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Lecture — L7
Good Clinical Practice (GCP)

[FL]. Welcome to our online course called Current Regulatory Requirements for
Conducting Clinical Trials in India. Today, I will take you through the lecture 7 which is

Good Clinical Practice.
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Principles of GCP |CREDIBLE AND ACCURATE DATE)

What do you understand by good clinical practice? Let us try to learn through this seven
areas. One is the pre-requisites for the study. Before that we should know what is GCP?
Why we should follow the GCP? Then we will understand what is pre-requisites for
doing any clinical study. What are the responsibilities, responsibilities of various
stakeholders? Then we will understand what is record keeping and data handling. We
will understand quality assurance, statistics and address special concerns. Although the

Indian GCP, do not have principles of GCP we will try to cover them in our overview.

So, the GCP which is good clinical practice is actually divided or focused on two areas;
one is ethics, another is the data and the results. The ethics focus on this right, safety and

wellbeing or study participants, whereas the data focuses on the credibility and accuracy



of the data which is generated. It is very important for us to know that why we should

study GCP.
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WHAT IS GOOD CLINICAL PRACTICE (GCP)?

Good Clinical Practice (GCP) is a standard for clinical studies or trials that
encompasses the design, conduct, monitering, termination, audit,
analyses, reporting and documentation of (he studies

It ensures that the studies are implemented and reported in such a manner
that there is public assurance that the data are credible, accurate and that the rights

safety and well being of the subjects (human participants) are well protected

GCP aims to ensure that the studies are scientifically authentic and that the
clinical properties of the ‘investigational product’ are properly documented.

Reference: Good Clinical Practices For Clinical Researchers In India, CDSCO (2001)
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It is a standard, it is an international standard for clinical studies or trials that
encompasses many of the areas the design, the conduct, the monitoring, the termination
of the study in between if it happens, the audit, the analysis, the reporting and the entire
documentation of the studies. When you conduct a GCP study or GCP compliant study,
you ensure that the studies are implemented and reported in such a manner that there is
an assurance given to the public that all the data that are generated are accurate and that

the right, safety and well-being of all the study participants are well protected.

GCP also ensures that the studies are scientifically authentic and that the clinical
properties of the investigational product which is called as IP or IMP are properly
documented. We will cover the Good Clinical Practices for Clinical Researchers in India,

which is by CDSCO Central Drugs Standard Control Organization, 2001.
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WHAT IS GOOD CLINICAL PRACTICE (GCP)?

What does this mean?

GCP should be followed to ensure that
clinical trial is consistently performed to
highest ethical and scientific standards.

GCP = Rights, safety, wellbeing (well protected)
+

Data (quality & integrity)

So, what does this mean to us? If you see the graph here or that diagram here, GCP
means how the study is designed, how well it is conducted, how it is recorded, how it
was monitored, how it was analyzed and how it was reported. And it focuses on the two
areas we discussed, the rights, safety and wellbeing of the study participants or subjects

and the data quality and integrity.
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DEFINITIONS

All definitions are explained in chronological order
in the link provided
(document is provided as a web link).

Please go through them carefully.
This will help you to understand this lecture better.

Let us first understand the definitions. All the definitions are given in the word document

which is provided as a web link to you. Please go through them carefully. All these



definitions are extremely important to you and if you do not understand the definitions,
you will probably not understand this chapter better. Once we have understood the
definitions, let us try and understand what are the pre-requisites for conducting any

clinical trial or study.
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PRE-REQUISITES FOR THE STUDY

Investigational pharmaceutical product

Must be documented including instructions (storage & handling)
This includes physical, chemical, pharmaceutical properties and formulation

Pre-clinical supporting data

Should be adequate and convincing to support the proposed clinical study
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The first pre-requisite is the product. The product which is to be used for the clinical
trial; it is known as IP. [P means investigational pharmaceutical product. It should be
documented, that means, how it was produced, what are the physical properties, what are
the chemical properties, what are the pharmaceutical properties, how the formulation was

met. All this should be documented including the instructions of storage and handling.

Pre-clinical data; pre-clinical data can be many types. It can be pharmacology; it can be
toxicology; it can be regulatory toxicology; it can be animal pharmacology. So, this two
areas cover the pre-clinical and there are wide ranges of pre-clinical studies, and they are
all well defined in schedule Y. They should all the pre-clinical data should be adequate,

and they should convince to support that the proposed clinical study is correct.
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PROTOCOL

Should be as per Appendix X of Schedule Y (D&C Rule)
and contain the following

Title page Study treatment

Ak ~f r &
Table of contents Adverse event

Study rationale Ethical consideration
Study objectives Study monitoring and supervision

Study design IP management

Study population

Data analysis
Subject eligibility criteria Undertaking by the Principal Investigator
Study assessment Appendices
Study conduct
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When you begin a clinical study or a clinical trial, the first document is the most
important document and that is the protocol. The protocol which is designed, it should be
as per the appendix 10 of schedule Y which is under Drug and Cosmetic Act. The
protocol should have many areas like the table contents, the title page, the study
rationale, the objective, the design, the population. It should also tell the eligibility
criteria which includes inclusion and exclusion criteria. It should tell how you are going
to assess, how you are going to conduct, what are the adverse events, what are the ethical
considerations, how will you monitor a study, who are the supervision you will do, how
are you going to do an IP management, how the analysis of the data will be there and

how the principal investigator undertakes gives the undertaking.
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PROTOCOL APPENDIX X (SCHEDULE Y OF D&C RULE )
N N e .

