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Developing Paths for Research

Criando Caminhos para a Investigação

Atividades de apoio ao Desenvolvimento e

Implementação de Investigação em Saúde Humana,

Animal e Ambiente, UMA SÓ SAÚDE

Activities supporting the development and

implementation of research in human, animal,

and environmental health, ONE HEALTH
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WHO One Health is an integrated, unifying approach

that aims to sustainably balance and optimize the

health of people, animals and ecosystems.

“By linking humans, animals and the environment, One

Health can help to address the full spectrum of disease

control – from prevention to detection, preparedness,

response and management – and contribute to global

health security.”

https://www.who.int/health-topics/one-health#tab=tab_1 

https://www.who.int/health-topics/one-health#tab=tab_1
https://www.who.int/health-topics/one-health#tab=tab_1
https://www.who.int/health-topics/one-health#tab=tab_1
https://www.who.int/health-topics/one-health#tab=tab_1
https://www.who.int/health-topics/one-health#tab=tab_1


Developing Paths for Research

Criando Caminhos para a Investigação
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Human research, research conducted with or about people 

or their data or tissues, with the sole intention to do good.

Mandal J, Acharya S, Parija SC. Ethics in human research. Trop Parasitol. 2011 Jan;1(1):2-3. 

doi: 10.4103/2229-5070.72105. PMID: 23509672; PMCID: PMC3593469

Primary purpose of research involving human participants

is for scientific and social value; that is, the prospect of

generating the knowledge and the means necessary to

protect and promote people’s health.

Lancet Glob Health 2025; 13: e716–31

Lancet Glob Health 2025; 13: e716–31
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Criando Caminhos para a Investigação
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Lancet Glob Health 2025; 13: e716–31

“Research in which people, or data or samples of tissue from people, are

studied to understand health and disease. Clinical research helps find new

and better ways to detect, diagnose, treat, and prevent disease. Types of

clinical research include clinical trials, which test new treatments for a

disease, and natural history studies, which collect health information to

understand how a disease develops and progresses over time.”

https://www.cancer.gov/publications/dictionaries/cancer-terms/def/clinical-research 

Human Clinical Research

https://www.cancer.gov/publications/dictionaries/cancer-terms/def/clinical-research
https://www.cancer.gov/publications/dictionaries/cancer-terms/def/clinical-research
https://www.cancer.gov/publications/dictionaries/cancer-terms/def/clinical-research
https://www.cancer.gov/publications/dictionaries/cancer-terms/def/clinical-research
https://www.cancer.gov/publications/dictionaries/cancer-terms/def/clinical-research
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Contribute to the development of high-quality and accessible human research,

promoted by a greater diversity of stakeholders and focused on underrepresented

areas — strengthening the Global Research Ecosystem across multiple dimensions,

including at local and community levels.

Develop activities related to the implementation and monitoring of health research

studies, aligned with WHO guidelines, regulatory agencies, ethical principles, and the

2030 Sustainable Development Goals (SDGs), centered on research participants and

tailored to the specific characteristics of each population group, community, and the

scientific needs of each project.

Objectives



Accessibility 

Equity

Diversity

Cooperation

Compliance

NGO/NGDO

Scientific Societies

Citizens’ Organizations

Foundations

Public Entities

P

R

O

J

E

C

T

Values



P

R

O

J

E

C

T Ensure high-quality 

activities in accordance 

with applicable 

legislation, ethical 

principles, 

best practices.

.

Prioritize research 

addressing the needs 

of underserved 

populations and 

research teams.
Diversity

Foster partnerships 

with diverse 

stakeholders and 

disciplines to enrich 

research outcomes 

and impact.

Advance open science 

through cross-sector 

collaboration and shared 

resources, outcomes.

Collaboration 

Accessibility

Equity 

Compliance

Ensure inclusive 

access to research 

support services 

across all 

disciplines, regions, 

teams.

Values
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✓ Non-Governmental Organizations

✓ Citizen Organizations

✓ Scientific Societies

✓ Foundations

✓ Public/Governmental Entities

Project Target 
Entities

Research-Promoting Entities searching for 

Specialized and Accessible Research Support Services:

Child Health & 

Development

Rare Diseases 

Women´s 

Health

Fetal 

Health

Oncology

Infecciology

Mental 

Health

Clinical Areas
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✓ Non-Governmental Organizations

✓ Citizen Organizations

✓ Scientific Societies

✓ Foundations

✓ Public/Governmental Entities

Project Target 
Entities

Research-Promoting Entities searching for 

Specialized and Accessible Research Support Services:

Monoparental 

Families

People with 

Disabilities

Women

Migrants

Homeless

PWUD

Children 

Inprison

Vulnerable and 

underrepresented 

population groups



Across 
different 
stages of 
the Study 
Life Cycle

Develop activities related to the implementation and monitoring of health research studies,

aligned with WHO guidelines, regulatory agencies, ethical principles, and the 2030 Sustainable

Development Goals (SDGs), centered on research participants and tailored to the specific

characteristics of each population group, community, and the scientific needs of each project.
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Activities

Human



Defining the Essential Elements 

underlaying INVpath activities Matrix

within each study
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Definitions



Local 

Specificities

Study Scientific 

Specificities

Operational

Technical-Scientific

Regulatory Ethical 

Good Practices

LogisticsValues

Subject

Group

Sponsor

Time

Resources

Diagram illustrating the essential 

elements that underpin INVpath activities 

matrix at each stage of a study.
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o Individual / Group / 

Population-level

o Location

o Values

o Resources

“Adaptation is to the experienced environment”

“Study IMPLEMENTATION” “EXISTING CONTEXT”

Contexts of the Study

Local 

SpecificitiesValues

Subject

Group

Sponsor

Time

Resources

Definitions



o Central Element of all study activities

o Focus on Safety, Wellbeing and Rights Protection

o Part of a group and a context (Community)

o Individual uniqueness and contributor to global diversity

Subject

Group
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E
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T

Definitions
Participant Subject
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Trial Participant: An individual who participates in a

clinical trial who is expected to receive the

investigational product(s) or as a control. ICH E6(R3) 

Principles of the Belmont Report

✓Respect/Autonomy (Voluntary ICF) 

✓Beneficence/Non-maleficence (Risk-Benefit)

✓Justice (Fair and non-discriminatory)

Definitions
Participant Subject
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Trial Participant → RIGHTS PROTECTION ICH E6(R3) 

✓Informed Consent Form

✓Data Protection

✓Safety

Definitions
Participant Subject



Subject

Group

ICF Template, ICF Process, Documented Evidence:

o Template specificities per ICH-GCPs, National/Local EC

(site) and legislation;

o Is there any specificities/barriers we can anticipate in the

ICF consent process, related to the Patient Pop. and/or

underlying disease?

o How/What are the local procedures or practices related to

ICF process and its documentation requirements? Minors,

reconsenting, WD, partial consenting?

o Electronic ICF process: How and where may the eIC process

be conducted?
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Use of Electronic Informed 
Consent in Clinical Investigations 
– Questions and Answers | FDA

Definitions
Participant Subject

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/use-electronic-informed-consent-clinical-investigations-questions-and-answers
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/use-electronic-informed-consent-clinical-investigations-questions-and-answers
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/use-electronic-informed-consent-clinical-investigations-questions-and-answers
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/use-electronic-informed-consent-clinical-investigations-questions-and-answers
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Regulation - 536/2014 - EN - EUR-Lex

Definitions
Participant Subject

https://eur-lex.europa.eu/eli/reg/2014/536/oj/eng
https://eur-lex.europa.eu/eli/reg/2014/536/oj/eng
https://eur-lex.europa.eu/eli/reg/2014/536/oj/eng
https://eur-lex.europa.eu/eli/reg/2014/536/oj/eng
https://eur-lex.europa.eu/eli/reg/2014/536/oj/eng
https://eur-lex.europa.eu/eli/reg/2014/536/oj/eng
https://eur-lex.europa.eu/eli/reg/2014/536/oj/eng
https://eur-lex.europa.eu/eli/reg/2014/536/oj/eng
https://eur-lex.europa.eu/eli/reg/2014/536/oj/eng


GDPR and Study Participants’ Rights:

o Legal wording described in the ICF related to GDPR;

o Is there a responsive and available independent ECs contact to

immediately answer effectively to any questions or concerns from

Participants, independent from Medical Team and Sponsor?

o Take action regarding follow up of removal of Consent at any

stage of the study, including after completion?

o Access to relevant clinical information collected for study

purposes, e.g. specific genetic analysis, exams, study outcomes?
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https://health.ec.europa.eu/document/downlo
ad/f7be57c2-f40b-45cd-b0e9-b9d00f1234f9_en 

https://www.edpb.europa.eu/our-work-
tools/our-documents/opinion-art-70/opinion-
32019-concerning-questions-and-answers_en 

Definitions
Participant Subject

https://health.ec.europa.eu/document/download/f7be57c2-f40b-45cd-b0e9-b9d00f1234f9_en
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Subject

Group

Trial Participant: An individual who participates in a clinical trial

who is expected to receive the investigational product(s) or as a

control. ICH E6(R3) 
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• Part of a group and a context (Community)

• Individual uniqueness and contributor to global diversity

Definitions
Participant Subject
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GUIDELINE FOR GOOD CLINICAL PRACTICE

ICH 

E5(R1) 

GROUP/POPULATION DIVERSITY within each study’s

implementation context (including ethnic factors) can influence

the effects (safety and efficacy) of medicines and the risk/benefit

assessment, with Potential Impact on Individuals/groups safety.

