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Objectives

o Overview of Epidemiological Study Designs

o Central role of causal inference

o Introduction to Clinical Trials

o Key characteristics

o Drug Development Process

o Importance of evaluating safety and efficacy

0 Different stakeholders

o Clinical trial ecosystem and responsibilities
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Epidemiological Study

o A major goal of epi research is:

o To explain patterns of disease occurrence

o and

nCausation (etiology)

Exposure

—> | Outcome

N/

Confounders &
effect modifiers
(covariates)




Random and Systematic Error

| ERROR
| — |

SYSTEMATIC RANDOM
ERROR ERROR

1 ]

SELECTION | [INFORMATION
BIAS BIAS CONFOUNDING

The best epidemiologic study will be one that captures the causal effect of

T interest with minimal distortion (error)
][/ :
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Importance of Study Design

Foundation of Valid
Research:

0 Determines how data is :
analyzed, and interpreted.

o Minimizes Bias & Confounding:

o Strong designs (e.g., RCTs, cohort
studies) reduce systematic errors.

0 Ensures Ethical & Efficient Use of
Resources:

o Prevents wasted time, funding, and
participant burden.

o Impacts Causality vs. Association:

Collected,

Randomized
Controlled Double
Blind Studies

Evidence-Based
Medicine

Systematic Reviews
and Meta-analyses

Cohort Studies

Case Control Studles

o Bottom Line: The right study
desigh turns a good research
question into trustworthy, actionable /
evidence.

Tnvito (testbube) research \
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Study Design

Yes

Did investigator
assign exposures?

Experimental study

No

Observational study

l

Random allocation?

Comparison group?

[

Yes

Randomised

controlled
trial

No Yes

No

Analytical
study

Non-
randomised

Descriptive
study

controlled
trial

Direction?

Exposure — QOuticome

Exposure<— OQutcome

Exposure and
outcome at
the same time

Cohort
study
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Introduction to Clinical
Trials
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Definition of a Clinical Trial

o A clinical trial is a prospective, controlled, experimental
study conducted in human participants to evaluate the
safety, efficacy of one or more medical interventions—
such as drugs, devices, surgical procedures, behavioral
therapies, or preventive strategies—by comparing
outcomes between assigned groups under standardized
conditions.

o Key Characteristics : Prospective, Control group, Active intervention
assignment, Human, Safety, Efficacy , Pre-specified Outcomes.

[/ 9
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Core Prerequisites

o Eligibility Criteria
o Ensures a comparable, homogeneous
population.

o Red line: Enrolling ineligible participants
selection bias.

0 Randomization
o Balances known/unknown confounders.

o Red line: Improper or predictable allocation
invalidates causality.

o Blinding
Prevents performance & detection bias.

o Red line: Unblinding — distorts outcomes &
interpretation.

a l a Copyright: Clinical Trial Center
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The Solution: RCTs

o Random assignment creates comparable groups.

o Difference in outcomes between groups
~ Average Treatment Effect
O ATE = Mean(outcome | treated) — Mean(outcome | control)

O

0 RCTs provide the best available estimate of the
counterfactual
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Drug Development Process
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A Slow and Costly Process

I Stagel Stage2 1 1 Stage 3 1o Stage 4
Prug Discovery  Preclinical | \Clinical Trials | |FDA Review ;

1
FDA
Approved
Drug

LU000 A 5 Compounds

Compounds Compounds

NDA Submitted

IND Submission

Phase 2
100-500 Volunteers

'€ 6.5 Years —————> - < 7 Years >- - 1.5Years

Source: Pharmaceutical Research and Manufacturers of America
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Good Clinical Practice
GCP
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What is GXP?

GXP stands for Good X Practice

Set of guidelines and standards ensuring quality, safety,
and efficacy

GMP - Good Manufacturing Practice
Ensures quality in manufacturing processes
Prevents contamination and errors
GLP - Good Laboratory Practice
Standards for laboratory testing
Ensures accuracy and reliability of data
GCP - Good Clinical Practice




Good Clinical(Research) Practice
(GCP) principles




Brief History of GCP

1947 - Nuremberg Trials: Nuremberg Code established ethical
guidelines for human research.

1964 - Declaration of Helsinki: Ethical standards introduced by
the World Medical Association.

1960s - Thalidomide Tragedy: Birth defects led to stricter clinical
trial regulations globally.

1996 - ICH GCP Guidelines: ICH formalized GCP, ensuring
participant safety and data integrity.