Ethics Committee (EC) and its approval
B EC committee approval (mandatory)
B EC registration (mandatory)*

m EC as per Appendix VIII

Ethical and safety considerations"*
*Refer Lecture 10 B

“*Refer Lecture 10 A

CAL TRIALS IN INDIA

Also we need to understand about the ethics committee, because we are involving human
participants in this study. The ethics committee its approval are mandatory when you do
a study and the registration of all the ethics committees which conduct clinical trials
should be registered to CDSCO and that is a mandatory requirement. And the ethics
committee should be formed as per appendix 8. We will also study about the ethics and
safety considerations. Before that let us understand the third part which is

responsibilities.
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RESPONSIBILITIES

Responsiblities of the sponsor

B Investigator and institution selaction

B Information on IP (investigational product), its supply, storage and handling
B Compliance of protocol as per GCP and regulations

B Implementation of quality assurance system

B Monitoring and audit

B Submission of status repert

B Reporting of AE (adverse event)/SAE (serious adverse avent)

Financial compensation in case of any injuryideath
Y




In a clinical trial, there are many stakeholders. And all the stakeholders play a very, very
crucial role in the success or failure of a clinical trial. The first one is a sponsor. A
sponsor can be an investigator can be an institution and the sponsor is the one who
selects an investigator, and selects an institution very carefully. He is the one he or she or
the in sponsor is the one who has all the information related to the investigational
product. They supply, they store and they know how to handle the investigational
product.

They also ensure that the protocol is compliant as per the GCP and the regulations of the
country. The sponsor is responsible legally for the implementation of quality assurance
system. As a result sponsor undertakes all the monitoring and auditing activities. Sponsor
is responsible for submission of the status report, periodic updates, reporting of the
adverse events and serious adverse events. And also the main important thing the

financial compensation wherever there is a case of an injury or death.
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RESPONSIBILITIES

Responsiblities of the ethics committee

® Review and approval of trial protocal

¥ Review of ongoing trials

u Review of periadic study progress reports

® Reporting of SAEs

® Forwarding of SAEs reports to LA (licensing authority)
B Reporting any changes
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The ethics committees are responsible for the review and approval of trial protocol. We
have a separate chapter called 10 a and 10 b, which deals specifically on ethics
committee. I hope when you go through this lecture 10 a and 10 b, you will have a very
good or a brief idea about the ethics committee and the registration and the process of

review and approval.



So, here we speak about the responsibilities of the ethics committees. It is the review of
all the ongoing trials, review of the periodic study progress reports, reporting of the
serious adverse events, they also are responsible for forwarding the serious adverse event
reports to the licensing authority. Here the licensing authority is the CDSCO. They are

also supposed to report any changes.
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RESPONSIBILITIES

Responsiblities of the investigator

» Conduct of trials as per protocol & guidelines

& SOPs documentation

 Reporting of AE/SAES, ensure adequate medical care
provided to subject

" Provide information through ICF

= Inform to nominee in case of injury/death
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Now, comes the most important stakeholder of a clinical trial, it is the investigator, the
physician, the clinician. Let me tell you briefly that many people have this (Refer Time:
08:06) have a belief that good clinical practice is about clinical practice. It is a misnomer.
Good clinical practice is actually good clinical research practice. It is nothing to the
clinical practice it has nothing to do with the clinical practice. It has nothing to do with
the patients you see every day. It has nothing to do with the OPD you handle every day.
It is to do with the clinical research where you handle a patient with a new type of

medicine or a new dosage form or a new device or a diagnostics.

So, they are as your study participants and not a normal patient, so that is the difference
between GCP and GC the real definition of GCP which people trying to sometime
overlook. So, about the investigator the investigator is usually a trained qualified
physician or a clinician as per the norms of the country, that means, has been from MCM
has a degree from MBBS, MD, MS, degree from MCI they are responsible for the

conduct of the trials as per the protocols and guidelines. They are supposed to follow all



the standard operating procedure supposed to report all the adverse events, all the serious
adverse events, ensure that there are adequate medical care being provided to the study

participants and provide information through ICF that is informed consent form.