Definitions
Participant Subject

https://database.ich.org/sites/default/files/E5_R1__Guideline.pdf
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GROUP/POPULATION DIVERSITY characterization Parameters

Extrinsic Ethnic Factors: associated with the environment and culture in

which a person resides. Extrinsic factors tend to be less genetically and

more culturally and behaviorally determined. E.g. social and cultural aspects

of a region such as medical practice, diet, use of tobacco, use of alcohol,

exposure to pollution and sunshine, socio-economic status, compliance with

prescribed medications, and, particularly important to the reliance on studies

from a different region, practices in clinical trial design and conduct.

Intrinsic Ethnic Factors: help to define and identify a sub population and may

influence the ability to extrapolate clinical data between regions. Examples of

intrinsic factors include genetic polymorphism, age, gender, height, weight,

lean body mass, body composition, and organ dysfunction.

Definitions

ICH 

E5(R1) 

Participant Subject
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Drug Development Through the Prism of Biomarkers: 
Current State and Future Outlook - AAPS Newsmagazine

✓ Biomarkers → precision medicine to drug

development by identifying specific molecular or

genetic characteristics of a disease or patient

population → development of more focused clinical

trials, with a greater likelihood of success.

✓ Customized therapies → more personalized

treatment approaches→ better outcomes.

✓ Multi-omics, digital biomarkers, AI and machine

learning, real world data and patient-centricity.

✓ Technological advances → transform how we

diagnose, treat, and prevent diseases.

Precision Medicine and Biomarkers

It is necessary to identify novel factors and biomarkers that, in combination, more precisely 

and efficiently stratify individuals into relevant subgroups, enhancing the prediction of the 

safety profiles of medicines and interventions.

https://www.aapsnewsmagazine.org/articles/new-page/apr23/elearning-apr23
https://www.aapsnewsmagazine.org/articles/new-page/apr23/elearning-apr23
https://www.aapsnewsmagazine.org/articles/new-page/apr23/elearning-apr23
https://www.aapsnewsmagazine.org/articles/new-page/apr23/elearning-apr23
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Precision Medicine and Biomarkers
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Considering group/population diversity at each local

context (including intrinsic and extrinsic variability

factors) is essential to ensure an adequate and

meaningful research design and outcomes

ICH E5(R1) 

Definitions
Participant Subject
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Participant Subject

Trends in the Burden for Patients Participating 
in Industry-Funded Clinical Trials | Therapeutic 
Innovation & Regulatory Science

Definitions

https://link.springer.com/article/10.1007/s43441-025-00805-y?fromPaywallRec=false
https://link.springer.com/article/10.1007/s43441-025-00805-y?fromPaywallRec=false
https://link.springer.com/article/10.1007/s43441-025-00805-y?fromPaywallRec=false
https://link.springer.com/article/10.1007/s43441-025-00805-y?fromPaywallRec=false
https://link.springer.com/article/10.1007/s43441-025-00805-y?fromPaywallRec=false


Culture, Social 

Determinants,

Community 

Engagement
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Definitions
Participant Subject



Subject

Group ✓Social Determinants impacting Subject Participation,

Safety and/or compliance during the study? Index tool of

Protocol Equity and Selectivity could be created for

protocol evaluation?

o Part of an under-served/vulnerable group or population?

o Population diversity represented in the study?

o Community engagement in the research question

definition, study design and study ongoing?

✓Understand how these factors contribute to study

Participant burden: recruitment, daily routine, rights,

safety, health care follow up?
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Definitions
Participant Subject

Culture, Social 

Determinants,

Community 

Engagement



Subject
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ICH Good Clinical Practice E6(R3) • Global Health Training Centre

Culture, Social 

Determinants,

Community 

Engagement

Definitions
Participant Subject

https://globalhealthtrainingcentre.tghn.org/ich-gcp-r3/


Subject

Group

https://www.hra.nhs.uk/about-us/news-
updates/guidance-developing-and-submitting-
inclusion-and-diversity-plan-second-draft/ 

“Key characteristics, common to several

under-served groups:

o Lower inclusion in research than one would

expect from population estimates;

o High healthcare burden that is not matched by

the volume of research designed for the group;

o Important differences in how a group responds

to or engages with healthcare interventions

compared to other groups, with research

neglecting to address these factors”
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Definitions
Participant Subject

https://www.hra.nhs.uk/about-us/news-updates/guidance-developing-and-submitting-inclusion-and-diversity-plan-second-draft/
https://www.hra.nhs.uk/about-us/news-updates/guidance-developing-and-submitting-inclusion-and-diversity-plan-second-draft/
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Key Operational Questions linked to Social Determinants and Equity in Studies:

o How are Participants recruited/given the option to participate?

o What are the traveling requirements to comply with study procedures? Reimbursement/cost

related to travel expenses, meals, work payments/days off, need to be accompanied by an

additional person during the study, are limiting factors for this study? Home-Care Procedures?

o Decentralized studies: Pts self reported data (PROs), adhesion to the study procedures, role of

community stakeholders and sites?

o Is there a significant change in a Participant medical follow up to participate in the study?

Reference medical team change while in the study? Impact on Safety, events fup, Participant

Trust/Confidence/Well being?
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Definitions
Participant Subject



Local 

Specificities
Site

Institution: Any public or private entity or agency or

medical or dental organization in whose remit

clinical trials are conducted. ICH E6(R3) 

Investigator Site: The location(s) where trial-related

activities are conducted and/or coordinated under

the investigator’s/institution’s oversight. ICH E6(R3) 
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Definitions
Local Specificities



Local 

Specificities Investigator: A person responsible for the conduct of the

clinical trial, including the trial participants for whom that

person has responsibility during the conduct of the trial. If a

trial is conducted by a team of individuals, the investigator is

the responsible leader of the team and may be called the

principal investigator. Where an investigator/institution is

referenced in this guideline, it describes expectations that

may be applicable to the investigator and/or the institution in

some regions. Where required by the applicable regulatory

requirements, the “investigator” should be read as

“investigator and/or the institution.” ICH E6(R3) 

P

R

O

J

E

C

T

Definitions
Local Specificities

Site Team



Local 

Specificities

Site Team

Service Provider: A person or organization

(commercial, academic or other) providing a service

used by either the sponsor or the investigator to fulfil

trial-related activities. ICH E6(R3) 

Sub-Investigator: Any individual member of the clinical

trial team designated and under the oversight of the

investigator to perform significant trial-related

procedures and/or to make important trial related

decisions (e.g., associates, residents, research fellows).

ICH E6(R3) 

P

R

O

J

E

C

T

Definitions
Local Specificities



Local 

Specificities

Clinical Site
*Hospital/Clinic 

where clinical team 
supervises main 

Participants study 
procedures and other 

study ativities 

Participants 
decentralized 

Locations
* study 

procedures are 
done, not under 
supervision of 
clinical main 

site/team (home) Other Locations 
*where study 

related activities 
Indirect to 
protocol/ 

Participants are 
done (transport)

Local 

“study physical spaces”

Where? 

P

R

O

J

E

C

T
Decentralized Site 

* Satallite 
locations where 
Participants do 
specific study 

procedures 
related to main 

site team

Definitions
Local Specificities



Local 

Specificities

Local Circuits:

✓ site/region/country:

• Participants/Study

Procedures;

• Samples;

• Data;

• Safety Reporting;

• Medication;

• Supplies (Depots,

Transport, External

facilities, all local

“vendors)

• Equipment.

Where? 

Local Equipment

(study procedures and data):

✓ Collection of identification 

nr., location, Calibration 

certificates;

✓ Maintenance plan and local 

SOPs related to equipment 

used to complete study 

procedures and collect 

data;

✓ Acreditation and 

certification of facilities and 

local practices.