Global Adoption: FDA, EMA, and others made GCP a standard for
clinical trials WOrldWide.(European Medicines Agency)

Ao
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ICH E6-R2: Good Clinical Practice:
Consolidated Guideline

o Good Clinical Practice” (GCP) is an international ethical and
scientific standard governing clinical trials.

o It ensures ethical trial design, conduct, monitoring, and
accurate reporting.

o Compliance with GCP safequards participants’ rights, safety,
and well-being while maintaining credible trial data.

yC <




HOME

ICH

harmonisation for better health

ABOUT ICH

hd WORK PRODUCTS =

MEETINGS =

Home \ ICH Guidelines \ All Guidelines

ICH Guidelines

NEWSROOM

TRAINING

The ICH topics are divided into the four categories below and ICH topic codes are assigned according to these categories
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Quality Guidelines

Harmeonisation achievernents in the Quality
area include pivotal milestones such as the
conduct of stability studies, defining
relevant thresholds for impurities testing
and a more flexible approach to
pharmaceutical quality based on Good
Manufacturing Practice (GMP) risk
management

Efficacy Guidelines

The work carried out by ICH under the
Efficacy heading is concerned with the
design, conduct, safety and reporting of
clinical trials. It also covers novel types of
medicines derived from biotechnological
processes and the use of
pharmacogenetics/genomics techniques to
produce better targeted medicines

Safety Guidelines

ICH has produced a comprehensive set of
safety Guidelines to uncover potential risks
like carcinogenicity, genotoxicity and
reprotoxicity. A recent breakthrough has been
a non-clinical testing strategy for assessing
the QT interval prolongation liability: the
single most important cause of drug
withdrawals in recent years.

Multidisciplinary Guidelines

Those are the cross-cutting topics which do
not fit uniquely into one of the Quality, Safety
and Efficacy categories. It includes the ICH
medical terminology (MedDRA), the
Common Technical Document (CTD) and the
development of Electronic Standards for the
Transfer of Regulatory Information (ESTRI).

CONTACT REGISTER

QS EM

Related Links

ICH Guideline Implermentation
Index of ICH Guidelines
Quality Guidelines

Safety Guidelines

Efficacy Cuidelines
Multidisciplinary Guidelines

(e
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13 Principles of
GCP




GCP principles categories

A Ethics Principles 1,2,3

Protocol and Science Principles 4,5
Responsibilities Principles 6,7,8
Informed Consent Principles 9

Data Quality and Integrity Principles 10,11

Investigational Product Principle 12

“ i
A, .
- o

Quality Control and Quality Assurance Principle 13

Ao :
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Ethics principles

O

1. Clinical trials should be conducted in accordance with the ethical
principles that have their origin in the Declaration of Helsinki, and
that are consistent with GCP and the applicable regulatory
requirement(s).

2. Before a ftrial is initiated, foreseeable risks and inconveniences
should be weighed against the anticipated benefit for the individual
trial subject and society.

— A trial should be initiated and continued only if the anticipated
benefits justify the risks.

3. The rights, safety, and well-being of the trial subjects are the
most important considerations and should prevail over interests of
science and society.

[/ .
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Protocol and science principles

04- the available nonclinical and clinical
information on an investigational product should
be adequate to support the proposed clinical trial.

o 5- Clinical trials be scientifically sound and
described in a clear, detailed protocol

25




Responsibilities principles

6- The IRB/IEC must approve the protocol prior to
the initiation of the trial and that it be conducted
as it has been approved.

/-Medical care given, medical decisions be made
by appropriately qualified physicians/dentist.

8 - The investigators and their study teams:
qualified by education, training, and experience to
perform their respective task(s).

26




Informed consent

0 9- The concept of freely given informed consent
m Consent is voluntary,

m All necessary information is disclosed appropriately and
in a language understandable to the potential
participant,

m The potential participants are able to make an informed
decision, in other words, that they are capable of
rendering a independent decision.

m The process of engaging with potential participants
about the study and their willingness to join.

27




Data quality and integrity
principles

10 - All clinical trial information should be recorded,
handled, and stored in a way that allows its
accurate reporting, interpretation and

verification(CRF).

11- The privacy and confidentiality of all records
that could potentially identify subjects, and calls
attention to applicable regulatory requirement(s).

28




Investigational product

12- All investigational products should be
= Manufactured,
= Handled,

m and Stored

in accordance with applicable Good Manufacturing
Practices (GMP).

All investigational products should be used in
accordance with the approved protocol.

29




Quality assurance and quality control

(QA/QC)

13- Systems with procedures that assure the
quality of every aspect of the trial should be
implemented.

30




In summary

Good Clinical Practice (GCP) puts into action 13 principles for the

conduct of clinical trials that ensure

Ethics Quality Compliance

These principles incorporate the essential elements of GCP

/| Balance between Independent
and data quality | risks/benefits Ethical Review Informed Consent
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Informed consent form(ICF)
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Adverse Events in Clinical Trials
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Evaluating New Interventions
Safety Is Not Optional

o Clinical development is not just about does it work?

— but is it safe?

0 The assessment is generally asymmetric

Does the intervention achieve its intended therapeutic
effect?

Does it cause harm that outweighs its benefit?

Measured by: Response rates, survival, biomarkers

Measured by: Adverse Events (AEs), SAEs,
SUSARs

Drives Initial approval

Drives patient trust, regulatory acceptance, and
long-term use
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Adverse Events in Clinical
Trials

0 There is no perfectly Safe intervention
01 All treatments result in some adverse events

o What and how to collect these data, assessment

,analysis, report ?
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Presentation Objectives

O

O

O

O

O

Importance of Adverse Events

Define and differentiate AE, SAE,

Global standard for Classification adverse event

MedDRA

Use CTCAE v5.0 to accurately grade AE severity

Understand regulatory reporting

A N
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Importance of Adverse Events
(AEs) in Clinical Trials

0 AEs are the earliest warning signals of potential
drug risks.

o Even non-serious AEs can reveal hidden toxicity
patterns, especially in vulnerable populations.

o Incomplete or delayed AE reporting can lead
to:

Patient harm
Trial suspension or termination
Reqgulatory penalties or market withdrawal

60




Definitions
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Suspected Unexpected Serious
Adverse Reaction
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Classification of Adverse Events
SMhol) o)l 5l wig oo | pli G (Sew bl @S s g 598 (e D
(P> (S,
0 Ensures consistency across sites, countries, and
databases for global safety analysis.

o Why MedDRA?

