
Module 5 

Clinical Trial  Documentation



Trial Documentation

• Necessary for conduct of trial- From Scratch to 
Finish

• Examples:
– Protocol

– Investigator’s Brochure

– Informed Consent Document



Definition of Protocol

“Written mechanism that describes how the study 
design will be implemented.”

Per ICH-GCP (1.44)

“A document that describes the objectives, design, 
methodology, statistical considerations and 
organization of a trial. It also gives the background and 
the rationale for the trial.”



Why a protocol?

• Check if objectives can be achieved 

• Check feasibility of the study

• Maintain standardization throughout the project

• Prevent failure to collect critical information

• Lay down rules 

• Obtain approval from regulators and ethics 
committee

• Apply for funds 

• Easier to write an article 



Elements of a protocol

• TITLE 

• NAMES OF INVESTIGATORS

• NAME OF THE INSTITUTION

• INTRODUCTION

• OBJECTIVES
– Primary (Must evaluate)

– Secondary (Good to evaluate)

• METHODOLOGY -Study design

• STUDY POPULATION
– Selection 

– Recruitment process

– Inclusion and exclusion criteria Withdrawal

– Number to be screened/recruited (Sample size) 



Elements of a protocol - contd

• Efficacy/ endpoints 

• Efficacy analyses

• Safety analyses

• Safety Reporting

• Statistical analysis plan

• Appendices 
– Case report forms (not always mandatory)

– Informed consent 

– Institutional review board approval (in the final trial 
master file)

– Questionnaire (if applicable)

– Declaration of Helsinki



Protocol Synopsis Template

Title: Be as specific and descriptive as possible

Rationale: State justification for the study

Objective: State either as question(s) to be answered or as hypothesis to be 
tested

Setting: State where the study will be done and by whom

Design: survey or experiment; retrospective, cross-sectional or prospective; 
parallel-group or crossover; open, single-blind or double-blind; etc.

Patients: State number and type of patients, with essential inclusion criteria

Interventions: State what will be done, how, when, how often, how long, etc.

Outcome 
measures: 

State what will be measured for efficacy and for safety

Data analysis 
plan: 

State how the outcome measures will be analyzed and presented



Investigator Brochure

• Basic document required in a clinical trial of a new 
drug

• Compiles the clinical and non-clinical data relevant 
to the study of the product in humans

• The pharmaceutical company sponsoring the study 
provides a copy to each principal investigator  prior 
to the start of a clinical trial



Contents

• a description of the drug substance and the 
formulation 

• a summary of the pharmacological and toxicological 
effects, 

• a summary of information relating to its safety and 
effectiveness in humans, and 

• a description of possible risks and adverse reactions 
to be anticipated, and the precautions or special 
monitoring that the investigator should take



Contents as per IB

• Title page

• Table of contents

• Summary

• Introduction

• Confidentiality statement

• Physical, Chemical and Pharmaceutical properties 
and formulation



Contents as per IB (contd)

• Non-clinical studies
– Pharmacology

– Pharmacokinetics

– Toxicology

• Effect on humans
– Pharmacokinetics

– Efficacy

– Safety

– Marketing experience



Informed Consent Form

Guidance for Information sheets for adults

• The level of detail should be appropriate to the 
nature of the study and the population to be 
studied

• Concern about Information Sheets (IS) are becoming 
lengthy and complex for recruitment purposes

• So, its recommended that, the IS divided into Part 1 
and Part 2 



Part 1:

• What the research is about?

• The condition or treatment under study

• Voluntary nature of involvement

• What will happen to the participant during and after 
the trial?

• What usual treatment may be withheld?

• Participant’s responsibilities

• Potential risks



Part 2:

• Confidentiality and data protection

• Communication with the GP

• Indemnity and compensation

• Publication, etc.

• Which should be read and understood before the 
participant can decide whether they want to take 
part and give informed consent



Language Used:

• Simple, non-technical terms

• Easily understood

• Short words, sentences and paragraphs with clear 
subheadings

• Manageable text & font size

• Bullet pointed lists used where instead of unbroken 
text

• Invitational tone instead of overly persuasive



General comments on information for 
children (minors) and young people

• When designing information sheets for children, 
researchers need to consider their 
– likely attention span  

– potential fear of hospitals/procedures 

– mental capacity if affected by disease

– disease severity

– previous experience of illness (some children have greater 
knowledge as the result of long term illness e.g. cystic 
fibrosis).