P

R

O

J

E

C

T
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Local 

Specificities

Who? 

P

R

O

J

E

C

T

Clinical Site
*Hospital/Clinic 

clinical team that 
supervises main 

Participants study 
procedures and other 

study ativities 

Participants 
decentralized 

Locations
* Other team not 
related to main 

site team

Other Locations 
*Vendors teams 
related to local 

transport of 
Patients to sites; 
study Payments; 

shipment of 
samples.

Local  

“Study Team”

Decentralized Site 
• Site team located 

at Satallite 
locations where 
Participants do 
specific study 

procedures

Definitions
Local Specificities



Local 

Specificities

Identification of persons doing study related procedures:

• Qualified, Experienced, trained and in sufficient number

to complete the delegated study tasks;

• Documented evidence of timely delegation by PI;

• Essential documents provided: CV, Training docs, study

contract; Delegation Log, other site docs listing study

team and roles.

Who? 

P

R

O

J

E

C

T Identification/contacts and working hours of Site Personal,

responsible for Key study procedures:

• To delivery of study supplies (pharmacy, lab, etc.)

Definitions
Local Specificities



Local 

Specificities

Clinical Site
*Hospital/Clinic 

clinical team that 
supervises main 

Participants study 
procedures and other 

study ativities 

Participants 
decentralized 

Locations
* Other team not 
related to main 

site 

Other Locations 
*Vendors teams 
related to local 

transport of 
Patients to sites; 
study Payments; 

shipment of 
samples.

Local Study Teams

*Local Vendors

• Transport Pts to sites;

• Shipment of samples, meds, Pts 

materials from sites or Pts;

• Local PV services;

• Local Calibration/Maintenance 

services 

• Reimbursement of Expenses to Pts

*Nurses, psychologists, social,

healthcare workers, peers at

homecare or community-based,

relevant to study, not under main

site team supervision.

P

R

O

J

E

C

T

*Principal Investigator

*Sub-Investigator

*Nurses, Study 

coordinators

*Lab technicians

*Imaging, radiology

*ECGs

*Pharmacists

*Other (specific protocol)

Decentralized Site 
Site team located 

at Satallite 
locations where 
Participants do 
specific study 

procedures

Definitions
Local Specificities



Local 

Specificities

HOW? 

✓ Understand and evaluate local procedures, quality control at 

local sites/providers, that impact study conduct;

✓ Collaborate and support sites/providers in the creation and 

improvement of procedures and quality control essential to 

study conduct at local level; 

Quality Control (QC): The operational techniques and activities undertaken to verify 

that the requirements for quality of the trial-related activities have been fulfilled. 

ICH E6(R3)
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Local 

Specificities

o Each site and site team is unique and different, resulting from

combination of multiple local specificities: qualified human resources in

sufficient number, time/availability, organization/stability, equipment/

facilities;

o Geographical locations can influence different practices within the study

(e.g. climate, political stability, legislation), without invalidate protocol

activities. It is essential to define the level of flexibility and adaptability of

the protocol and access it, in detail, during feasibility, qualification and

study development, merging it with local specificities.

P

R

O

J

E

C

T

Critical local factors impacting study implementation and

development at each site.

Definitions
Local Specificities



Sponsor

Time

Resources

Sponsor-Investigator: An individual who both 

initiates and conducts, alone or with others, a clinical 

trial, and under whose immediate direction the 

investigational product is administered to, dispensed 

to or used by a participant. The term does not include 

any person other than an individual (e.g., the term 

does not include a corporation or an agency). The 

obligations of a sponsor-investigator include both 

those of a sponsor and those of na investigator.

Sponsor: An individual, company, institution or 

organisation that takes responsibility for the 

initiation, management and arrangement of the 

financing of a clinical trial. A clinical trial may have 

one or several sponsors where permitted under 

regulatory requirements. All sponsors have the 

responsibilities of a sponsor set out in this 

guideline. In accordance with applicable regulatory 

requirements, sponsors may decide in a 

documented agreement setting out their respective 

responsibilities. Where the documented agreement 

does not specify to which sponsor a given 

responsibility is attributed, that responsibility lies 

with all sponsors.
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R

O

J

E

C

T

ICH E6(R3) 

Definitions
Sponsor



Sponsor

Time

Resources

✓ All health and social care research should have a sponsor; 

✓ Non-Commercially Sponsored Research NCSR, is funded 

by public bodies; local authorities, universities or charities;

✓ NCSR financed can by Commercial Sponsors via grants;

✓ Commercially Sponsored Research (Pharma Ind.)

https://www.hra.nhs.uk/about-us/what-we-do/our-performance/commercially-and-non-commercially-sponsored-research/ 
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Definitions
Sponsor

https://www.hra.nhs.uk/about-us/what-we-do/our-performance/commercially-and-non-commercially-sponsored-research/
https://www.hra.nhs.uk/about-us/what-we-do/our-performance/commercially-and-non-commercially-sponsored-research/
https://www.hra.nhs.uk/about-us/what-we-do/our-performance/commercially-and-non-commercially-sponsored-research/
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https://www.hra.nhs.uk/about-us/what-we-do/our-performance/commercially-and-non-commercially-sponsored-research/
https://www.hra.nhs.uk/about-us/what-we-do/our-performance/commercially-and-non-commercially-sponsored-research/
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https://www.hra.nhs.uk/about-us/what-we-do/our-performance/commercially-and-non-commercially-sponsored-research/
https://www.hra.nhs.uk/about-us/what-we-do/our-performance/commercially-and-non-commercially-sponsored-research/


Sponsor

Time

Resources

https://bmcinthealthhumrigh
ts.biomedcentral.com/articles
/10.1186/s12914-015-0073-8 

✓ Single sponsor, multi-sponsors, Consortium

✓ Type of Research Study and Dimensions of the Research

✓ Specific characteristics of Non-Commercial Clinical 

Research, main limiting factors and difficulties (Guidelines?)

✓ Risk factors for Non-Commercial Sponsors, Studies and 

Participants

P

R

O

J

E

C

T

Definitions
Sponsor

https://bmcinthealthhumrights.biomedcentral.com/articles/10.1186/s12914-015-0073-8
https://bmcinthealthhumrights.biomedcentral.com/articles/10.1186/s12914-015-0073-8
https://bmcinthealthhumrights.biomedcentral.com/articles/10.1186/s12914-015-0073-8
https://bmcinthealthhumrights.biomedcentral.com/articles/10.1186/s12914-015-0073-8
https://bmcinthealthhumrights.biomedcentral.com/articles/10.1186/s12914-015-0073-8
https://bmcinthealthhumrights.biomedcentral.com/articles/10.1186/s12914-015-0073-8
https://bmcinthealthhumrights.biomedcentral.com/articles/10.1186/s12914-015-0073-8
https://bmcinthealthhumrights.biomedcentral.com/articles/10.1186/s12914-015-0073-8
https://bmcinthealthhumrights.biomedcentral.com/articles/10.1186/s12914-015-0073-8
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Sponsor

https://accelerating-clinical-trials.europa.eu/our-work/support-non-commercial-sponsors_en  

https://accelerating-clinical-trials.europa.eu/our-work/support-non-commercial-sponsors_en
https://accelerating-clinical-trials.europa.eu/our-work/support-non-commercial-sponsors_en
https://accelerating-clinical-trials.europa.eu/our-work/support-non-commercial-sponsors_en
https://accelerating-clinical-trials.europa.eu/our-work/support-non-commercial-sponsors_en
https://accelerating-clinical-trials.europa.eu/our-work/support-non-commercial-sponsors_en
https://accelerating-clinical-trials.europa.eu/our-work/support-non-commercial-sponsors_en
https://accelerating-clinical-trials.europa.eu/our-work/support-non-commercial-sponsors_en
https://accelerating-clinical-trials.europa.eu/our-work/support-non-commercial-sponsors_en
https://accelerating-clinical-trials.europa.eu/our-work/support-non-commercial-sponsors_en
https://accelerating-clinical-trials.europa.eu/our-work/support-non-commercial-sponsors_en
https://accelerating-clinical-trials.europa.eu/our-work/support-non-commercial-sponsors_en
https://accelerating-clinical-trials.europa.eu/our-work/support-non-commercial-sponsors_en
https://accelerating-clinical-trials.europa.eu/our-work/support-non-commercial-sponsors_en
https://accelerating-clinical-trials.europa.eu/our-work/support-non-commercial-sponsors_en


VALUES

✓ Purpose and Objectives of the research 

✓ Funding and research Sponsors’ goals

✓ Research Implementation characteristics

✓ Research distribution and 

representativeness

✓ Benefit of Research Outcomes

Accessibility 

Equity

Diversity

Cooperation

Compliance

P

R

O

J

E

C

T

Definitions Values



VALUES

P

R

O

J

E

C

T

• Specific Responsibilities/duties with respect to the trial:

✓ Funder considers the scientific and financial risks 

✓ Sponsor is concerned about the legal and reputational risks 

✓ Healthcare organization considers the compatibility with its duty of 

care to patients. 