Wherever there is a mention of subject, I try; I tend to use the word participant, because I
feel the participant has got equal right in a study or a research or a trial where a subject is
a king and a subject. So, wherever I say participant I actually mean participant or study
subjects. Also investigators are responsible for informing the nominee of a study in case
of there is an injury and death. For thus any clinical trial a physician is the person who

has met the study participant.
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RESPONSIBILITIES

Responsiblities of the investigator

A physician deing clinical trial is still a physician with all that entails

to take great responsible care in all aspects of participants

This care includes patient safety & documentation throughout the journey
m Before clinical trial
m During clinical trial

m After clinical trial
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He is the one he or she is the one who has worked before the trial, during the trial and
after the trial. And it is the only link to the study participant and it is the most important
crucial element of success or failure in any clinical trial. So, the patient safety and the
documentation throughout the journey of clinical trial should be best understood by a

clinician and they should must be trained in good clinical practice.
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RECORD KEEPING AND DATA HANDLING

All records in any form (including, but not limited to, written, electronic, magnetic, and
optical records, and scans, x-rays, and electrocardiograms) that describe or record

B Methods

B Conduct

B Results of the study, and the actions taken
Protocol, copies of submissions, approvals letters, consent forms, monitoring reports, audit

certificates, relevant letters, reference ranges, raw data, completed CRFs and final report

ING CLINICAL TRIALS IN INDIA

And the crux of any clinical trial is documentation. We see that clinical trial comprises of
documents, documents and documents, and I am not wrong because it is the document
which is which proves that you had done some work. We say whatever is not
documented is not done. So, all the records which are generated in a clinical trial, it can
be written documents, an electronic documents or magnetic and optical records, scans,
X-rays, electrocardiograms, ECGs, they all should be in a form of a document where you
can preserve them for a long time preferably 10-15 years. And they should be able to tell

a story after the study is over and exactly leave a audit trail.

So, what you should keep, you should keep protocols copies of all the regulatory
submissions, approval letters from the regulators, ethics committee is the consent form
from the study participants, the monitoring reports, the audit certificates, the relevant
letters, the reference ranges, the raw data which is so crucial and the completed case

record forms and the final report.
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RECORD KEEPING AND DATA HANDLING

All corrections in the CRFs or any other study related documents

should be made in a way that does not obscure the original entry

Correct data should be inserted with the reason for the correction

f such a reason is not cbvious

The corrections should carry the date and initials of

the investigator or the authorised person

ING CLINICAL TRIALS IN INDIA

Whenever we do any clinical trial, please remember that you need to follow something
which is called good documentation practice. The good documentation practice ensures
that you do not document any data which can be forged or misconstrued later on. So, all
the corrections in your case record form or any other study related documents should be
made in such a way that it does not obscure the original entry. You should be able to
correct put insert the correct data, give a reason why you changed it, and give a date, put
your initials, and the initials should be of the authorized person to authenticate that the
corrections is done by a person who is authorized to correct it. So, anytime you do any
corrections in a clinical trial data, remember signing a cheque. When you sign a cheque,
and the cheque goes wrong how you correct a cheque should be the one you should use

it.
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RECORD KEEPING AND DATA HANDLING

B Real time entry B Erasable ink, non-waterproof ink & pencils
W Sign and date every entry at the time the task W Use of correction flud & correction tape
is performed

B Entering signature o initials for somecne else
W Every single letter and number should be readable

B Use of post-it notesiunofficial notes fo record data
B Use permanent (indelible) black or blue ink

B Back-dating & post dating
B All entries must be made onto the official document
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So, for a good documentation practice there are some do’s and some don’ts. The do’s is
that you should never keep your work to tomorrow. You should always do real time entry
sign and date every entry at the time the task is performed. Every single letter and the
number should be readable. Readable and you should be using only permanent or
indelible ink, preferably black or blue. All the entries should be made into an official
document. You should never use erasable ink, non-waterproof ink, pencils, never use
correction fluids or a correction tape. Entering the signature or initials for someone else
is a very risky business in clinical trial. Using post-it notes unofficial notes to record data
can create a lot of problem and never ever think of back dating and post dating in a

record. So, good documentation practices also speak about something called ALCOA.
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The ALCOA stands for AL C O A. A means attributable that means, anything which you
do you should be able to attribute to anybody who has done it. Suppose a weighing a
small child is being weighed by nurse 1, and the value of the child weight is written by
nurse 2. So, you should write nurse 1 took the body weight and nurse 2 documented the

body weight in the sheet. So, there were two nurses involved.

L stands for legible, what does legible means anything which you write like I am writing
in such a weird handwriting, it is actually not legible. So, how you should write? You
should write something which is a little better and all medicos have very very dangerous

handwriting.