1 MedDRA (Medical Dictionary for Regulatory Activities)

o0 The global standard for Classification adverse
event

o Categorized term for sign, symptom, disease, diagnoses,

o Easy of use for :data entry, analysis, display »

ala Medical Dictionary far Regulatory Activities

Clinical Trial Center




MedDRA

o Developed by ICH

o Used by FDA, EMA, WHO, and ,.

o 5-Level Hierarchical Structure:

o SOC (System Organ Class)

0 PT (Preferred Term: single medical concepts)

o Used for reporting (Dizziness, Palpitations,..)
O Example:

0 "Cough” — PT: Cough

o SOC: Respiratory, Thoracic and Mediastinal

aTaisorders

Clinical Trial Center

wran University of Medical Sciences
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Measuring Severity - CTCAE
v5.0

o CTCAE (Common Terminology Criteria for Adverse
Events) v5.0

O Five step severity scale

0 The gold standard for grading AE severity
(especially in oncology).

Common Terminology Criteria
for Adverse Events (CTCAE)

Version 5.0
Published: November 27, 2017

U.S. DEPARTMENT OF HEALTH AND HUMAN SERVICES
National Institutes of Health

National Cancer Institute




CTCAE

Grade Description

Asymptomatic or mild symptoms; no intervention needed
Al Addlde 4y L cCadd aiBle L by cuadle ) g

Limits instrumental ADL; oral meds/intervention
SIusA Adiia by 908 ala i 0 ja 39y sLaCillad 1K) gasa

Limits self-care ADL; requires IV fluids/hospitalization
s Pz by s Cilagla dlajhid 398 ) bl e Ay Ja g pa 0 a5 (sLRClad 51 gaae

Urgent intervention required (e.g., ICU) )
(ICU)/ 25 <l o Sia) (5 )68 )20 2ia jLud

Fatal outcome

Adverse Drug Reactions (ADRs) Reporting Form
For Health Care Professionals (ADR-1)

Date of birth:
Medical Record No:

osmetic(s) and all other dr

batch No. Dose / Route | Frequency,

|————= |

[
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CTCAE + MedDRA

0 % CTCAE + MedDRA = Complete Picture
0 MedDRA tells you What happened.

o CTCAE tells you how bad it was.

68



Causality Assessment in Adverse Events

0 What Is Causality Assessment?
o The clinical judgment that answers:

o “Is this adverse event likely caused by the study drug?”
o Performed by: Investigator at the site

o Required for:

o Classifying AE — Adverse Reaction

o Identifying SUSARs
o Deciding on dose modification or trial hold

Ao

Clinical Trial Center
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How Is It Done? 5 Key Factors

Factor

Description

1. Temporal Relationship

Did the AE occur after drug exposure? Is the timing plausible?
fduldﬂ'&ﬁjgﬁéiadfd.@dhjQly!’du/aJlJc'JJJ/JdéQJ.?j/wMJLC L

2. Dechallenge

Did the AE improve after stopping the drug?
."JJS/J%,!JM‘L@JLG 5}J/Jé£5j/g-u’;ré!

3. Rechallenge(Rare)

Did the AE return when the drug was restarted? (Ethically avoided)
(A9 oo alad) ¥ gara  BA) AT 31) Sad Al ol gd dda sl ¢ g ))d dana p gy L U

4. Alternative Causes

Could it be due to disease, other meds, infection, or comorbidities?
fadl L Dlad b & gie 8 LA gl (glAiia ) s lan Al e Gile G (Saa U

5. Known Pharmacology

Is this AE consistent with the drug’s mechanism or class? (Check IB!)
fM/JEjMonwJJ/JAJJ {,rra.ubu'&a Ldale ow b

* No single factor is decisive — the investigator integrates all evidence.

Ao
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Common Causality Categories

Term

Meaning

Related

Strong evidence of drug causality
Dl gy gyl Cule D 58 aal sl

Probably Related

Good evidence, but not definitive
SVt S ) DY IR KIR PPQPRERPEQR Y P

Possibly Related

Plausible, but other causes possible

atian J sl a8 Jle Lol sl Jain Lol )|

Not Related

Clear alternative cause (e.g., trauma,
infection)

(;u)ss: ‘Lej).iﬁlﬂ) JJ\JJP)U.%‘)&:\\AJC_;’A\‘SL_AL

Uncertain / Unknown

Insufficient data — requires follow-up
30 B 4l — cal KL e Ul

Ao
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Tools for Collecting Adverse Events

Objective: Systematically identify, document, and monitor all
adverse events (AEs) and serious adverse events (SAES).

