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= Background
= Development and practice of guidelines & principles

= Ethical considerations during various parts of the study
Planning and conceptualization of the Study

Conduct of study

Analysis of study data

Publication of report

Trial is completed

= Justlce & Conclusion
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How science has changed our lives? Discovery of DNA
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When cancer plagued mankind, medicine of hope!
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No man cared less for the profits of the profession, or more for
the honour of it!
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Are we meeting expectations with the advances in medicine?
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What should we expect from a
Good Clinical Practice
framework
for clinical trials?

vis-a-vis India?
vis-a-vis the United States & Europe?
globally?

What does GCP mean?
to me?
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The use of control arms (placebo) |

‘Standard of care’

Informed consent process

« Community consultation

e Individual and community access to
research

 The role & responsibility of ethics
committees (ECs)

« Compensation for trial injury
« Counselling

 Patient/Participant Confidentiality and fo science
Privacy

e\
Locating phase I, Il, and Il trials | '- \
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 Medical treatment during the course of SR
research
+  Product availability E“EEEHBBEE%E
¢ ¢ Sponsorshi
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¢ o Tissues
s« Stem Cell Research |
-+ Gene Transfer - ——
2+ Data Protection
=+ Monitoring (DSMBS)

Data Ownership
Proprietary Information/Knowledge
Botanical/Traditional Medicines
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“No physician Is justified in placing science or the public
welfare first and his obligation to the individual, who Is his
patient or subject, second. No doctor, however great his
capacity or original his ideas, has the right to choose
martyrs for science or for the general good.”

My proposal is that researchers and reviewers should be expected to
contemplate and sign a statement that says: “l would not hesitate to
submit myself, or members of my own family, or anybody for whom |
have any respect or affection, if in circumstances identical to those of
the intended subjects’.
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»Pappworth M.H. Human Guinea Pigs; Boston: Beacon Press, 1967; pg. 27
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« 1000BC : Caraka Samhita to 1-2 AD
o 1947 : Nuremberg Code
« 1956 ; Code of Medical Ethics, MCI
¢ |* 1964 : Helsinki Declaration
S |+ 1979 : Belmont Report (USA)
§ |+ 1980 : Policy Statement on Ethical Considerations involved in
% research on Human Subjects
§ « 1982/1992 ; Proposed International Guidelines (WHO/CIOMS)
- |* 1986 ) EPA Act for r-DNA products
s |+ 1997 ; Guidelines for Exchange of Human Biological Material for
2 Biomedical Research Purposes
= |+ 2000 ; Delhi Medical Council Regulations
« 2000 : Revised ICMR Ethical guidelines
« 2001 : Indian GCP Guidelines
« 2004 ; ART Guidelines
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Good clinical practice is a set of

112134 =] Official Journal of the European Communities
DIRECTIVE 2001/20/EC OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL
of 4 April 2001
of the laws, lati and admini

Internationally recognised ethical and

ive provisions of the Member States

re]anng to the implementation of good clinical practice in the conduct of clinical trials on
medicinal products for human use

THE EUROFEAN PARLIAMENT AND THE COUNCIL OF THE

scientific quality requirements which

EURCPEAN UNION,

Having regard to the Treaty establishing the European

Community, and in particular Article 95 thereof,

must be observed for designing,

Having regard to the proposal from the Commission ('),

Having regard to the opinion of the Economic and Social

conducting, recording and reporting

Commirtee (),

Acting in accordance with the procedure laid down in Article

251 of the Treaty (),

clinical trials that involve the
participation of human subjects.
Compliance with this good practice
provides assurance that the rights,
safety and well-being of trial subjects
are protected, and that the results of

m

1

the clinical trials are credible. ;
Articl

&

1 o

Directive 93/39/EE:
a5 las
Directive 1999/83(EC [Dj].. B4 150100 oo,

Whereas:

Couneil Directive 65/65/EEC of 26 January 1965 on the
approximation of provisions laid down by law, regula-
tion or administrative action relating to medicinal prod-
ucts i) requires thar applications for authorisarion to
place a medicinal product on the market should be
accompanied by a dossier containing particulars and
documents relating 1o the results of tests and clinical
trials carried our on the product. Council Directive 75/
318/EEC of 20 May 1975 on the approximation of the
laws of Member States relaring ro analytical pharmaco-
toxicological and dlinical standards and protocols n
respect of the testing of medicinal producrs (%) lays down
uniform rules on the compilation of dossiers including
their presentation.