C, C stands for contemporous. What does the mean contemporous means contemporous
means if you have done the work now you should do the documentation now,
contemporous is at that moment. O stands for original that means, if you are writing
something like this document it is an original document so, it is original. A stands for

accurate. So, if you are writing anything, you must ensure that it is accurate.
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The reason 2016 edition of ALCOA also involves something called C, which is called
complete. So, ALCOA has now become ALCOA C. And you should always remember

when you do a good documentation practice.
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ELECTRONIC DATA PROCESSING (EDP)

Validated hardware

Who, when, what
Only authorised staff to anter ~ Validated hardware Original data nariodically
Only authorised staff to madity  and software New data & raazon

Now we are in era of electronic data and we have so many data that we have no other
choice, but to use electronic data. So, whenever you use electronic data, please remember
these four points. Your security control should be very strong, you should know who is

authorized to enter the data and who is authorized to modify. The person who enters



should not modify. Your software and hardware should be validated and you should have
a validation certificate. Usually, you should read about 21 CFR part 11 document to
understand more about this. The audit trail, the document should be able to tell a story of
5 W and 1 H, who, when, where, what and how, and your original data and the new data
and the reasons should be very very traceable. Data backup is extremely important
because you do not know when you lose the data how to recover. So, do not forget to do

that.
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VALIDATION OF EDP SYSTEMS

B |f trial data are entered directly into the computer
there must always be an adequate safeguard fo ensure
validation including a signed and dated printout

& backup records

B Computerised systems: Hardware & software - should be
validated + detailed description of their use be produced

& kept up-to-date
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Validation of electronic data processing system is critical, because if they are trial data is
entered directly into a computer, you must always be able to have sufficient safeguard to
ensure that the system, your software system or hardware system is totally validated bug
free, and it should have been assigned and dated and print out with backed up reports.
So, that when you trust on the system, the system really makes to that. You do not fail
while showing the data that means your computerized system which comprises of
hardware and software should be validated with a certificate which gives a detailed

description of the use, and how they should be kept up to date.
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LANGUAGE

All written documents/information/other materials
used in the study should be in a language that is
clearly understood by all concerned

(subjects, paramedical staff, monitors etc.)

Language, which language you should use. There is no certainty that you have to use
English language, you can use any language all written documents or information or any
materials used in a clinical trial should be in a language that is clearly understood by all
concerned that is your study participants, the paramedical staff, the monitors, the

clinicians, ethics committee members, the regulators.
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QUALITY ASSURANCE

Sponsor's responsibility: QA to ensure - Study s performed. data is generated recorded and reported in
compliance with protocal, GCP and applicable requirements. [Documented SOPs are a prerequisite for QA].

All ohservations: Verifiable (credibility of data) and assured (conclusions are comactly derived from the raw
data. [Verification processes must be specified and justified].

Acceptable method of data verification: Statistically contrelled sampling. Data OC must be applied to every
stage of data handling (1o ensure that all data are reliable and have been processed comectly)

Sponsor's audits should be conducted by persons independent of those responsible for the Study. Investigational
sites, facilities, all data and documentation should be available for inspection and audit by the sponsar's

auditor as well as by the RUtJ'JL]!CI)' F\u.'hou'.?'. %)

Let us come to the fifth subtopic called quality assurance. All the quality assurance is the

responsibility of the legal responsibility of the sponsor, quality is a responsibility of



everybody in a clinical trial. A sponsor’s responsibility is that the sponsor has to ensure
that the entire study was first performed if performed the data was generated. If the data
was generated, it was recorded; if it was recorded, it was reported. If it was reported,
then all the things that was done is in compliance with the mother document which is the
protocol, then the standard operating procedure, the SOPs, the GCP and the regulatory

requirements.

And anything to have a good key way, you should have a very strong SOP system. All
these observations should be verifiable, that means, you can do an audit trail and you can
find, so that your data can be credible. All the data should be assured that means the
conclusions are correctly derived how will you know, so their raw data should exactly

speak what you are concluding to.

So, verification process must be very specified and should be justified. There should be
an acceptable method of data verification, that means, you have to use statistically
control sampling, you should have data QC in place where you should understand or
check all the data whether the inputs are correct or not by do a single entry, double entry,
whatever is your method of doing your data QC should be in place when you do this.
And you must be able to assure that each and every data that has been put has been has
undergone data QC and has been found to be true, and can be used for the data analysis.
And this data is so important, because on the basis of this data the entire clinical trial
data the report are generated. So, its reliability is of utmost or sacrosanct in nature. The

sponsor conduct; sponsor as you know is officially or legally responsible for quality.