Key Tools:

Standardized AE grading scales (e.g., CTCAE, MedDRA terminology)
Patient diaries (electronic or paper-based)

Structured AE/SAE reporting forms

Scheduled, protocol-driven patient interviews

Routine clinical assessments & laboratory monitoring

Electronic Data Capture (EDC) systems with built-in safety flags

[/ .
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Dimensions

23,5 oSS y5 Jgo ool Ml Al 4T e p0 O3 Dab Tolanilb ogmg 5 )5 5l s anlssl assly

-~ Recovered Nan-serious =0
V- Recovering None=0 axllae l-g”l'j Serious =1
Y- Not Medlcatloi‘ None=0 SAE g385 & 50 52)
. lr:m“'ere‘il Ntreatm:-rrt ;i Temporarily S5 1, alogy e sk
~  Recovere oh-medication drug discontinuation e alyl s aeils 7ol 3 o o
with treatment =2*% =1 (dlas - i = & &Py sy os
sequelea *Specify: Permanently mm/dd/ mm/dd/
F-  Death drug discontinuation
&~ Unknown =2
Hospitalisation =3 | Withdrawn from the
Other=4** trial=3
& Y A
Specify: Other=4* *Specify:
PT SOC
Il Il Il Il I Y D/ Y Y O /|
Headache
Dizziness
Il Il Il Il I Y D/ Y Y O /4 O | Central
nervous
Syncope system
I—I I—I Il I—I —l Y D/ Y O /O
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b Sladllas g1yl (b (Gl GLoyl55 (o)
((SAES& SUSARS) o> Lallach slaslos, g,98 5,155 O

Sy s Sy ;0 8,5 1B LS e a o) Balds gllasl olas ) ®

(p&iie Gyl &) B 4S5 juslinl & (620 Jawg Celw VY )L

(vg >y ((Glayd OMSan) wads Cgllasl slos, B

(i Byl &) @ aieS 5 judlonl 4 gm0 Langi 39, V B, S To> W

CIOMS ¢ 5 LB o g0 S o,lol @ juiliow] Jawgs coughs 59, VO M

» Council for International Organizations of Medical
Sciences (CIOMS)

SAEs @ ARs
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Key Takeaways

Always:

Record ALL AEs, even if mild or unrelated
Use MedDRA PTs for consistent coding
Apply CTCAE v5.0 to grade severity

Key Tools (CRF, Diary Card, telephone, Expert)
Timely Reporting
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Essential Documents
in Clinical Trials

EEEE——— @00
Mansour Shamsipour

Epidemiologist
Clinical Trial Center

Tehran University of Medical Sciences

shamsipour@sina.tums.ac.ir
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Objectives

Define essential documents and their role in clinical trials
What Is the Trial Master File ?

Minimum list of Eds?
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ICH-GCP

f
e e 5 /\
! ooliad 3lail (g8 ,5G cud S / N\
cole, o soln LoGCP (

=:: you didn't |
document 1it,
it didn't happen.

It's not just a saying — it’s a regulatory and ethical requirement

Ao

Clinical Trial Center
Tehran University of Medical Sciences
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Definition: ICH - Guidance

0 Essential Documents are those documents which
individually and collectively permit evaluation of
the conduct of a trial and the quality of the data

produced.
52908 S (oS (o0 SwoS 2b 3l 4 465
aalllas JSSg el 039y 4 9, 3199,9 Sa)lre 5 by (Bue oS da3 o liS e
asllla o1y aildbgls 5 AlalET & g0y HEUuSES 10 o oS o Sl o
Sl eols, o8 loaus
S s S el o Gialy 5Kx JFASES B il o amo e G5 s
(CRF) o,50 5,155 0,9 el addllan g0l jo ool Jdow slaools Lol e @
Monitoring Visit Report ;U wsjlb (5,155 | s b Casl ool J5uS g (6,5 syt asdllas LT a8 amo o jlas o
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Key Purposes

o Prove compliance with GCP and ethical standards

(investigator/institution and sponsor/Monitor )
r1 Enable reconstruction of trial events
o Support Audit and regulatory inspections (FDA, EMA, etc.)

o Document accountability and trial conduct for long-term
retention

o Critical for data credibility and subject protection
o Missing one document can invalidate months of work.

[/ .
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What Is the Trial Master File
(TMEF)?

o Definition:

o A structured collection of all essential documents
demonstrating that the trial was conducted in
accordance with GCP and the approved protocol.

O

EUROPEAN MEDICINES AGENCY
SCIENCHE MEDICINES HEALTH

lﬂ Trial

06 December 2018
EMA/INS/GCP/856758/2018
Good Clinical Practice Inspectors Working Group (GCP IWG) M

Guideline on the content, management and archiving of File
the clinical trial master file (paper and/or electronic)

A No TMF = No approval. Incomplete TMF = Delayed approval.

