qualitative data).
6. Catheterisation lab reports.
7. Laboratory examination (serial measurements).
8. In-hospital clinical course and medical management.
9. Discharge medication.

Data and safety monitoring

At multiple time points, a data and safety monitoring
board consisting of study investigators and an inde-
pendent statistician will review accumulating data for
quality and safety and report back to the study’s steering
committee. A simple data use agreement and verifica-
tion that the researcher has undergone human subjects
training will be required to limit access to the clinical
database to authorised medical researchers.

Al-model development for automated extraction of data from
EHRs

A sample of the fully deidentified files will undergo
manual extraction (figure 1). It will serve as a data set for
training and evaluating NLP techniques to extract cardi-
ology entities from the records automatically. Of these
records, 70% will be used for training, 15% for validation
and 15% for testing the developed models. As a base-
line, we will use a dictionary-based method containing

various forms of the entities we aim to extract. We will
employ two main approaches for automating the data
extraction process, one operating at the level of the whole
record and one operating at the finer-grain level of each
entity mention. For the first one, we will investigate the
state-of-the-art neural architecture of transformers, as
well as more classical linear models and support vector
machines, based on the bag-of-words representation of
the records, treating the entities as labels in a multilabel
classification task. For the second one, we will use the
baseline to automatically tag particular words and phrases
corresponding to entity mentions or alternatively employ
manual annotation. Then we will use a transformer archi-
tecture to perform sequence tagging, that is, outputting
the particular tokens in the record that correspond to
each recognised entity, apart from the recognised entity.
A variation of this second approach is first to use a Named
Entity Recognition model for generic cardiology entities,
followed by an entity normalisation model that links the
entity mentions to the particular entity.'* In all cases, we
will exploit information concerning the structure of the
record into meaningful sections (figure 2).

Assuming our final model manages to achieve high
accuracy on the test set, we will apply it to the complete
set of records that have not been manually processed to
extract all Cardiology entities from them automatically.
This structured information from the discharge letters
will be integrated with laboratory measurements and
imaging data using a multimodal deep learning method
to improve risk stratification and prognosis estimation
for patients with different cardiac diseases and treat-
ment recommendations. Following the development of
the digital research infrastructure, a pilot prospective
study in the participating cardiology departments will be
performed to demonstrate the feasibility and accuracy of
the Al-algorithm for automated extraction and processing
of unstructured clinical data from EHRs. A successful vali-
dation of this tool will enable its rapid implementation in
the clinical practice.

Study endpoints
The primary and secondary endpoints of this study are
summarised in box 3.

The primary endpoint is the measurement of the ‘test
error’; the model’s accuracy to automatically extract
clinical data from patients’ medical records for further
processing and analysis compared with traditional
human intervention-based data extraction methods. The
obtained baseline clinical data will be merged with the
study’s secondary endpoints that will be explored on
the resulting dataset over the follow-up period of each
patient. The endpoints include all-cause mortality, throm-
boembolic events, number and cause of rehospitalisation,
development of new-onset cardiovascular diseases and
postdischarge modifications in medication. Secondary
endpoints will be either provided in a structured form or
extracted from electronic healthcare systems using the
aforementioned text mining capabilities of the deployed
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Figure 1
extraction. The results of the automated extraction using NLP techniques will be validated on the manually organised dataset

using accuracy metrics of the NLP model. The obtained knowledge from the manual dataset will help with the development of
an accurate trained Al-model for automated data extraction. EHR, electronic health record; ML, machine learning; NLP, natural
language processing.

digital research infrastructure. These endpoints will be
integrated in ML models to enable postprocessing data
analytics, such as risk stratification for each clinical condi-
tion, phenotyping and patient clustering. Hence, the
purpose of secondary endpoints is not to test the accu-
racy of the Al model but rather to provide clinical impli-
cations in the digital research infrastructure.