The accepted basis for the conduct of clinical trials in

humans is founded in the prowction of human rights
and the dignity of the human being with regard to the
application of biclogy and medicine, as for instance
reflected in the 1996 version of the Helsinki Declaration.
The clinical wial subject's protection is safeguarded
through risk assessment based on the results of toxico-
logical experiments prior to any dinical trial, screening
by ethics committees and Member States’ comperent
authorities, and rules on the protection of personal dara.

0] C 306, 8101997, " 9 and

O] € 161, 861999,

0] € 95 3031998 p |

O}Jmlm of the Furopean Parliament of 17 November 1995 [o]
712 1998, p 27) Councl Commen Posiion of 20 July

2000 (0] € 300, 20102000, p. 32) and Decision of the European

P‘i]llimem of 12 December 2000, Council Decision of 26 Fehruary

D] ll 921965, 1/65 Directive as last amended hv Conmedl
g[ﬂj L4, 2481971 p 12}

OF L 147, 961975, p. 1 by Commission

B

4

2]

(8)

Persons who are incapable of giving legal consent to
dinical trials should be given special prowection. It is
ncumbent on the Member States to lay down rules 1o
this effect. Such persons may not be included in dinical
trials if the same results can be obrained wsing persons
capable of giving consent. Normally these persons
should be included in dinical trials only when there are
grounds for expecting that the administering of the
medicinal product would be of direct benefit ro the
patient, thereby outweighing the risks. However, there is
a need for dinical wials involving children 10 improve
the meament available to them. Children represent a
vulnerable population with developmental, physiological
and psychological differences from adults, which make
age- and development- related research important for
their benefir. Medicinal products, including vaccines, for
children need 1w be ested scientifically before wide-
spread use. This can only be achieved by ensuring thar
medicinal products which are likely to be of significant
dinical value for children are fully studied The dinical
trials required for this purpose should be carried out
under condirions affording the best possible protection
for the subjects. Criteria for the protection of children in
dinical tials therefore need to be laid down.

In the case of other persons incapable of giving their
consent, such as persons with tia, psychiatric
patients, etc, ncdusion in cinical wials in such cases
should be on an even more resirictive basis. Medicinal
products for rial may be administered to all such indi-
viduals only when there are grounds for assuming thar
the direct benefit to the patient outweighs the risks.
Moreover, in such cases the written consent of the
patient's legal representative, given in cooperation with
the wearing doctor, is necessary before participarion in
any such clinical trial.

The notion of lepal representative refers back to existing
national law and consequentdy may include narural or
legal persons, an authority and/or a body provided for
by national law.

In order to achieve optimum protection of health, obso-
lete or repetitive tests will not be carried out, whether
within the Commumiry or in third counties. The harmo-
nisation of technical requirements for the development

THERAPEUTICS
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A set of responsibilities
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L , Guidance for Industry
‘The ObjeCtlve Of th|S ICH GCP E6 Good Clinical Practice:

guidance is to provide a unified Comsolidated Guldance
standard for the European Union (EU),
Japan, and the United States to
facilitate the mutual acceptance of
clinical data by the regulatory
authorities in these jurisdictions.’
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Dimensions of GCP
General Frameworks
« WHOGCP
« |ICHGCP
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Regional/Applied Frameworks
« EUGCP
« USCFR

National/Applied GCP Guidelines

 India, China, Russia, Singapore,
Malaysia, Indonesia, South America,
South Africa, Turkey

wli”
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GCP is universally accepted as the standard for accepting data

across borders.
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Good Clinical Practice Guidelines
GOOD CLNICAL PRACTICES FOR CLINICAL RESEARCH IN INDIA

FOREWORD
Clinical research is the to the discovery of latest diagnostic methods and 1o develop

ey
i modem dnugs for reatment of disgases. Good Chnical mu.m (GCP) is an efhical and
scenlifc qualily slandard for dessning, conducting and recordag (ials thal involve the
participation of human subjects. Compliance wilh (his slandard prowdes assurancs bo pubbe
thal the rights, safety and well being of frial subjects are protected, consistent with the
m principles enshined n the Declarabon of Helsinki and ensures that dinical tial data are

credile.