[/ .
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Minimum list of EDs

o The various documents are grouped in three
sections according to the stage of the trial
during which they will normally be generated:

0 - Before the clinical phase

o - During clinical conduct

o - After completion/termination of trial
o According to the file type

0 - Investigator

o - Sponsor/CRO
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Content of a TMF - Before the
Clinical Phase

[

Clinical Trial Center

No. Document Sponsor/CRO File Investigator File Third Party File

1 Investigator Brochure v v

2 Signed Protocol + Amendments + Sample CRF v v

3 Informed Consent Forms (+ translations) + Other Written Information v v

4 Advertisements, if applicable v

5 Financial Agreement v v

6 Insurance, if applicable v

7 Agreements - Sponsor/CRO/Site/ Institution v v

8 Ethics Committee Approval v v

9 Ethics Committee Composition/ Canstitution v (where required) v

10 Regulatory Authority Approval/Motification ¥ (where required) v

11 CVs ¥ ¥

12 Laboratory/Medical/Technical - normal ranges v v

12 Laboratory/Medical/Technical - certification, accreditation, QC v ¥ (where required)

13 IMP Sample Labels v X

14 IMP Handling v v

15 IMP Distribution v v

16 Certificates of Analysis v v

17 Decoding Procedure v v ?
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During clinical conduct

No. Document Sponsor/CRO File Investigator File Third Party File

14 Completed CRFs v (original) v’ (copy)

15 CRF Corrections v (original) v (copy)

16 SAE Reports v v

17 SUSAR + Other Safety Reports v v’ (where required)
18 Safety Information to Investigator v v

19 Interim/Annual Reports to Ethics Committee and v (where required) 4

Regulatory Authority

20 Subject Screening Log v v’ (where required)
21 Subject ID List X v

22 Subject Enrolment List X v

23 IMP Accountability v v

24 Signature Sheet v v

25 Record of Retained Body Fluids/Tissue Samples v v

o

Clinical Trial Center
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During clinical conduct

No. Document Sponsor/CRO File Investigator File Third Party File
1 Investigator Brochure updates v v
2 Revision to Protocol + Amendments + Informed v v
Consent Forms + other written information
3 Ethics Committee Approval v v
4 Regulatory Authority Approval/Naotification v v’ (where required)
5 New CVs v v
6 Updates Laboratory/Medical/Technical - normal v
ranges
1 Updates Laboratory/Medical/Technical - certification, v v" (where required)
accreditation, QC
8 IMP/Study Materials Destruction v v
9 Certificates of Analysis for any new batches v X
10 Monitoring Visit Reports v X
11 Relevant Communications v v
12 Signed Informed Consents X v
13 Source Documents X v
a a 85
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Content of a TMF - At

Completion/Termination

No. Document Sponsor/CRO File Investigator File Third Party File
IMP Accountability v v
IMP Destruction v v (if destroyed at
site)
3 Subject ID Code list X v
- Audit Certificate, if applicable v X
5 Final Closeout Monitoring Report v X
6 Treatment Allocation & Decoding Documents v X
7 Final Report by Investigator to Ethics X v
Committee and Regulatory
8 Clinical Study Report v v (if applicable)
L 86
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Top Essential Documents

Document

Purpose

Risk if Missing

Protocol

Study blueprint

Invalidates entire trial

IB (Investigator’s Brochure)

Safety profile of IP

Compromises subject
safety

ICF (Informed Consent Form)

Proof of voluntary
participation

Ethical violation

CRF / eCRF

Structured data capture

Data integrity issues

Source Data

Original record of
observations

“No source = no data”

IP Accountability Log

Track investigational
product

Loss, misuse, diversion

Monitoring Reports

Evidence of oversight

Lack of quality control

Ao

Clinical Trial Center
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Case Report Form
(CRF)




Case Report Form (CRF)

Definition:

A printed, optical, or electronic document designed to
capture all protocol-required data for each trial participant
to be reported to the sponsor.

Key Importance:

Primary tool for collecting, organizing, and transmitting trial data
Foundation for statistical analysis and clinical study reports (CSRs)
Enables data quality control, monitoring, and audit readiness
Essential component of the Trial Master File (TMF)

Protocol should specify which CRF fields serve as source data (e.q.,
patient surveys,

[/ )
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Investigator’s Brochure (IB)

0 Definition:

A comprehensive, up-to-date summary of all
relevant nonclinical and clinical data on the
investigational product(s), prepared by the
sponsor and provided to investigators.

Summary of Data and
Guidance for the
Investigator

Summary

90
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Investigator’s Brochure (IB)

Key Content Includes:

Chemical, pharmaceutical, and pharmacological
properties

Nonclinical toxicology and pharmacokinetic data
Results of prior clinical trials (efficacy & safety)

Known and potential risks, adverse reactions,
and contraindications Dosage, administration,
and handling instructions
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Source Documents are Essential
Documents

Source documents :“All information in original records and
certified copies of original records of clinical findings,
observations, or other activities in a clinical trial necessary
for the reconstruction and evaluation of the trial.”

m They verify, or document, the existence of the participant and
integrity of the data collected about the participant.
Source Data is the information in the original records and
certified copies of original records of clinical findings,

observations or other activities in a study, enabling one to:
m Reconstruct a study

m Confirm the participant existed
m Evaluate data integrity

[/ .
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Examples

R

Telephone Contact
Records, Faxes, emall]

.
i
Hn

Intake /
Screening Forms

— I
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Quality of source documents

The investigator and institution are responsible
for maintaining source documents and trial
records that include all relevant observations on
each of the site’s trial participants.