In most healthcare systems, a large volume of clinical
data is stored in electronic hospital systems which func-
tion as data repositories with no functionalities in terms

Data extraction method. Data from deidentified electronic health records will undergo both manual and automated

of data analysis. All these stored data cannot be auto-
matically reshaped in a structured format for analytical
purposes and, therefore, require laborious and time-
consuming manual extraction by humans. Thus, clinical
data are underused and neglected, which results in lack
of epidemiological data, research opportunities and loss
of valuable clinical information. Optimal utilisation of the
increasing volume of clinical data from unstructured clin-
ical notes is a major unmet need in healthcare systems.
Hence, the conceptual architecture of our study protocol

Data exploration & keywords recognition

Source
documents

|

NLP pipeline
Text-Wrangling &
Pre-processing

Tokenization

Stemming

Lemmatization

Discharge diagnosis [l Medical history Wl Reason of hospitalization |l ECG
(raw text) (raw text) (raw text) (raw text)

Understanding
structure

|

Medication
(raw text)

Procedures during
hospitalization
(raw text)

Echocardiography
(raw text)

Processing &
Functionality

Part-of-speech Entity recognition
tagging Topic modeling

Shallow parsin, " :
P 8 Information retrieval

Study objectives

Classification Sequence and path
analysis

Prognostic models - risk stratification
- novel disease ificati

Structured
database

=

Association rule
mining

Early disease recognition
Clinical decision support systems

Figure 2 Utilisation text mining techniques to extract knowledge from unstructured clinical notes. Keyword recognition will
provide the baseline information for treating the entities as labels in a multilabel classification task. Text mining techniques
will allow the development of a structured database for further processing through machine learning models. PAF, paroxysmal
atrial fibrillation; T2DM, Type 2 diabetes mellitus; aVF, augmented Vector Foot; LVEF, left ventricular ejection fraction; TAPSE,
Tricuspid annular plane systolic excursion; RCA, right coronary artery; TTS, transdermal therapeutic system.
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Box 3 Primary and secondary endpoints

Primary endpoint

= The accuracy of an artificial intelligence-based model to auto-
matically extract clinical data from patients’ medical records for
further processing and analysis compared with traditional human
intervention-based data extraction methods.

Secondary endpoints

= All-cause mortality.

= Thromboembolic events.

= Number and cause of rehospitalisations.

= Development of major cardiovascular diseases (eg, heart failure,
coronary artery disease, diabetes mellitus).

= Postdischarge modifications in medical therapy.

= Prescription and use of guideline-recommended drugs in various
cardiovascular diseases.

(figure 3) includes the development of an Al-model that
enables automated data extraction from unstructured
EHRs, which will contribute to the rapid development of
a structured cardiovascular database to facilitate further
data processing and provide useful data analytics (preva-
lence of diseases, risk stratification, early diagnosis, clin-
ical decision support systems, minimisation of human
error).

CardioMining study setting

Cardiology Clinics in Tertiary Hospitals

Manua[ data

Unstructured
Medical Records

Demographics

Discharge diagnosis
Medical history

Lab & Imaging reports
Procedures/Interventions
In-hospital management
Medical therapy

Follow-up

The follow-up period in this retrospective study will be
between the initial hospital discharge and the end of the
follow-up, either the date of outcome occurrence or the
current date (in outcome-free patients). Updated infor-
mation for this study concerning secondary endpoints
will be obtained from central databases and prescription
registers, managed by the Hellenic Ministry of Health
services.

Statistical analysis

Given the size of the participating clinics and the years
during which the recording of EHRs in electronic form
was applied, it is estimated that the sample of patient
records will be about 100 000. Continuous variables will
be tested for normality with the Kolmogorov-Smirnov
test and presented as a mean SD or medians, with
comparisons between groups made using the Wilcoxon
rank-sum test. Categorical variables will be expressed
as frequencies (%), with comparisons made using the
Pearson’s 2% test. Outcome analysis will be performed
using ML algorithms, such as regression, decision trees,
random forests, support vector machines, extreme
gradient boosting. Statistical analysis will be performed
using SPSS V.27 (SPSS), Stata V.15.1 (StataCorp) and R
packages.