(Refer Slide Time: 18:53)

%, CDSA
g

RESPONSIBILITIES

EEE . .-
MONITOR

Verify (and wherever necessary make provisions to ensure)

Institutional Investigational
Investigator Faclliiat Site/Invastigator

Expertise Equipment Supply Investigator follows the protocol

Proper handling
Resources Trained Staff of the productls) Maintains the essential documents

Receipt, use,
retunand  Follow the GCP guidelines and the prescribed SOPs
disposal

Avallabilty 5‘“"::("““'
Performing the specific function In accordance with the
protocol and/agreement
Maone of the parties delegate any assigned function to
unauthorised indhviduals

So, the sponsor ensures that there is a monitoring which is a quality control process in a
clinical trial. And monitoring is a regular, rigorous and continual process which conduct
which is continued over a period of the entire length of the clinical trial. Whereas, audits
are compliance snapshots which are conducted by an independent person, whenever,
whenever the sponsor feels or as defined in the sponsors SOP. The sponsors audits are
usually conducted as I mentioned by independent persons, it can be site, it can be
facilities, it can be data, it can be documentation, it can be any areas which the sponsor

felt required an audit.
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WHO IS RESPONSIBLE FOR QUALITY?

Everyone is responsible for quality.

® |nvestigator ® Sponsor
® Study Co-ordinator ® Ethics Committee
® Monitor " Auditor

® Laboratory in-charge " Requlator




It is a very important question as who is responsible for quality. Legally it is a sponsor
who is responsible for the quality. But please remember quality cannot be the

responsibility of one person when there is a multi-stakeholder working.
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WHO IS RESPONSIBLE FOR QUALITY?

Quality is everyone's responsibility.
-William Edwards Deming

But we heard from the father of quality Dr. Edward Deming. He said quality is
everyone’s responsibility. Now, let us come to a topic which is dreaded by many which is

statistics.
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STATISTICS
I N .-

Role of a blostatistian

Involvement (planning as well as throughout the study) - qualified and experienced statistician
Bio-statistician: Statistical model to be incorporated in protocal (number of subjects)

Study design

Study design determines the scientific integrity + credibility of the report rationale:
Target difference between treatments that the study is designed to detect

Power to detect the differance

Clinical significance of statistical diffarence

Measure taken 1o avoid bias (address randomisation and blinding)

Statistical analysis

Type(s) - Clearly identified; form basis of statistical model

Describe and justify (final report) - Subsequent deviation

Meed and extent of an interim analysis (must be specified in protocel)

Mizsing. unused and spurious data should be accounted. All omissions must be documented
Result - Presented to facilitate interpretation (chinical importance)




You require a good statistician in your clinical trial. Some time it is very it is too late to
repair anything. So, the role of biostatistician is extremely important. The biostatistician
should be involved in a clinical trial study from the planning stage, from the design stage
and throughout the study till it is ends. Who should be the statistician? Anybody who is
qualified, and anybody who is experienced and who has undertaken many of the
statistical model which are incorporated in any study protocol to calculate the sample
size in a study. The study design should be validated or the study design should have a
rationale the study design actually determines the scientific integrity and the credibility
of the data or the report.

So, there should be a rationale behind why you want to select a target, what is the target
difference between the treatment that is study is designed to detect, what is the power of
the study, the power to detect the difference, what is the clinical significance you are
looking for the statistical difference. What are the measures you will take to avoid those,
how do you address randomization and blinding. These are all part of study design and a

trained qualified and experienced statistician is required to help you through this.

The statistical analysis is so important because all the data that you have received now
has to undergo this kind of analysis and again a statistician plays a very, very important
role. The statistical analysis talks about the types, they clearly identify form a basis of
statistical model, they describe and justify in the final report they also describes a

subsequent deviations.

The need and extent of an interim analysis when it is required, either during the study or
it is specified early in the protocol is done by the statistician. The missing data, the
unused data, the spurious data all are accounted. And all the omissions of data must be
documented. The results which are presented to facilitate interpretations which are of
clinical importance must be handled or must be dealt with by the a trained and qualified

statistician.
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SPECIAL CONCERNS

I S S .
This chapter is described in detail in lecture 12 (L12)

Clinical trials of vaccines
Guidalines for investigational vaccines is same as investigational new drugs
Pleasa read guidelines (7.1.2) in detail and Appandix lll of GCP

Clinical trials of contraceptives
A tical triaks are le
y$

Phase | of
Please read guidelines (7.3.2) in detai

*Please refer to online course ‘Regulatory requirements for medical devices and IVDs in India’ for more details
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Now, quickly we will go through something special concerns. We have a special lecture
called lecture 12 which addresses all the special concerns. So, I in this session will talk
very very less about it, because we have dedicated one lecture only called as special
concerns. So, that lecture which is lecture 12 will deal about the clinical trials of vaccines

in detail.

I will just tell you very very less by telling that the there is a guideline to be followed for
all investigational vaccines and it is same as that all investigational new drug. So, please
read the guidelines which is provided, and also read the appendix 3 of GCP which has a
detailed descriptions. The clinical trials of contraceptives all procedures of clinical trials
are applicable whenever you are doing any contraceptive related clinical trial. The
important note for this is the any children which are born due to failure of contraceptive
during the trial should be followed up for any abnormalities. And if the woman does not

opt for a medical termination of pregnancy, it is to be specifically cared for.