Changes to source data should be traceable,
should not obscure the original entry, and
should be explained if necessary
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Quality of source documents

Sponsors, Monitors, and Investigators frequently
refer to the ALCOA-C system of source

documentation.
m Attributable: It should be clear who documented the data

m Legible: The data should be readable and signatures should be
identifiable

m Contemporaneous: The data should be or dated in the correct
time frame as compared to the flow of events in the trial.

m Original: The data should be the first documentation of the record
made, or the original source data.

m Accurate: The data should be a real representation of facts

m Complete: The data should be complete up to the point in time
QTQ that the source data is being reviewed. The information should be

complete (i.e., to answer who, what, when, where, why, and how). 95
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Location of essential documents

Investigators and Sponsors should maintain the location of all
essential documents, including source documents.

At all times (before, during and after the trial), the Investigator and
Institution should maintain control of all essential documents
generated at the site.

In advance of trial initiation, essential documents can be added,
enhanced, or reduced based on the documents importance and
relevance to the trial.

Regardless of whether a paper-based or electronically-based system
is used, the document storage system should allow for each
document to be identified, searched, and retrieved.

Version history should be identified with each document.

[/ .
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Summary

Essential Source Investigators
documents allow documentation is should

* athird party to the fl.rst place * have control over the
review and data is recorded. data
understand what o e document the
occurred in the study ALCOA-C principles location where data

for a traceable audit should be followed are stored
Lt i when documenting 2
trail of each

N trial data
participant

[/
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SPONSOR BEFORE THE TRIAL:

Protocol submission

Appointed — .
[ S
\\\ ADDrOVal Health
Auditor \\ PP ’ Authoritie

/ \
/ MONITOR \ ppointed
I (Ensure \
the good /Inspectors

\ quality of /

\ the trial) Regular ’
N\
N Visits /
A @ Ethics

Approval Committee (IRB;

Q\}

Recrwt

QTQ Subjects (included in the trial)
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Investigator
Responsibilities

Copyright: Clinical Trial Center



Investigator
Who is Investigator?

A person responsible for the conduct of the clinical trial at

d
The location(s) where trial-related activities are actually conducted.

If a trial is conducted by a team of individuals at a trial
site, the investigator is the responsible leader of the team
and may be called as Principal Investigator PI.

Chief Investigator CI

Ao
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What's the Difference?

Clinical Practice Clinical Research




What’'s the Difference?

o Clinical investigators face challenges during the conduct
of clinical trials that are distinctly different from those
encountered during the routine practice of medicine.

o Many of these challenges stem from regulatory
requirements, the Guidelines for Good Clinical Practice
(GCP) and the rigorous nature of clinical trials.

o A clinical research study is a scientific experiment and all
activities are held to a higher standard than routine
clinical practice.

AL
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Sub-investigator

0 Conduct study activities
delegated by Investigator

m Prepare IRB documents

m Recruit patients

m Obtain informed consent

m Complete accurate regulatory

documentation

m Conduct study activities with
subject

= Maintain accurate drug

accountability




Investigator Responsibilities

The Investigator is ultimately responsible for all study-
related activities at his or her site, regardless of who has

been delegated the various study responsibilities




Section 4.0 Investigator Responsibilities

All local and country-level requirements
must also be met.

Clinical Trial Center
Tehran University of Medical Sciences



Qualifications and Agreements

o The investigator(s) should be qualified by
education, training, and experience to assume
responsibility for the proper conduct of the trial.

m Should meet all the qualifications specified by the
applicable regulatory requirement(s).

m Should provide evidence of such qualifications
through up-to-date curriculum vitae and/or other
relevant documentation.
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Qualifications and Agreements

m Be thoroughly familiar with the appropriate use of the
iInvestigational product(s) as described in the protocol

m Aware of, and should comply with, GCP and the
applicable regulatory requirements.

m Permit monitoring and auditing by the sponsor, and
inspection by the appropriate regulatory authority(ies).

m Maintain a list of appropriately qualified persons to
whom the investigator has delegated significant trial-
related duties.
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Adequate Resources
o The investigator should

m be able to demonstrate a potential for recruiting the
required number of suitable subjects within the
agreed recruitment period.

m have sufficient time to properly conduct and complete
the trial within the agreed trial period.

m have available an adequate number of qualified staff
and adequate facilities for the foreseen duration of
the trial

m ensure that all persons assisting with the trial are
adequately informed about the protocol, the
investigational product(s), and their trial-related
duties and functions.

AL
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Medical Care of Trial Subjects

o A qualified physician should be responsible for all trial-
related medical decisions.

o During and following a subject's participation in a trial,
the investigator/institution should ensure that adequate
medical care is provided to a subject for any adverse
events.
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Communication with IRB/IEC

o Before initiating a trial, the investigator should have:

m Written and dated approval from the IRB/IEC for the trial protocol
m Written informed consent form
m Any other written information to be provided to subjects.

o The investigator should provide the IRB/IEC with a current

copy of the Investigator's Brochure.

o0 During the trial the investigator should provide to the

IRB/IEC all documents subject to review.