All-cause mortality

Thromboembolic events
Rehospitalizations

Development of new-onset major CVD
Post-discharge modifications in medication

xtractiop, by h uma
ns

Automation of big data analysis

Knowledge discovery from real-world data

Early diagnosis of cardiac diseases

Phenotypic profiling for personalized medicine

Real-time prognostication info with higher granularity

Clinical decision support systems and prognostic models
Minimization of human error before hospital discharge
Accelaration of clinical trial feasibility by detecting eligible patients

Figure 3 The roadmap of the CardioMining study towards digital transformation of the national cardiovascular ecosystem. The
digital transformation of a healthcare system at a national level is a great challenge but also a complex and difficult task. The
low digital maturity of the health sector in Greece coupled with the ongoing rapid technological changes worldwide demand
urgent action through the implementation of a paradigm shift. The CardioMining study will retrospectively collect unstructured
data derived from electronic health records of cardiology departments. Data extraction will be performed both manually

by humans and automatically using natural language processing algorithms. The validated artificial intelligence models will
contribute to the development of a structured registry of cardiac patients to provide data analytics through machine learning

models. CVD, cardiovascular disease.
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Patient and public involvement

There has been no patient involvement in the design,
or conduct, or reporting, or dissemination plans of our
research.

Ethics and dissemination

All participating sites will obtain approval from appro-
priate independent ethics committees or institutional
review boards prior to the initiation of the study. The
Research Ethics Committee of the Aristotle University
of Thessaloniki and Scientific and Ethics Council of the
AHEPA University Hospital have approved this study. This
study will be conducted in keeping with the International
Conference on Harmonisation Good Clinical Practice
guidelines, the Declaration of Helsinki, the Data Protec-
tion Code of the European Data Protection Authority
and the European General Data Protection Regulation or
otherwise that may replace it. To maintain the patient’s
confidentiality, no demographic and personal iden-
tification data will be collected (eg, first name, date of
birth). Data deidentification will be performed by the
lead researcher. Only deidentified data will be obtained,
which will be completely disconnected from the personal
data of each patient. Study findings will be published in
peerreviewed medical journals and presented at inter-
national conferences. Collaborations with study groups
sharing the same research focus will be attempted.
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Item Description

No
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Administrative information

Title

Trial registration

Protocol version

Funding

Roles and
responsibilities

Introduction

1

2a

2b

5a
5b
5c

5d

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

Indicate that the intervention involves artificial
intelligence/machine learning learning and specify the
type of model. Specify the intended use of the Al
intervention.

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 ltem 21a for data monitoring
committee)

6

18

18
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N/A

N/A
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Background and  6a Description of research question and justification for  8-9

rationale undertaking the trial, including summary of relevant
studies (published and unpublished) examining
benefits and harms for each intervention
Explain the intended use of the Al intervention in the
context of the clinical pathway, including its purpose
and its intended users (eg, healthcare professionals,
patients, public). Describe any pre-existing evidence
for the Al intervention.

6b Explanation for choice of comparators 9-16
Objectives 7 Specific objectives or hypotheses 9

Trial design 8 Description of trial design including type of trial (eg, 9
parallel group, crossover, factorial, single group),
allocation ratio, and framework (eg, superiority,
equivalence, noninferiority, exploratory)

Methods: Participants, interventions, and outcomes

Study setting 9 Description of study settings (eg, community clinic, 9
academic hospital) and list of countries where data will
be collected. Reference to where list of study sites can
be obtained
Describe the onsite and offsite requirements needed to
integrate the Al intervention into the trial setting.

Eligibility criteria 10 Inclusion and exclusion criteria for participants. If 10
applicable, eligibility criteria for study centres and
individuals who will perform the interventions (eg,
surgeons, psychotherapists)

State the inclusion and exclusion criteria at the level of
participants. State the inclusion and exclusion criteria
at the level of the input data.

Interventions 11a Interventions for each group with sufficient detail to N/A
allow replication, including how and when they will be
administered
State which version of the Al algorithm will be used.
Specify the procedure for acquiring and selecting the
input data for the Al intervention. Specify the
procedure for assessing and handling poor quality or
unavailable input data. Specify whether there is
human-Al interaction in the handling of the input data,
and what level of expertise is required for users.
Specify the output of the Al intervention. Explain the
procedure for how the Al intervention’s output will
contribute to decision-making or other elements of
clinical practice.