• Core set of responsibilities:

✓ Safety of the participants and the integrity

✓ Reliability  and high-quality results. 

MRC/DH/MHRA Joint Project

Definitions Values

https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_data/file/343677/Risk-adapted_approaches_to_the_management_of_clinical_trials_of_investigational_medicinal_products.pdf
https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_data/file/343677/Risk-adapted_approaches_to_the_management_of_clinical_trials_of_investigational_medicinal_products.pdf
https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_data/file/343677/Risk-adapted_approaches_to_the_management_of_clinical_trials_of_investigational_medicinal_products.pdf
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Good Participatory 
Practice: Guidelines for 
biomedical HIV 
prevention trials, 
second edition - AVAC

Definitions Values

https://avac.org/resource/report/good-participatory-practice-guidelines-for-biomedical-hiv-prevention-trials-second-edition/
https://avac.org/resource/report/good-participatory-practice-guidelines-for-biomedical-hiv-prevention-trials-second-edition/
https://avac.org/resource/report/good-participatory-practice-guidelines-for-biomedical-hiv-prevention-trials-second-edition/
https://avac.org/resource/report/good-participatory-practice-guidelines-for-biomedical-hiv-prevention-trials-second-edition/
https://avac.org/resource/report/good-participatory-practice-guidelines-for-biomedical-hiv-prevention-trials-second-edition/
https://avac.org/resource/report/good-participatory-practice-guidelines-for-biomedical-hiv-prevention-trials-second-edition/
https://avac.org/resource/report/good-participatory-practice-guidelines-for-biomedical-hiv-prevention-trials-second-edition/


Study Scientific Specificities

Study Scientific 

Specificities

P

R

O

J

E

C

T

o Clinical Area

o Mechanisms and dynamics of the disease and 

target population

o Type of study (e.g. protocol design, methodology, 

study phase)

o Technology used in the product, medical device or 

other intervention under investigation or testing

Definitions



Study Scientific Specificities

Study Scientific 

Specificities

P

R

O

J

E

C

T

To answer a QUESTION(s) contextualized in a “State-of-art” of 

KNOWLEDGE and PROCEDURES

aiming to GENERATE NEW VALID KNOWLEDGE about a 

PROCESS, part of the CONTEXT or REALITY 

KNOWLEDGE EVOLUTION (Real World)

Definitions

“Adaptation is to the experienced environment”

“Study IMPLEMENTATION” “EXISTING CONTEXT”

Local 

Specificities

Values

Subject

Group

Sponsor

Time

Resources



Study Scientific 

Specificities

P

R

O

J

E

C

T

“Science is characterized by systematic observation

and experimentation, inductive and deductive

reasoning, and the formation and testing of

hypotheses and theories. The details of how these are

carried out can vary greatly, but these characteristics

are common to all scientific activity.”

https://pmc.ncbi.nlm.nih.gov/articles/PMC9710407/ 

Study Scientific SpecificitiesDefinitions

https://pmc.ncbi.nlm.nih.gov/articles/PMC9710407/


Study Scientific 

Specificities

P

R

O

J

E

C

T

https://pmc.ncbi.nlm.nih.gov/articles/PMC9710407/ 

“The choice and selection of a particular

methodology depends on factors such as the

hypothesis to investigate, the research question or

statement of the problem, the objectives, the nature

of the study, the study population and controls,

intervention and variables.”

“Selecting an appropriate methodology is essential to

obtain valid results.”

Study Scientific SpecificitiesDefinitions

https://pmc.ncbi.nlm.nih.gov/articles/PMC9710407/


Study Scientific 

Specificities

✓ Intervention, Risk & Complexity → Key impact areas for Study

Implementation (1/3)

o Adequate understanding of the disease, biological processes; is

the Protocol design based on the most up-to-date and

comprehensive scientific evidence? How is this information

delivered/accessed across the different elements to ensure

effective understanding?

o Adequate understanding of technical, specialized, and complex

nature of study procedures (e.g. Biological sample handling:

collection, processing, storage, shipment, and analysis;

Treatment/intervention mechanisms, stability requirements,

Interactions)

P

R

O

J

E

C

T

Study Scientific SpecificitiesDefinitions



Study Scientific 

Specificities

✓ Intervention, Risk & Complexity → Key impact areas for Study

Implementation (2/3)

o Study Participant burden: recruitment, daily routine, rights, and

safety;

o Impact of study complexity and duration, to its implementation at

local site/teams (selection, qualification and resources

management during the all stages of the study);

o Understand how complex assessments are translated into

vendors selection and local organization (ensuring selection of

quality and certified vendors) without compromising scientific key

elements of the study protocol or Participants safety;

P

R

O

J

E

C

T

Study Scientific SpecificitiesDefinitions



Study Scientific 

Specificities

✓ Intervention, Risk & Complexity → Key impact areas for Study

Implementation (3/3)

o Adaptive capacity of study to integrate new information and safety

data information (per EC/CA and legal requirements);

o Safety reporting processes and their impact on site-level

management and compliance;

o Data collection and analysis complexity during the all stages and

milestones of the study (safety).

P
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O

J

E

C

T

Study Scientific SpecificitiesDefinitions



Study Scientific 

Specificities

P

R

O

J

E

C

T

Reliability and validity of the results are dependent on:

o The overall study design and selection of methodology:

well-defined objectives, reproducible methodology,

diligent data collection and analysis to minimize errors

and bias, and efficient reporting of the findings.

o The understanding of the study scientific specificities,

including the research methodology, to effectively,

adequately translate/implement the study into practical

execution.

Study Scientific SpecificitiesDefinitions



Operational

Technical-Scientific

Regulatory Ethical 

Good Practices

Logistics

Local 

Specificities

Study Scientific 

Specificities

Values

Subject

Group

Sponsor

Resources

Importance of 

the context; 

Flexibility

Characterize 

the implementation 

determinants and evaluate

implementation efforts.

P

R

O

J

E

C

T

Study Implementation ActivitiesDefinitions



The “making” of effectively translating the study protocol into 

reality—by applying a diverse set of rules, principles, methods, 

activities, and tools—so that the knowledge generated from the 

study is scientifically valid, reliable, and representative of the 

reality being investigated by the study protocol.

P

R

O

J

E

C

T

To answer a QUESTION(s) contextualized in a “State-of-art” of KNOWLEDGE and PROCEDURES 

aiming to GENERATE NEW VALID KNOWLEDGE about a PROCESS, part of the CONTEXT or REALITY 

KNOWLEDGE EVOLUTION (Real World)

Definitions

“Adaptation is to the experienced environment”

“Study IMPLEMENTATION” “EXISTING CONTEXT”

Local 

Specificities
Values

Subject

Group

Sponsor

Resources

Operational

Technical-Scientific

Regulatory Ethical 

Good Practices

Logistics

Study Implementation Activities

Study Scientific 

Specificities



Operational

Technical-Scientific

Regulatory Ethical 

Good Practices

Logistics
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J

E

C

T

Definitions Study Implementation Activities

https://cancercontrol.cancer.gov/is

field is still considered “young”

“Implementation science (IS) is the study of methods to promote

the adoption and integration of evidence-based practices and

interventions into routine health care and public health settings

to improve our impact on population health. This discipline is

characterized by a variety of research designs and

methodological approaches, partnerships with key stakeholder

groups (e.g., patients, providers, organizations, systems, and/or

communities), and the development and testing of ways to

effectively and efficiently integrate evidence-based practices

and interventions into routine health settings.”

Implementation Science

https://cancercontrol.cancer.gov/is


Operational

Technical-Scientific

Regulatory Ethical 

Good Practices

Logistics
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Definitions Study Implementation Activities

Implementation Science

o IS includes both implementation research (IR) and practice, with 

IR forming part of the continuum of translational research → basic 

science, clinical, and population health-based research, testing 

novel therapeutic strategies  and accelerating these therapeutic 

interventions into clinical practice with the goal of improving 

patient outcomes (PRECISION MEDICINE).  

o IS is broader than implementation itself; implementation practice

uses systematic methods to adopt best practices, whereas IS

seeks to understand how/why the adoption of best practices

either occurs or fails.
Barr J, Paulson SS, Kamdar B, Ervin JN,

Lane-Fall M, Liu V, Kleinpell R. The

Coming of Age of Implementation Science

and Research in Critical Care Medicine.