There are a lot of clinical trials with surgical procedures and medical devices. Please note
that we have a different online course or a new another online course called regulatory
requirements for medical devices and in vitro diagnostics in India. Please enroll for the
course, please go through the course. And the course will have special address on
medical device. For medical device it is not the clinical trial, it is a clinical investigation

plan. One should remember that a clinical trial of medical device is not same as that of



drug trials, because here you involved sometimes healthy volunteers. The phase one of
drug trials is not necessary for trials on devices. There is a special guideline called 7.3.2

which deals with it in very detail.
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SPECIAL CONCERNS

Clinical trials for diagnostic agents (radioactive materials & X-rays)

Relative risks & benefits of using them should be evaluated
Radiation limits should be in accordance with limits set forth by regulatory authority (BARC)

Please read guidelines (7.4.1) in detail

Clinical trials of Phytopharmaceuticals

Procedures laid down for allopathic drugs in Schedule Y (Appendix 1B) should be followed
Does not pertain to guidelines issued for clinical evaluation of AYUSH

All the general principles of clinical trials are applicable for new drug

(Please read GSR 918 dated 11-Nov-2015)

ONDUCTING CLINICAL TRIALS IN INDIA

If you go through the clinical trial requirement for diagnostic agents which can be
radioactive trials, it can be X-rays, then there are lot of relative risk benefits which the
ethics committee should evaluate before allowing such permissions as a radiation limits
to be set forth by the regulatory authority can be BARC. And you should read a guideline
which is 7.4.1 which has lot of detail information to that. The clinical trials of phyto-
pharmaceuticals, you should go through the GSR 918 which was dated 11th November,
2015 for this. There is a various procedures laid down for allopathic drugs in Schedule Y
which comes under appendix 1B and you should read and follow those. It does not
pertain to the guidelines which are issued by the clinical evaluation of AYUSH, and all

the general principles of clinical trials are applicable for a new drug.
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WHAT DOES COMPLIANCE WITH GCP MEAN?

It provides assurance that:

Rights, safety, integrity and confidentiality
of Irial subjects are protected

Data and reported results
are credible and accurate

So, how do we, what do we address now, that we come to an end of this. If anybody tells
you that are you GCP trained, you say I am GCP trained. When you do a clinical trial and
your clinical trial is GCP compliant, what you and at the end ensure. You ensure by
giving public an assurance about two very very critical areas the right safety and the
wellbeing of the participants are well protected and the data generated from the clinical
trial are credible and accurate. The CDSCO GCP 2001, do not address the 13 principles,
but I thought of addressing you in very brief.
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13 PRINCIPLES

Frinciple 1: Ethics, GCP & regulatory requirements

Clinical trials should be conducted in accordance with the ethical principles that have their
arigin in the Declaration of Helsinki, and that are consistent with GCP and the applicable
regulatory requirements.

Principle 2: Evaluation of benefits and risks

Before a trial is initiated, foreseeable risks and inconveniences should be weighed against the

anticipated benefit for the individual trial subject and society.

A frial should be initiated and continued only if the anticipated benefits justify the risks




The first principle talks about the ethics, the GCP and the regulatory requirement says
that the any clinical trial which should be conducted should be in accordance with the
ethical principles and should have its origin from the Declaration of Helsinki. We have
the lecture 10 A coming up and this lecture will give you a very very detailed
descriptions about the ethical considerations through the ICMR new guideline. Also this
course will take you through the evaluation of benefits and risk, you should understand
that the clinical trials are evaluated by ethics committee. And before a trial is initiated, a
permission 1s given there are many foreseeable risk and inconveniences which are
weighed down and anticipated before a permission is granted. And the anticipated benefit

should always justify the risk involved.
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13 PRINCIPLES

Principle 3: Subjects over science and society

The rights, safety, and well-being of the trial subjects are the most important

considerations and should prevail over interests of science and society

Principle 4: Adequacy of previous data

The available non clinical and clinical information on an investigational product
should be adequate to support the proposed clinical trial

CURRENT REGULATORY REQUIREMENTS FOR CONDUCTING CLINICAL TRIALS IN INDIA

There is always a debate about subject over science and society and that is the third
principle. The right, safety and wellbeing of trial subjects should never be compromised,
and should never prevail over the interest of science and society. The fourth principle
talks about the pre-requisites which we have discussed very early. It says that if you do
not have a proper document or proper data of the non-clinical which is regulatory
toxicology and animal pharmacology, then you should not be allowed to conduct any
proposed clinical trial, because the toxicology and pharmacology data gives you

adequate information about the background of this investigational product.
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13 PRINCIPLES

Frinciple b: Scientifically sound protocol

Clinical trials should be scientifically sound, and described in a clear, detailed protocol.