13-14
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Outcomes

Participant
timeline

Sample size

Recruitment

11b

11c

11d

13

14

15

Criteria for discontinuing or modifying allocated N/A
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 N/A
protocols, and any procedures for monitoring
adherence (eg, drug tablet return, laboratory tests)

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

Primary, secondary, and other outcomes, including 14-15
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  N/A
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 10,16
study objectives and how it was determined, including

clinical and statistical assumptions supporting any

sample size calculations

Strategies for achieving adequate participant N/A
enrolment to reach target sample size

Methods: Assighment of interventions (for controlled trials) N/A

Allocation:

Sequence
generation

Allocation
concealment
mechanism

16a

16b

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
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Implementation 16c  Who will generate the allocation sequence, who will
enrol participants, and who will assign participants to

interventions
Blinding 17a  Who will be blinded after assignment to interventions
(masking) (eg, trial participants, care providers, outcome

assessors, data analysts), and how

17b  If blinded, circumstances under which unblinding is
permissible, and procedure for revealing a
participant’s allocated intervention during the trial

Methods: Data collection, management, and analysis

Data collection 18a Plans for assessment and collection of outcome, 12-15
methods 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  N/A
follow-up, including list of any outcome data to be
collected for participants who discontinue or deviate
from intervention protocols

Data 19 Plans for data entry, coding, security, and storage, 12-17
management 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 20a Statistical methods for analysing primary and 16
methods 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 16
and adjusted analyses)

20c Definition of analysis population relating to protocol 16
non-adherence (eg, as randomised analysis), and any
statistical methods to handle missing data (eg,
multiple imputation)

Methods: Monitoring
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Data monitoring  21a
21b

Harms 22

Auditing 23

Composition of data monitoring committee (DMC); 13
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

Description of any interim analyses and stopping N/A
guidelines, including who will have access to these

interim results and make the final decision to

terminate the trial

Plans for collecting, assessing, reporting, and N/A

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

Specify any plans to identify and analyse performance
errors. If there are no plans for this, explain why not.

Frequency and procedures for auditing trial conduct, if N/A
any, and whether the process will be independent
from investigators and the sponsor

Ethics and dissemination

Research ethics 24
approval

Protocol 25
amendments

Consent or assent 26a

26b

Confidentiality 27

Declaration of 28
interests

Plans for seeking research ethics 16,17
committee/institutional review board (REC/IRB)

approval

Plans for communicating important protocol N/A
modifications (eg, changes to eligibility criteria,

outcomes, analyses) to relevant parties (eg,

investigators, REC/IRBs, trial participants, trial

registries, journals, regulators)

Who will obtain informed consent or assent from N/A
potential trial participants or authorised surrogates,

and how (see ltem 32)

Additional consent provisions for collection and use of N/A
participant data and biological specimens in ancillary
studies, if applicable

How personal information about potential and enrolled 16
participants will be collected, shared, and maintained

in order to protect confidentiality before, during, and

after the trial

Financial and other competing interests for principal 12,13

investigators for the overall trial and each study site
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Access to data

Ancillary and
post-trial care

Dissemination
policy

Appendices

Informed consent
materials

Biological
specimens

30

31a

31b

31c

33

Statement of who will have access to the final trial 12-17
dataset, and disclosure of contractual agreements that
limit such access for investigators

State whether and how the Al intervention and/or its
code can be accessed, including any restrictions to
access or re-use.

N/A

Provisions, if any, for ancillary and post-trial care, and N/A
for compensation to those who suffer harm from trial
participation

Plans for investigators and sponsor to communicate 16-17
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

Authorship eligibility guidelines and any intended use  N/A
of professional writers

Plans, if any, for granting public access to the full N/A
protocol, participant-level dataset, and statistical code

Model consent form and other related documentation  N/A
given to participants and authorised surrogates

Plans for collection, laboratory evaluation, and storage N/A
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.
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