Crit Care Med. 2021 Aug 1;49(8):1254-

1275.Doi: 10.1097/CCM.0000000000005131.

PMID: 34261925; PMCID: PMC8549627.



Operational

Technical-Scientific

Regulatory Ethical 

Good Practices

Logistics

P
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O

J

E

C

T

Definitions Study Implementation Activities

Implementation Science

o Branch of health services research that uses principles from 

organizational psychology, public health, operations management, 

epidemiology, and behavioral economics to evaluate implementation 

failures and to use this knowledge to develop and test strategies to 

overcome barriers and to close the evidence practice gap. 

o Aims to strengthen the implementation of best practices and the de-

implementation of ineffective practices and to ensure the uptake and 

sustainability of new and existing knowledge and experience. 

Implementation practice tends to use extant knowledge and tools to 

address implementation challenges, while IR is often focused on 

advancing the field of IS itself through the development of theory, 

measures, and innovative study designs.

Barr J, Paulson SS, Kamdar B, Ervin JN,

Lane-Fall M, Liu V, Kleinpell R. The

Coming of Age of Implementation Science

and Research in Critical Care Medicine.

Crit Care Med. 2021 Aug 1;49(8):1254-

1275.Doi: 10.1097/CCM.0000000000005131.

PMID: 34261925; PMCID: PMC8549627.



Operational

Technical-Scientific

Regulatory Ethical 

Good Practices

Logistics
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Definitions Study Implementation Activities

Implementation Science

Barr J, Paulson SS, Kamdar B, Ervin JN,

Lane-Fall M, Liu V, Kleinpell R. The

Coming of Age of Implementation Science

and Research in Critical Care Medicine.

Crit Care Med. 2021 Aug 1;49(8):1254-

1275.Doi: 10.1097/CCM.0000000000005131.

PMID: 34261925; PMCID: PMC8549627.

o Implementation and effectiveness simultaneously in an approach 

known as the “effectiveness-implementation hybrid design”, where 

relationships between implementation and effectiveness can be tested, 

and intervention effectiveness can be interrogated in clinical settings.

o Implementation is aligned with existing quality initiatives; to 

characterize implementation determinants and evaluate 

implementation efforts.

o Flexibility; importance of the context → lessons learned from a local 

QI effort may or may not translate to other critical care settings. 

Ideally, IR and implementation practice teams could work together to 

identify common barriers and facilitators and to identify the most 

promising implementation strategies.



Operational

Technical-Scientific

Regulatory Ethical 

Good Practices

Logistics
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Definitions Study Implementation Activities

Implementation Science

o Clinical trials can be considered beneficial evidence-based 

interventions suffering from poor implementation. Adapting 

implementation science approaches to the clinical trial context can 

provide frameworks for contextual assessment, outcome 

measurement, targeted interventions, and a shared vocabulary for 

clinical trial improvement. 

o Additionally, exploring implementation frameworks in the trial context 

can advance the science of implementation through both “test cases” 

and providing fertile ground for implementation intervention design 

and testing.https://implementationscienceco
mms.biomedcentral.com/articles
/10.1186/s43058-022-00355-6 

https://implementationsciencecomms.biomedcentral.com/articles/10.1186/s43058-022-00355-6
https://implementationsciencecomms.biomedcentral.com/articles/10.1186/s43058-022-00355-6
https://implementationsciencecomms.biomedcentral.com/articles/10.1186/s43058-022-00355-6
https://implementationsciencecomms.biomedcentral.com/articles/10.1186/s43058-022-00355-6
https://implementationsciencecomms.biomedcentral.com/articles/10.1186/s43058-022-00355-6
https://implementationsciencecomms.biomedcentral.com/articles/10.1186/s43058-022-00355-6
https://implementationsciencecomms.biomedcentral.com/articles/10.1186/s43058-022-00355-6
https://implementationsciencecomms.biomedcentral.com/articles/10.1186/s43058-022-00355-6
https://implementationsciencecomms.biomedcentral.com/articles/10.1186/s43058-022-00355-6


Operational

Technical-Scientific

Regulatory Ethical 

Good Practices

Logistics
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Definitions Study Implementation Activities

Implementation Science

“is the interaction between the innovation, the 

intended adopter(s), and the context that 

determines the innovation adoption rate”

Identified five major domains of variables that interact to influence the 

adoption of an innovation: 

1) the characteristics of the innovation (i.e., strength of evidence, relative 

advantage, compatibility, etc.); 

2) the inner setting (i.e., the structural and cultural characteristics of the 

organization); 

3) the outer setting (i.e., regulatory policies and payment models); 

4) the characteristics of the individuals involved (i.e., knowledge, beliefs, 

receptiveness to change); and 

5) the implementation processes used (e.g., bottom-up vs top-down 

decision making)

Barr J, Paulson SS, Kamdar B, Ervin JN,

Lane-Fall M, Liu V, Kleinpell R. The

Coming of Age of Implementation Science

and Research in Critical Care Medicine.

Crit Care Med. 2021 Aug 1;49(8):1254-

1275.Doi: 10.1097/CCM.0000000000005131.

PMID: 34261925; PMCID: PMC8549627.
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driven by the following requirements:

o Technical-Scientific

o Regulatory-Ethical 

o Guidelines-Good Practices
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Technical-Scientific
Study Protocol 

and Plans

o What type of study and research is going to be conduct. 

o Definition and characterization of the research will guide many 

of the operational steps and also what regulations and 

guidelines/plans are required to create and follow.

o The risk and complexity of the protocol, will define many of 

the requirements in terms of operational needs and also 

complying with regulatory requirements.

https://processmap.tghn.org/?mapnode
=characterise-study-identify-regulations 

Definitions Study Implementation Activities
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Study Protocol 

and Plans

Definitions Study Implementation Activities

“Underscoring that clinical trials should be health-needs

driven, evidence based, well designed and well implemented

and be guided by established ethical guidance, including

principles of fairness, equity, justice, beneficence and

autonomy; and that clinical trials should be considered a

shared responsibility“

“Set the stage for ongoing dialogue and collaboration among

global clinical trial stakeholders. The expected outcome is a

comprehensive action plan that will guide efforts to bolster

clinical research capabilities worldwide, ensuring better

health outcomes for all.”



P

R

O

J

E

C

T

Technical-Scientific
Study Protocol 

and Plans

Definitions Study Implementation Activities

Open Source

Tools & Platforms

Valid sources for information and tools to develop health research activities:

• Guidelines; Instructions; Recommendations;

• Templates of essential documents, study protocol, procedures and plans;

• Training materials;

• Data analysis and software.

Identification of Open Source Platforms for:
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Regulatory-Ethical

Global, Country, Site 

Regulatory (legal) and 

Ethical Requirements for 

Research

o Regulatory authorities as well as research ethics committees

and institutional review boards (RECs and IRBs) are the

independent entities responsible for approving clinical trials

initiation and providing oversight, irrespective of the substantial

variation in roles and responsibilities of these bodies across

countries and jurisdictions

o Robust regulatory and ethics review systems safeguards and

oversight research → ensuring that research is conducted

ethically, with rigorous scientific standards, proper safety and

high-quality.

https://www.thelancet.com/jour
nals/langlo/article/PIIS2214-
109X%2824%2900515-1/fulltext 
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ICH Good Clinical Practice E6(R3) • Global Health Training Centre
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https://globalhealthtrainingcentre.tghn.org/ich-gcp-r3/
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Regulatory-Ethical

Global, Country, Site 

Regulatory (legal) and 

Ethical Requirements for 

Research

Research need to be approved 

by committees required by:

1. Country’s legal requirements

2. Institutional requirements

3. Funder’s requirements

4. Collaborator requirements

Ethics Committees comprise a nr. of members, who

collectively have the qualifications and experience to review

and evaluate the science, medical aspects, and ethics of the

proposed trial. ICH GCP recommends to include at least 5

members; at least 1 member whose primary area of interest

is non-scientific; at least 1 member who is independent of the

institution/site. Only those EC members who are independent

of the investigator and the sponsor of the trial should

vote/provide opinion on a trial-related matter.

https://processmap.tghn.org/?mapnode=submit-ethics-review 

Definitions Study Implementation Activities
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Regulatory-Ethical

Global, Country, Site 

Regulatory (legal) and 

Ethical Requirements for 

Research

https://processmap.tgh
n.org/?mapnode=clinic
al-trial-authority-review 

A Regulatory Agency is an organization that oversees clinical

research within a specific area or jurisdiction. In contrast, a National

Regulatory Authority (NRA) oversees the full spectrum of regulatory

processes related to product development, such as clinical trial

approval and market authorization at the national level.