AL
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Compliance with Protocol

o Conduct the study according to protocol

o The investigator should not implement any deviation from,
or changes of the protocol without agreement by the
sponsor and prior review and documented approval from

the IRB/IEC of an amendment.

m Except where necessary to eliminate an immediate hazard(s) to trial
subjects, or when the change(s) involves only logistical or
administrative aspects of the trial (e.g., change in monitor(s),
change of telephone number(s))

AL
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Compliance with Protocol

The investigator, or person designated by the
investigator, should document and explain any
deviation from the approved protocol.

As soon as possible, the implemented deviation or
change, the reasons for it, and, if appropriate, the
proposed protocol amendment(s) should be
submitted:

m to the IRB/IEC for review and approval

m to the sponsor for agreement and, if required,

m to the regulatory authority(ies).
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Investigational Product(s)

o T
S
a

he investigational product(s) should be stored as
vecified by the sponsor and in accordance with
pplicable regulatory requirement(s).

o T

P
P
o T

ne investigator should ensure that the investigational
roduct(s) are used only in accordance with the approved
rotocol.

he investigator, or a person designated by the

investigator/institution, should explain the correct use of
the investigational product(s) to each subject and should
check that each subject is following the instructions

P

roperly.
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Storage condition
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Randomization and Unblinding

o The investigator should follow the trial's
randomization procedures, if any, and should
ensure that the code is broken only in
accordance with the protocol.

o If the trial is blinded, the investigator should
promptly document and explain to the sponsor
any premature unblinding (e.g., accidental
unblinding, unblinding due to a serious adverse
event) of the investigational product(s).
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Informed Consent of Study Subjects

m Provide IRB/IEC approved written informed consent
form to subject

m Language of informed consent form should be
nontechnical and understandable to the subject

m Subject should be given ample time and opportunity
to ask questions

m Subject should sign and personally date informed
consent form prior to initiation of study procedures




The Consenting Process

Discuss study,
risk/benefits, etc.

Provide informed consent

Update participants form

Assess understanding

and willingness Allow time for understanding

Encourage questions Ensure comprehension




Records and Reports

The investigator should ensure the accuracy, completeness,
legibility, and timeliness of the data reported to the sponsor in
the CRFs and in all required reports.

Data reported on the CRF, that are derived from source
documents, should be consistent with the source documents
or the discrepancies should be explained.

The investigator/institution should maintain the trial
documents as specified in Essential Documents for the
Conduct of a Clinical Trial and as required by the applicable
regulatory requirement(s).

AL
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Progress Reports

0 The investigator should submit  written
summaries of the trial status to the IRB/IEC
annually, or more frequently, if requested by the
IRB/IEC.

0 The investigator should promptly provide written
reports to the sponsor, the IRB/IEC and, where
applicable, the institution on any changes
significantly affecting the conduct of the trial,
and/or increasing the risk to subjects.
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Premature Termination or
Suspension of a Trial

o If the trial is prematurely terminated or suspended for
any reason, the investigator/institution
m should promptly inform the trial subjects,
m should assure appropriate therapy and follow-up for the subjects

m where required by the applicable regulatory requirement(s),
should inform the regulatory authority(ies).

o If the investigator terminates or suspends a trial without
prior agreement of the sponsor, the investigator
m Should promptly inform the sponsor and the IRB/IEC

m Should provide the sponsor and the IRB/IEC a detailed written
explanation of the termination or suspension.

AL
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Final Report(s) by Investigator

o Upon completion of the trial, the investigator,
where applicable, should
m Inform the institution;

m Should provide the IRB/IEC with a summary of the
trial’s outcome, and the regulatory authority(ies) with
any reports required.
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Section 4.0 Investigator Responsibilities

All local and country-level requirements
must also be met.

Clinical Trial Center
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Summary

The Investigator’s role in conducting clinical trials requires adequate:

. Qualifications Resources

Oversight

The Investigator is responsible for ensuring:

Compliance with the ‘ 2 : : Informed consent of trial
protocol participants

Records and reports provide evidence that the Investigator has:

Maintained eompllam vitt Collected all pertinent data
the protoc from the subjects

126
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Monitoring and Auditing

The study data that are generated must be of
the highest quality; data must be accurate and
evaluable in support of marketing clearance/
oroduct approval and collected in @ manner that
orotects the rights, safety and welfare of
properly consented trial participants.

Both monitoring and auditing can provide this
oversight, albeit in different ways .

128
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Purpose

The rights & well being of the human subjects
are protected .

The reported trial data are accurate ,complete
and verifiable from source documents.

To prevent, detect, correct and document:
Careless errors
Neglect
Fraud
m\/iolations
A1
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What is required?

Professional qualifications / competence
Training in GCP

Thorough familiarity with:

Protocol

Investigational product

Study procedures

Informed consent form

CIP

Case report form

GCP and sponsor’s SOP
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Types of Monitoring Visits

The most common types of site visits for industry-
sponsored studies are:

Site Assessment (Pre-Study) Visit

Site activation , investigator meeting
Site Initiation Visit
Interim Monitoring Visit
Close Out Site Visit
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Monitor's Responsibilities

Acting as the main line of communication
between the sponsor and the investigator.

l Protocol, GCP, SOP's, Regua>
&
| .
m ﬁL

Progress, compliance, problems, data‘

Investigator
Site and team
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Monitor's Responsibilities

1- Verifying that
m [nvestigator has adequate qualifications and

resources and remain adequate throughout the trial
period

m Facilities, including laboratories, equipment, and staff,
are adequate to safely and properly conduct the trial
and remain adequate throughout the trial period.