– It is important to give information about how the study 
will affect the child at home, school and his/her social 
activities



IS for children aged

6 to 12

• Study title

• Invitation paragraph

• Why are we doing this 
research?

• What is the medicine, 
device or procedure 
that is being tested?

• Why  have I been 
asked to take part? 

13 to 15

• Study title

• What is research? 

• Why is this project 
being done?

• Invitation to take part. 
Why have I been 
asked to take part

• Did anyone else check 
the study is OK to do?



Essential regulatory documents 
& records



"Essential” Documentation

Documentation, Record Keeping, and Retention

• Permits evaluation of the conduct of a study

• Permits evaluation of data collected

• Demonstrates GCP and compliance with applicable 
regulatory requirements

• Facilitates study management and oversight

• Allows for monitoring and evaluation of practices



Essential Documents - Regulatory 
Binder

• Essential Documents must 
be organized and retained 
for the conduct of clinical 
studies.

• These organized documents 
are referred to as the 
REGULATORY BINDER 

• The binder must be kept at 
the Investigator’s clinical site

**TIP: Synonyms: Investigator Binder = Regulatory 
Binder = Investigational Site File (ISF) = Study Binder 

= Master Trial File (MTF)



Essential Study Documents Overview

• Study Protocol – signed, dated by all entities (PI, 
sponsor)

• Study Protocol Amendments 

• Informed Consent 

• IRB Approval(s) 

• Delegate of Authority and Log of Responsibilities 

• Curriculum Vitae (CV’s) current

• Financial Disclosures – 1571s and 1572s



• Protocol Training Documentation 

• Training Documentation to conduct research, study-
related duties or  functions

• Adverse Events and/or unanticipated events

• Study Protocol Deviations

• Note to File (NTF)

• Standard Operating Procedures(SOPs); Manual of 
Procedures (MOPs) and or Appendixes

• All communication s between entities (PI, research 
team, CRO, sponsors, governing boards)

Essential Study Documents Overview 
(contd)



Essential Study Documents Overview 
(contd)
• Clinical investigator’s brochure (drug or device)

• Package insert; include labeling for approved 
medications

• Device information sheet/manual

• Documentation of study-related training 

• Documentation of shipping biologics (IATA)

• Procedure training log 

• Laboratory reference ranges

• Copy of laboratory certification and accreditations

• Lab Specimen Tracking Log

• Serious adverse event log



Example: Form FDA 1572:



Example: Delegation of Authority 
(DoR)



Screening/Enrollment

• Subjects who were 
screened; reasons for 
screen failure

• Enrollment log

• Site screening plan

Signed Consent Documents

• All original signed IRB approved and stamped 
versions consent documents



Subject Visit Tracking Log

• Log all enrolled subject 
visits

• Reasons for Early 
Termination (ET)

• Tracks/keeps scheduled 
visits as per protocol

Subject Identification Code List

• Confidential list of subject names

• Link between identity and study code to allow 
only the              

• Investigator to reveal identity of any subject



Study Product Records

• Documentation of study product disposition

• Investigational Product Accountability Log: Stock 
Record

• Investigational Product Accountability Log: 
Subject     

• Dispense Record

• Specimen sample log

• Shipping documentation

• Storage temperature logs 



Local Clinical Lab Certificates

https://www.medicine.uiowa.edu/pathology/research/pathology-clinical-trials-support-core



Clinical Site Monitoring Visits

• Monitoring Visit Signature Log

• Each Visit’s correspondence 

• Post visit follow up letters



Confidentiality & Security 

• Filing space should be available for the storage of 
TMF and local ISF during the conduct of the clinical 
trial. ISFs will normally be stored in an investigator’s 
office or local filing area

• At the end of the trial the files must be transferred 
to a suitable archiving facility 



Record Keeping 

Investigators must ensure that data are recorded and 
stored correctly and accurately. This not only includes 
data recorded on Case Report Forms (CRFs) but also all 
original source data(patient medical notes for 
example), laboratory test results, radiological images 
and pharmacy data (drug dispensing records and drug 
accountability records for example)  



Environmental Conditions 

• The minimum requirement is for documentation to 
be stored in conditions that minimize the risk of 
damage or loss of information

• The risk of damage from water should be reduced 
by storing documentation above floor level and 
away from overhead water pipes 

• Documentation should be located in areas with 
minimal variation in temperature and humidity if 
stored long periods of time