Principle 8: Independent review

A trial should be conducted in compliance with the protocol that has received prior

institutional review board (IRB)/independent ethics committee (IEC) approval/favorable opinion

CURRENT REGULATORY REQUIREMENTS FO JUCTING CLINICAL TRIALS IN INDIA

If the protocol the fifth principle talks about the protocol. It says if your protocol is not
scientifically sound, it does not have a good study design and has does not have a clarity
probably you are doing something wrong. So, a scientifically sound protocol is an
extremely important requisite for doing any clinical trial. The sixth principle is extremely
important. The ethics committee should be independent. There should not be any conflict
of interest or competing interest. A trial should be conducted in compliance to the
protocol, and the independent ethic; the institutional ethics committee should be
registered to CDSCO who wherever the clinical trial is engaged. There is a special
lecture called lecture 10 b which addresses how your ethics committee should be

registered with CDSCO.
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13 PRINCIPLES

Principle 7: Qualified medical care

The medical care given to, and medical decisions made on behalf of, subjects
should always be the respensibility of a qualified physician or, when appropriate

of a qualified dentist

Principle 8: Education, training and experience of staff

Each individual involved in conducting a frial should be qualified by education, training,

and llﬂﬂhl‘lﬂ? to perform his or her respeclive tasks

The seventh one talks very important. It speaks about the qualified medical care. The
medical care which has given to sub study participants and the medical decisions which
are made should be made by a qualified physician in India, it should be an MCI
recognized degree and when it is a dental study it should be a qualified dentist. The
principle eight talks about the education training and experience, my dear friends the
education, training and experience are three different things. You may be educationally
qualified, but you have to be trained. And you should possess an experience to perform

your task rightfully.
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13 PRINCIPLES

Principle 9: Requirement for informed consent

Freely given informed consent should be obtained from every subject prior to clinical

trial participation

Frinciple 10: Fidelity of record and documentation

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

Principle 11: Confidentiality of identity of subjects

The confidentiality of records that could identify subjects should be protected, respecting

the privacy and confidentlality rules in accordance with the applicable requlatory requirements




The lecture nine talks about the informed consent. An informed consent is extremely
important. It is the weakest link of the entire clinical trial. Informed consent should be
freely given, many people misuse the word or misunderstand the word called freely
given. The informed consent should really be informed and we should ask how inform
was the informed consent. And every study participants who were involved in the study
must ensure that the informed consent form has been discussed in detailed by the study
investigator and the team. And they were given an opportunity to ask questions and had
the right to either select in a study get engaged in a study or a right to reject. The 10th
principle is extremely important when the IC GCP got revised in 2016. This is the only
principle which was retouched because record and documentation is extremely

important.
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13 PRINCIPLES

Principle 9: Requirement for informed consent

Freely glven Informed consent should be oblained from every subject prior to clinical

trial participation

Frinciple 10: Fidelity of record and documentation

All elinical trial information should be recorded, handled, and stored ina way that allows

ils accurate reporting, interpretation, and verification.

Principle 11: Confidentiality of identity of subjects

The confidentiality of records that could identify subjects should be protected, respecting

the privacy and confidentiality rules in accordance with the applicable regulatory requirements

CURRENT REGULATORY REQUIREMENTS FOR CONDUCTING CLINICAL TRIALS IN INDIA

Fidelity of the records and documentation is what the principle ten speaks about. It
speaks about that all the clinical trial information which are gathered, handled, stored
should be in such a way that you can have a good audit trail, so that accurate reporting
interpretation and verification is possible. The principle eleven speaks about very
important factor which is called confidentiality. Any study participants who are engaged
in a clinical trial, their identity is always protected. They are known by study identifiers
or code words, because it is very very important to maintain the privacy and

confidentiality of the study participants.
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13 PRINCIPLES

Principle 12: Integrity of investigational product

nvestigational products should be manufactured handled, and stored in accordance with
applicable good manufacturing practice (GMP). They should be used in accordance with
the approved protocal

Frinciple 13: Systems and procedures to assure quality

Systems with procedures that assure the quallty of every aspect of the trial should be

implemented

ING CLINICAL TRIALS IN INDIA

The integrity of investigational product is the twelfth principle and this is entire clinical
trial is of the investigational product. And if the investigational product itself is not
having all the physicochemical properties intact or is its integrity is doubtful, then the
clinical trial does not make any sense. So, the investigational product should be
manufactured in an GMP facility and it should be as per whatever is mentioned in the
regulatory document and approved protocol by the regulators and the ethics committee.
The last principle ladies and gentlemen is about quality. It says that systems and
procedures should be in place to assure quality, what is systems and procedures, they are
the SOPs. So, their entire study should have lot of SOPs to ensure that the studies all

areas have been addressed.
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GLOBAL CLINICAL TRIALS