133




Monitor's Responsibilities

2- Verifying, for the investigational product

m Storage times and conditions are acceptable, and that supplies
are sufficient throughout the trial.

m the investigational product(s) are supplied only to subjects who
are eligible

m Subjects are provided with necessary instruction on properly
using, handling, storing, and returning the investigational
product(s).

m The receipt, use, and return of the investigational product(s) at
the trial sites are controlled and documented adequately.

m The disposition of unused investigational product(s) at the trial
sites complies with applicable regulatory requirement(s) and is in
accordance with the sponsor.
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Monitor's Responsibilities

3- Verifying that the investigator follows the
approved protocol and all  approved
amendment(s), if any.
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Monitor's Responsibilities

4- Verifying that written informed consent was
obtained before each subject's participation in
the trial.
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Monitor's Responsibilities

5- Ensuring that the investigator receives the
current Investigator's Brochure, all documents,
and all trial supplies needed to conduct the trial
properly and to comply with the applicable
regulatory requirement(s).
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Monitor's Responsibilities

6- Ensuring that the investigator and the
investigator's trial staff are adequately informed
about the trial.
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Monitor's Responsibilities

/-

Verifying that the investigator and t
investigator's trial staff are performing t
specified trial functions, in accordance with t

ne
ne

ne

protocol and any other written agreement
between the Sponsor and the
investigator/institution, and have not delegated

these functions to unauthorized individuals.
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Monitor's Responsibilities

8- Verifying that the investigator is enrolling only
eligible subjects.

O- Reporting the subject recruitment rate.

10- Verifying that source documents and other trial
records are accurate, complete, kept up-to-date
and maintained.
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Monitor's Responsibilities

11- Verifying that the investigator provides all the
required reports, notifications, applications, and
submissions, and that these documents are
accurate, complete, timely, legible, dated, and
identify the trial.
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Monitor's Responsibilities

12- Checking the accuracy and completeness of the CRF
entries, source documents and other trial-related records
against each other. Should verify that:

m The data required by the protocol are reported accurately on the
CRFs and are consistent with the source documents.

m Adverse events, concomitant medications are reported in
accordance with the protocol on the CRFs.

m Visits that the subjects fail to make, tests that are not
conducted, and examinations that are not performed are clearly
reported as such on the CRFs.

m All withdrawals and dropouts of enrolled subjects from the trial
are reported and explained on the CRFs.
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CREF, source documents




Monitor's Responsibilities

13- Informing the investigator of any CRF entry
error, omission, or illegibility.

m The monitor should ensure that appropriate
corrections, additions, or deletions are made, dated,
explained (if necessary), and initialled by the
investigator or by a member of the investigator's trial
staff who is authorized to initial CRF changes for the
investigator.

m This authorization should be documented.
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Monitor's Responsibilities

14- Determining w
are appropriate

nether all adverse events (AES)
y reported within the time

periods required by GCP, the protocol, the
IRB/IEC, the sponsor, and the applicable
regulatory requirement(s).
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Monitor's Responsibilities

15- Determining whether the investigator is
maintaining the essential documents
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Monitor's Responsibilities

16- Communicating deviations from the protocol,
SOPs, GCP, and the applicable regulatory
requirements to the investigator and taking
appropriate action designed to prevent
recurrence of the detected deviations.
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Monitoring Report

The monitor should submit a written report to the

sponsor-investigator after each clinical monitoring
activity.

m Reports should include the date, site, name of the monitor, and
name of the sponsor investigator or other individual(s)
contacted.

m Reports should include a summary of what the monitor reviewed
and the monitor's statements concerning the significant

findings/facts, deviations and deficiencies, conclusions, actions
taken or to be taken, and/or actions recommended to secure

compliance.
The review and follow-up of the monitoring report by the
sponsor-investigator should be documented

AL
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Auditing

Auditing, a quality assurance function, is an
independent, top-down, systematic evaluation of
trial processes and quality control
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Monitoring vs. Audit (1)

Position

Focus
Timing

Approach

Interfaces

Monitoring

Part of trial
conduct

Trial conduct
Trial duration

Survelllance/
partnering

Sponsor and site

Audit

Independent,
third party

Trial compliance

One time point -
snapshot in time

Systematic

Regulatory
authorities



Differences between Auditing
versus Monitoring:

Auditing Function Monitoring Function

It turns out you can see both the forest AND the
trees if you utilize each compliance function!
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Audlt vs. Ingpection

Audit Inspection
Who conducts them? Independentunitof  Regulatory
sponsor company authorities, IRB/IEC,
data protection
agencies
What do they check? Trial conduct and compliance with:
* Protocol
* |CH-GCP

* Regulatory requirements
When do they occur? Any time before, during or after the trial

Why do they occur? Randomly
‘For-cause’

How can you Follow the protocol
help/prepare? Document and file everything




Thank You!




Follow us

http:ctc.tums.ac.ir

Telegram
m @IrGCP
m @CTCACADEMY
m @meddevclinical

@ Instagram

m Clinicaltrialcenter
m CTC@TUMS.AC.IR
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