It’s important to check the authorities involved for each country in

your research and procedure requirements. NRAs are responsible for

ensuring that clinical trials are scientifically sound, that they will

result in data that will support regulatory decision making, and that

the rights and safety of clinical trial participants are protected.

Definitions Study Implementation Activities
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Regulatory-Ethical

Global, Country/Local 

Regulatory (legal) and 

Ethical Requirements for 

Research

https://clinregs.niaid.nih.gov/ 

National Competent Authorities

e.g. FDA, EMA, AMA

e.g. INFARMED, AEMPS, MHCTR

https://www.ema.europa.eu/en/partners-
networks/eu-partners/eu-member-states/national-
competent-authorities-human 

EU National Research Ethics 

Committees  
https://eurecnet.eu/about-eurec/about-us/ 

International Regulatory Agencies

https://www.who.int/groups/research-ethics-review-committee 

WHO Research Ethics Review Committee 

Definitions Study Implementation Activities
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https://www.ich.org/ 

International Council for Harmonisation of Technical 

Requirements for Pharmaceuticals for Human Use (ICH)
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https://www.ich.org/
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International Council for Harmonisation of Technical 

Requirements for Pharmaceuticals for Human Use (ICH)

Definitions Study Implementation Activities

Good Clinical Practice (GCP)

Standard for the planning, initiating, performing, recording, oversight, evaluation, 

analysis and reporting of clinical trials that provides assurance that the data and 

reported results are reliable and that the rights, safety and well-being of trial 

participants are protected.

https://database.ich.org/sites/default/files/ICH_E6%28R3%29_Step4_FinalGuideline_2025_0106.pdf 

https://database.ich.org/sites/default/files/ICH_E6%28R3%29_Step4_FinalGuideline_2025_0106.pdf
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https://database.ich.org/sites/default/files/ICH_E6%28R3%29
_Step%204_Presentation_2025_0123.pdf 

https://database.ich.org/sites/default/files/ICH_E6%28R3%29_Step 4_Presentation_2025_0123.pdf
https://database.ich.org/sites/default/files/ICH_E6%28R3%29_Step 4_Presentation_2025_0123.pdf
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https://database.ich.org/sites
/default/files/ICH_E6%28R3%
29_Step%204_Presentation_2
025_0123.pdf 
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https://database.ich.org/sites/default/files/ICH_E6%28R3%29_Step4_FinalGuideline_2025_0106.pdf 
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Good Participatory Practice: Guidelines for biomedical HIV 
prevention trials, second edition - AVAC

https://avac.org/resource/report/good-participatory-practice-guidelines-for-biomedical-hiv-prevention-trials-second-edition/
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Good Participatory 
Practice: Guidelines 
for biomedical HIV 
prevention trials, 
second edition - AVAC
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What “spaces” do citizens 

organizations and community groups 

(can) occupy in Clinical Research?
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“Participation spaces” 

citizen and community 

organizations, 

enhancing research 

study development, 

implementation, 

conduct and impact.
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Definitions
What “participation spaces” do 

community groups can have in the 

study?

Promote Local Research and Community 

Data; be a member of Global Research 

Consortium financing Independent 

research aligned with community needs 

and reality.

Be “study providers”, mainly in 

decentralized studies, supporting 

Patient’s recruitment, compliance with 

study procedures, follow up and safety 

reporting; new “community space located 

in a neighborhood” where study 

procedures can be conducted.

Advisors at different phases of 

the study: protocol development,  

study feasibility, qualification, 

implementation/development.

Significant Ethical Impact in the 

Research Ecosystem, enhancing 

accessibility, equity, safety, 

compliance, representativity and 

implementation of studies with real 

world impact (RWE).
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https://itpcglobal.org/2025/07/21/intelligent-health-monitoring-why-community-data-must-be-part-of-the-system/ 
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Vulnerable Populations and
underrepresented ACTION

https://www.euronpud.net/wp-content/uploads/2025/07/Scaling-Up-Community-Involvement.pdf 

Integration into the Global Health 
Research Ecosystem

Mitigation of Social Determinants Factors limiting
Clinical Research Implementation:

o Advisors on Health Programs;

o Identification of needs that underly Research 
Purpose;

o Protocol Designs and at all stages  of the studies 
life cycle, including at Ethical Evaluation, Safety 
and data monitoring systems, study results 
outcomes sharing among Participant Populations.

o Community organizations and stakeholders with 
capacity to promote valid and meaningful  health 
research;

o Real World Health Data collected by Community 
that contributes to overall decisions on Programs 
and resources distribution within the Research 
Ecossystem.

https://www.euronpud.net/wp-content/uploads/2025/07/Scaling-Up-Community-Involvement.pdf
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On the RISE: Controls in Rare Disease Clinical Trials for Small and 
Diminishing Populations

https://healthpolicy.duke.edu/events/rise-controls-rare-disease-clinical-trials-small-and-diminishing-populations
https://healthpolicy.duke.edu/events/rise-controls-rare-disease-clinical-trials-small-and-diminishing-populations
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52-62_acori_whitepaper.pdf

ACCC Community Oncology 
Research Institute

https://www.accc-cancer.org/docs/documents/oncology-issues/articles/2025/volume-40-number-2/52-62_acori_whitepaper.pdf?sfvrsn=276e7098_5
https://www.accc-cancer.org/docs/documents/oncology-issues/articles/2025/volume-40-number-2/52-62_acori_whitepaper.pdf?sfvrsn=276e7098_5
https://www.accc-cancer.org/docs/documents/oncology-issues/articles/2025/volume-40-number-2/52-62_acori_whitepaper.pdf?sfvrsn=276e7098_5
https://www.accc-cancer.org/home/learn/community-oncology-research/accc-community-oncology-research-institute
https://www.accc-cancer.org/home/learn/community-oncology-research/accc-community-oncology-research-institute
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Study Life Cycle

https://globalhealthtrials.tghn.org/resources/downloadable-tools-and-templates/ 

Definitions

https://globalhealthtrials.tghn.org/resources/downloadable-tools-and-templates/
https://globalhealthtrials.tghn.org/resources/downloadable-tools-and-templates/
https://globalhealthtrials.tghn.org/resources/downloadable-tools-and-templates/
https://globalhealthtrials.tghn.org/resources/downloadable-tools-and-templates/
https://globalhealthtrials.tghn.org/resources/downloadable-tools-and-templates/
https://globalhealthtrials.tghn.org/resources/downloadable-tools-and-templates/
https://globalhealthtrials.tghn.org/resources/downloadable-tools-and-templates/
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https://www.ct-toolkit.ac.uk/routemap
https://www.ct-toolkit.ac.uk/routemap
https://www.ct-toolkit.ac.uk/routemap
https://www.ct-toolkit.ac.uk/routemap
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https://www.ct-toolkit.ac.uk/routemap 

A
B + C

D E

F

G

Study Life CycleDefinitions

https://www.ct-toolkit.ac.uk/routemap
https://www.ct-toolkit.ac.uk/routemap
https://www.ct-toolkit.ac.uk/routemap
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https://pmc.ncbi.nlm.nih.gov/articles/PMC9710407/pdf/jpmh-2022-02-e267.pdf 

Planning

Includes identifying the problem; reviewing literature; 

developing a research question; formulating a hypothesis; 

determining the type of study; selecting a study design; 

identifying the target/study population; establishing 

collaborations with experts and determining the overall 

feasibility of the proposed work including, data collection 

strategy, sampling techniques, statistical analysis and the 

appropriate method to implement the study.

ACTION

“Contact with Sites”; Includes the actionable research, 

implementation of the method in coherence with the 

theoretical concept, randomisation, blinding, application 

of sampling techniques, data collection and statistical 

analysis.

 

Clinical research project devided into two “stages”:

4.3 ICH E6(R3) There should be periodic review of current
scientific knowledge and approaches to determine whether
modifications to the trial are needed, since new or
unanticipated information may arise once the trial has begun.