INTERNATIONAL COUNCIL FOR HARMONISATION OF TECHNICAL
REQUIREMENTS FOR PHARMACEUTICALS FOR HUMAX USE (ICH)

TCH Huosnen CrmeLne

INTEGRATED ADDENDUM TO [CH E6(R1):
GUIDELINE FOR GOOD CLINICAL PRACTICE

E64(R2)

Clatrent Sp 4 veruaon
dated 9 Novensher 2016

For all global clinical trials conducted in India, ICH GCP E6 (R2) 2016 should be followed in addition to Indian GCP (2001)

JICAL TRIALS IN INDIA

This is only one slide to tell you about the ICH GCP the E 6 which was revised in as R 2
in November, 2016. For all global trials which are conducted in India, it is mandatory
that you should follow the law of the land which is the Indian GCP or many people refer
it as CDSCO GCP 2001. And you should also additionally follow or show compliance to
ICH GCPE 6 R 2, which is 2016.
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ICH GCP GUIDELINES

International Council on Harmonisation of Technical Requirements
for registration of pharmaceuticals for human use (ICH)

m 1996, 2016

W EU: US; Japan

m Developed in accordance with existing standards in US, EU, Japan, Australia, Canada
Nordic countries

¥ To standardise study conduct and requirements among countries so that studies do not
have to be repeated in individual countries

JICAL TRIALS

Why this ICH GCP, because there are many countries which are conducting clinical

trials, and it is a method of ICH countries together to come together, so that they can



standardize the study conduct and requirements among all the countries. So, none of the
studies which have been conducted in one country should be repeated in other country.
So, ICH started from 1996, it got revised in 2016, it is formed by the European Union,
the US and the Japan. And it is developed in accordance with existing standards across
US, EU, Japan, Australia, Canada and Nordic countries. ICH stands for International
Council on Harmonization of technical requirements for registration of pharmaceuticals

for human use.
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WHO GCP 2002

HANDBOOK i
FOR GOOD
CLINICAL
RESEARCH
PRACTICE
(GCP)

You can also read about the WHO GCP which was released in 2002, and it underwent a
long series from 1968, 1975 and 1995. ICH GCP also has 14 principles of ethical
principles and the last again is the quality system. So, these are all these ladies and
gentlemen. And now that you have understood let us try and see whether we can answer

some of the questions which we undergone today.
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o Name any two principle of GCP.

Subject over science and society; scientifically sound protocol

e What are essential documents as per GCP?

Essential documents are important documents involved in the conduct
of a clinical trial needed before, during and after the trial.

o Wha is responsible to provide the study drug (IP)?

CURRENT REGULATORY MICAL TRIALS IM INDIA

Can you name any two principles of GCP just now which you have gone through, any
two, any two ok. For example, the principle one principle speaks about subject over
science and society you can say, another can be the protocol the scientifically sound
protocol you can say anything you can say education training and experience even which
did we speak about something called essential documents. If I not, then I should not ask
this question, but this is a very good way to answer something which has not been

touched.

Essential documents as you know are very very important documents. The name itself
says essential documents. They are the documents which are involved in the conduct of
the clinical trial before, during and after the trial. This can be protocol, investigation
brochure, the regulatory approvals, the CRF case record forms, the clinical trial liability
insurance and all the documents have been listed at the end of the GCP guideline. Can
you tell me who is responsible to provide the study drug that is investigational product
for a clinical trial study. Yes, you are right, it is the sponsor it was told that it was

sponsor’s responsibility.



(Refer Slide Time: 33:35)

I I I I =

SUMMARY

In lecture 7 (L7), we briefly learnt about:

B What is GCP?*

B Various definitions and pre-raquisites for a study

B Roles and responsibilities of various stakeholders in GCP

B Record keeping and data handling

B Quality assurance, statislics

B Special concerns addressing areas like vaccines, contraceplives, surgical sutures, medical devices, elc

*(Reference: Indian GCP guidelines, Schedule Y, WHO GCP, ICH E6)

CURRENT REGULATORY REC MICAL TRIALS IN INDIA

So, that is it ladies and gentlemen, my dear friends in today’s lecture, lecture 7 we
understood about what is GCP, why we should study this, what are the various
definitions, the pre-requisites of the study, the roles and responsibilities of various
stakeholders like investigators, sponsors, monitors and ethics committees. We understood
what is record keeping and data handling. Quality assurance statistics we also touched
upon the special concerns addressing areas like vaccines, contraceptives, surgical
sutures, medical devices. There is all which we spoke were actually from the Indian GCP

guideline 2001.

Thank you so much for listening to this today’s lecture and I hope you enjoyed the

lecture.

Thank you and [FL] and [FL].