Study Life CycleDefinitions

https://pmc.ncbi.nlm.nih.gov/articles/PMC9710407/pdf/jpmh-2022-02-e267.pdf
https://pmc.ncbi.nlm.nih.gov/articles/PMC9710407/pdf/jpmh-2022-02-e267.pdf
https://pmc.ncbi.nlm.nih.gov/articles/PMC9710407/pdf/jpmh-2022-02-e267.pdf
https://pmc.ncbi.nlm.nih.gov/articles/PMC9710407/pdf/jpmh-2022-02-e267.pdf
https://pmc.ncbi.nlm.nih.gov/articles/PMC9710407/pdf/jpmh-2022-02-e267.pdf
https://pmc.ncbi.nlm.nih.gov/articles/PMC9710407/pdf/jpmh-2022-02-e267.pdf
https://pmc.ncbi.nlm.nih.gov/articles/PMC9710407/pdf/jpmh-2022-02-e267.pdf
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Clinical research project devided according to its “approval status”: 

Pre-Approval “Start-up”

Includes the study planning stage

and early activities (action stage)

such as evaluation of country and

site feasibility/qualification;

preparation and submission of

study and sites for Regulatory

and Ethical Evaluation/Approval.

All trials go through an approval

process. A trial can't begin to

recruit, until all approvals are

complete.

Study Approval 

Pre-stantartized and organized process 

that consists in the review of the Study 

Protocol by Regulatory Authorities and 

Research Ethics Committee, to ensure 

rights, safety, dignity and wellbeing of

Study Participants, before its recruitment.

Only, and if, all requirements/criteria are

met, study/site is approved.

https://www.cancerresearchuk.org/about-cancer/find-a-clinical-
trial/how-clinical-trials-are-planned-and-organised/how-clinical-
trials-are-approved 

Post-Aproval

“Clinical Development”

Includes the study action stage

activities related to Study

Initiation, Participant’s

recruitment; study monitoring

stages until study close-out

activities. Periodic review of the

trial by the IRB/IEC should also

be conducted in accordance

with applicable regulatory

requirements.

Study Life CycleDefinitions

https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/how-clinical-trials-are-planned-and-organised/how-clinical-trials-are-approved


Close out Feasibility 

Assessment  

QualificationDevelopment

Monitoring

Initiation

Study 

Life Cycle 

Project 

Protocol 

STUDY DESIGN 

and Planning

P

R

O

J

E

C

T

START-UP 

PERIOD

CLINICAL DEV.

PERIOD

APPROVALS GRANTED, 

Start Screening

Study Life CycleDefinitions



P

R

O

J

E

C

T Critical role in the capacity for 

continuous and effective risk 

assessment and management

Placing the “Essential Elements Matrix” 

within the study lifecycle

Study Life CycleDefinitions



Close out
Feasibility 

Assessment  

QualificationDevelopment

Monitoring
Initiation

Project 
Protocol 

Study 

Life Cycle 
Overview of 

Essential 

Elements 

Matrix at each 

step of a 

study

lifecycle

P

R

O

J

E

C

T

Study Life CycleDefinitions



P

R

O

J

E

C

T

✓ Clinical trials vary widely in scale, complexity and cost. Careful

evaluation of critical to quality factors involved in each trial and the

risks associated with these factors will help ensure efficiency by

focusing on activities critical to achieving the trial objectives.

ICH E6(R3)

✓ 4.3. There should be periodic review of current scientific knowledge

and approaches to determine whether modifications to the trial are

needed, since new or unanticipated information may arise once the

trial has begun.

Study Life CycleDefinitions

The Adaptability and 

dynamism of the projects, 

protocols, and planned 

activities result from the 

ability to respond to new 

information, including that 

accessed also during real-

world and local 

Implementation context.

✓ The responsibility of the sponsor entails the implementation

of risk-proportionate approaches to ensure the rights, safety

and well-being of the trial participants and the reliability of

the trial results throughout the clinical trial life cycle.

✓ Risk-based and proportionate approach

to the conduct of a clinical trial.
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ICH E6(R3)
Study Life CycleDefinitions

The Adaptability and 

dynamism of the projects, 

protocols, and planned 

activities result from the 

ability to respond to new 

information, including that 

accessed also during real-

world and local 

Implementation context.

✓ Quality should be built into the scientific and operational design

and conduct of clinical trials. 6.1 6.2 6.3 Quality of a clinical trial

is considered in this guideline as fitness for purpose. Factors

critical to the quality of the trial should be identified

prospectively. These factors are attributes of a trial that are

fundamental to the protection of participants, the reliability and

interpretability of the trial results and the decisions made based

on those trial results. (…) Clinical trial processes, measures and

approaches should be implemented in a way that is

proportionate to the risks to participants and to the importance of

the data collected and that avoids unnecessary burden on

participants and investigators.
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ICH E6(R3)
Study Life CycleDefinitions

The Adaptability and 

dynamism of the projects, 

protocols, and planned 

activities result from the 

ability to respond to new 

information, including that 

accessed also during real-

world and local 

Implementation context.

✓ 7.4 Trial processes should be proportionate to the risks inherent

in the trial and the importance of the information collected.

Risks in this context include risks to the rights, safety and well-

being of trial participants as well as risks to the reliability of the

trial results. The focus should be on the risks associated with

trial participation. For clinical trials involving patients, the focus

should be on risks that go beyond those associated with usual

medical care. The risks relating to investigational products that

have a marketing authorisation when used in the clinical trial

context may differ from the usual care of patients and should be

taken into consideration. Risks to critical to quality factors

should be managed proactively and adjusted when new or

unanticipated issues arise once the trial has begun.
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ICH E6(R3)
Study Life CycleDefinitions

The Adaptability and 

dynamism of the projects, 

protocols, and planned 

activities result from the 

ability to respond to new 

information, including that 

accessed also during real-

world and local 

Implementation context.

✓ The Principles of GCP are designed to be flexible and

applicable to a broad range of clinical trials. This guideline,

along with ICH E8(R1), encourages thoughtful consideration

and planning to address specific and potentially unique

aspects of an individual clinical trial. This includes evaluation

of trial characteristics, such as the design elements, the

investigational product being evaluated, the medical condition

being addressed, the characteristics of the participants, the

setting in which the clinical trial is being conducted, and the

type of data being collected. Careful consideration of factors

relevant to ensuring trial quality is needed for each clinical

trial. The principles are intended to support efficient

approaches to trial design and conduct.
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ICH E6(R3)
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The Adaptability and 

dynamism of the projects, 

protocols, and planned 

activities result from the 

ability to respond to new 

information, including that 

accessed also during real-

world and local 

Implementation context.

E17 General Principles for Planning and Design of Multi-Regional 
Clinical Trials | FDA

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/e17-general-principles-planning-and-design-multi-regional-clinical-trials
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/e17-general-principles-planning-and-design-multi-regional-clinical-trials
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/e17-general-principles-planning-and-design-multi-regional-clinical-trials
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/e17-general-principles-planning-and-design-multi-regional-clinical-trials
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The Dynamic “EXISTING CONTEXT” 

in which the study is developed

Direct CONTEXT

“Study space” context 

The immediate environment, 

knowledge “State-of-art”, setting, or 

conditionsin which the study is 

designed and implemented.

Indirect CONTEXT:

“space” outside the study context

External factors or environments, 

science knowledge fields, not directly 

involved or related to the study but still 

potentially influencing it.

Dynamic “Study IMPLEMENTATION” 
Dynamic “EXISTING CONTEXT” 

Indirect 
CONTEXT

Direct 
CONTEXT

Definitions
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Direct CONTEXT

“Study space” context 

Indirect CONTEXT:

“space” outside the study context

Dynamic “Study IMPLEMENTATION” 
Dynamic “EXISTING CONTEXT” 

Indirect 
CONTEXT

Direct 
CONTEXT

Factors or new Information from 

the direct study CONTEXT that 

could affect the study.

Factors or new Information from 

the indirect CONTEXT that could 

affect the study.

Processes or pathways within the 

study that enable effective detection, 

assessment and integration of new 

information, supporting adequate 

adaptation throughout all phases of 

the study life cycle.

✓Context influences the study and the study 

influences the context

Definitions
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Study Life Cycle

New Information → Refers to unanticipated information 

that may arise after the trial has been planned or begun. 

To determine whether it is associated with a hazard that poses a high risk to the safety,

rights, or well-being of study participants, or that may significantly affect or modify the

study’s risk-benefit assessment, scientific or quality validity, procedures, or documentation.

Changes or modifications made to the research project after the initial approval(s) are

designated as amendments.

Quality 

Risk 
Assessment 

Examples of substantial and non-substantial amendments - Health Research Authority

Definitions

https://www.hra.nhs.uk/approvals-amendments/amending-approval/examples-of-substantial-and-non-substantial-amendments/
https://www.hra.nhs.uk/approvals-amendments/amending-approval/examples-of-substantial-and-non-substantial-amendments/
https://www.hra.nhs.uk/approvals-amendments/amending-approval/examples-of-substantial-and-non-substantial-amendments/
https://www.hra.nhs.uk/approvals-amendments/amending-approval/examples-of-substantial-and-non-substantial-amendments/
https://www.hra.nhs.uk/approvals-amendments/amending-approval/examples-of-substantial-and-non-substantial-amendments/
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Study Life Cycle

New Information: Refers to unanticipated information that

may arise after the trial has been planned or begun.

→ Origin:

✓ Within the study context

✓ Outside the study context 

→ Relevance to the study:

✓ Relevant

✓ Non-Relevant 

Note: It is important to have the capacity to effectively access the most current, accurate,

and complete information across all stages and contexts of study. Often, new information

is simply existing data that was not properly identified or recognized earlier.

Definitions
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Study Life Cycle

New information → Origin

✓ Within the Study Context

o New information from the direct study context:

o Resulting from study systems/planed analysis of the accumulated 

knowledge: interim data analysis, protocol deviations; monitoring 

visits***, such as Safety Unexpected or unknown adverse events in 

participants (SUSARs);

o Participant-Reported Information: New data affecting Participant 

eligibility (e.g. new diagnoses, non-compliance).

o Study Drug Manufacturing: Issues in production, supply, quality, or 

formulation.

o Reported by sites: changes in site personnel, equipment, 

procedures, facilities or vendors;

o Scientific-related community: new knowledge from same study 

field, related studies or experiments; 

o Any other: misconduct reporting.

***Study systems or planed analysis 

mechanisms:

o Pharmacovigilance

o Data Monitoring Committee (DMC)

o Safety Monitoring Board 

o Regular safety meetings site Invs and study 

medical team;

o Risk Review Meetings; CAPA, root cause 

analysis;

o Interim analysis;

o Annual Progress Reports;

o Protocol Deviations Assessment;

o Monitoring, Auditing/Inspection.

Definitions
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Study Life Cycle

✓ Outside the Study Context

New Information from the external context, not study related:

o Political Instability, War, Pandemics, Climate Events:

Disruptions to site operations, participant access, or safety.

o Unrelated Scientific/Technological Developments: Innovations

outside the study’s field that may influence infrastructure,

regulations, or technology use.

o Sponsor Strategy or Business Changes: Organizational

decisions such as budget changes, restructuring, or project

reprioritization.

New information → Origin

Definitions
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Study Life Cycle

✓ Relevant

Any new information, regardless of its origin, that is

associated with a hazard posing a high risk to the safety,

rights, or well-being of study participants, or that may

significantly modify the study’s risk-benefit assessment,

scientific validity, procedures or documents.

Any resulting consequences or changes to the study or

its participants must be submitted to the CEC/CA for

assessment as a substantial amendment, and/or as a

protocol violation/deviation, as applicable.

New Information → Relevance to the study:

✓ Non-Relevant

Any new information, regardless of its origin, that

is not associated with a hazard posing a high

risk to participant safety, rights, or well-being, nor

significantly modifying the study’s risk-benefit

assessment, scientific validity, procedures or

documents.

Any resulting consequences or changes to the

study must be submitted to the CEC/CA the

CEC/CA for assessment as non-substantial.

Definitions



P

R

O

J

E

C

T

Study Life Cycle

Examples of substantial and non-substantial amendments - Health Research Authority

Examples of substantial amendments:

• Changes to the design or methodology of the study, or to background 

information likely to have a significant impact on its scientific value;

• changes to the procedures undertaken by participants;

• changes likely to have a significant impact on the safety or physical or mental 

integrity of participants, or to the risk/benefit assessment for the study;

• significant changes to study documentation such as participant information 

sheets, consent forms, questionnaires, letters of invitation, letters to GPs or 

other clinicians;

• a change of sponsor(s) or sponsor’s legal representative;

• a change to the insurance or indemnity arrangements for the study;

• temporary halt of a study to protect participants from harm, and the planned 

restart of a study following a temporary halt;

• a change to the definition of the end of the study.

Examples of non-substantial amendments:

• minor changes to the protocol or other study 

documentation, e.g. correcting errors, updating 

contact points, minor clarifications;

• updates of the investigator’s brochure (unless there 

is a change to the risk/benefit assessment for the 

trial);

• changes to the chief investigator’s research team;

• changes in funding arrangements;

• changes in the documentation used by the research 

team for recording study data;

• changes in the logistical arrangements for storing or 

transporting samples;

Definitions

https://www.hra.nhs.uk/approvals-amendments/amending-approval/examples-of-substantial-and-non-substantial-amendments/
https://www.hra.nhs.uk/approvals-amendments/amending-approval/examples-of-substantial-and-non-substantial-amendments/
https://www.hra.nhs.uk/approvals-amendments/amending-approval/examples-of-substantial-and-non-substantial-amendments/
https://www.hra.nhs.uk/approvals-amendments/amending-approval/examples-of-substantial-and-non-substantial-amendments/
https://www.hra.nhs.uk/approvals-amendments/amending-approval/examples-of-substantial-and-non-substantial-amendments/
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Regulatory-Ethical

Guidelines-Good 

Practices
ICH Guidelines

Technical-Scientific
Study Protocol 

and Plans

Global, Country, Site 

Regulatory (legal) and 

Ethical Requirements 

for Research

Research under continuous EC/CA

safeguarding and oversight,

ensuring that is conducted ethically,

with rigorous scientific standards,

proper safety and high-quality.

Adequate 

Study 

Adaptation
Study Planning, implementation and

monitoring (tools Identification and

management of new information)

Processes 

or pathways 

that enable 

continuous 

and effective 

identification

assessment

and 

integration 

of new 

information

✓ “continuous assessment of the risk-benefit balance”

Definitions
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Study Life Cycle

Key Considerations for Designing More Effective Evaluation of New Information and Risk

Assessment Throughout the Study Lifecycle:

Data Sharing

• New studies should be designed and planned based on the most comprehensive and up-to-date knowledge,

strategies, and tools/technologies (Scientific validity, Operational feasibility, Safety concerns, Ethical

considerations). Variations in study planning and selected tools, required to be more finely tailored to each

therapeutic area and study complexity → further research and models required.

• It is crucial to have/be able to incorporate data from scientific literature, regulatory guidance and updates,

safety data from related studies and emerging real-world evidence data related to the local context,

populations, and communities where studies are being conducted. This allows more accurate and realistic

evaluation of the conditions under which the studies will take place.

• Enables the development of more effective strategies to identify and manage emerging information that may

pose risks to participants or study integrity (Prevention/Harm Reduction).

Definitions
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Study Life Cycle

Efficient Reporting and Communication Systems (Role of AI)

• Implement lighter, faster and universal capture, reporting/communication and evaluating systems—

potentially leveraging artificial intelligence (AI).

• These systems should be accessible to all study team members, clinical sites, stakeholders and

regulatory/ethics committees (CE/RA) and reduce amendments/changes evaluation efforts;

• Capable of supporting faster reporting, better data characterization, enhanced follow-up (FUP) and

documentation/sharring of risk assessment processes at all levels;

• Designed to enable timely (real-time) identification of appropriate actions to protect participants and

ensure compliance. (Mitigation/Risk Minimization)

Definitions

Key Considerations for Designing More Effective Evaluation of New Information and Risk

Assessment Throughout the Study Lifecycle:
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Study Life Cycle

Assertive Training of Study Teams

✓ Provide comprehensive training for all study team members on:

• Study design and scientific/medical background,

• Operational systems and procedures,

• Local context and implementation challenges.

✓ This training enhances individual and team capabilities in:

• Identifying, assessing, and managing new information,

• Understanding causes and potential risks/consequences,

• Planning and executing corrective and preventive actions effectively.

(Harm Reduction and Risk Minimization)

Definitions

Key Considerations for Designing More Effective Evaluation of New Information and Risk

Assessment Throughout the Study Lifecycle:



Maximizing: 

*Participants 

wellbeing 

*Study compliance

Reducing:

*risks

*deviations

*resources burden

Support the Local 
Development, 

Implementation and 
Monitoring of Human 

Health Research, Clinical 
Research studies, 

promoted by Diverse 
Organizations and 

Contexts

Support in the 

development of 

study related 
materials

Study feasibility 

assessment and 

local 

qualification

Study 

submission to 

CEC/RA

Study Initiation, 

monitoring and 

close-out 

procedures

Integration of 

best practices at 

local, national, 

and international 

levels

Communication 

and coordination 

among all 
stakeholders
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Study Implementation Activities

Activities



Sílvia Oliveira, Biologist, Clinical Research 2025

https://globalhealthtrainingcentre.tghn.org/community/members/658019/ silvia.oli1983@gmail.com 

Thank YOU!

https://globalhealthtrainingcentre.tghn.org/community/members/658019/
mailto:silvia.oli1983@gmail.com
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