’ " It has been widely recognized that India offers unijue opporunties for conductng cinical
] trials in view of the large patient pool, well- trained and enthusiastic investigators and
premiere medical nstitules avaiable in the country along with considerable low per patient

trial cost, as compared |0 developed countries.

A need was, however, felt 1o develop ow own Indian Guidelines 1o ensune uniform gquality of
clinical research hroughout the country and Lo generale data for registration for new drugs
before use in the Indian population, An Expert Committes set up by Central Drugs Standard
Condrol Organisabon {COSCO) in consultation with clinical expert has formulated this GCP
guidaline for generation of clinical data on dugs.
IM Dm; Technical Advisary Board (OTAB), the highes! technical body under D&C Act, has
orsed adoption of this GCP guidekne for streamiining the dinical studies o India
Immnmmllnnswomuummwmulomnmlm
and i providing desined directon. The
gusdeline would aiso be I\emrnl o comparnies wha mﬂ\r ‘wanl 10 locale thew climcal programme
in the country.
Place: New Delhi
. 5P Agarwal Direcior General of Health Services and Chairman. DTAB

INTRODUCTION

The history of Good Clinical Practice (GCP) statute races back to one of the oldest enduring
tragitions in the history of medicine: The Hippoeratic Oath. As the gmg ethical code it is
primarily kngwn for ils edicd 10 do no harm 1o the patient.  However, the complexites of
modern medicing research necessitate a more elaborate set of guidelines that address a
Physician's ethical and scenlific responsibiliies such as oblaineg informed consent or
discioging risk while iwvolved in biomedical research.

Good Chinical Practios is a set of g for studies which the
conduct, termmation, audit, analyma reporting and documentation of the studies
irvehving human subjects. The fundamental tenet of GCF is thal in research on man, the
inferest of science and socety should never take precedence over considerations related fo
the well being of the sl.udy subject. |t aims 1o ensure that the studies are scientfically and
ethically sound and thal the cinical properties of the pharmaceutical subslances uider
imvestigation are property me«eo. The guidelines seek 1o establish two cardingl
princples: protection of the rights of human subjects and authenticity of biomedical data
generated.

These guidelines have been evolved with consideration of WHO, ICH, USFDA and European
‘GCP guidelines as well as the Ethical Guidelines for Biomedical research on Human Subjects

MAL59IPCvarnasi\kali\ethics22122007v1.3

By issued by the Indian Council of Medical Research. They should be followed for carmying out
; all biomedcal research in India at all stages of dneg development, whether prior or
National Commitiee for Ethics SubsEauENt 10 product registration in india,

in Social Science Research in Health
' (NCESSRH)
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Was there really a need for this Literature available?
CT? Scientific advice sought?
Studies in sub-groups?
Are sample size and statistical Were calculations based on
power adequate to show an

Potential previous experience

?
effect? *Validated end points

«Clinically relevant differences

Were patient’s chances of

receiving an active medicines Treatment ratio balanced towards
acceptable? Equal chances
«Sample size
Severity of disease
What type of patients should *Volunteers or patients
have been entered? In/Out patients

\ulnerable groups

Relevance of standard of care in design of the study!
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= Age:

= Younger or older populations or dementia patients
= Gender:

= Women of childbearing potential
= Present clinical status:

= Unstable / emotional patients
= History of other diseases:
= anticipated benefits outweigh the risks associated with the trial.

= Wash out period of non-trial medicinal products:
= duration of wash out with drug and its risks

= QOccupation:
= ambulatory patients involved in heavy machinery work

MAL59IPCvarnasi\kali\ethics22122007v1.3
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Violations
= Minor/Major
= Extent of the violation
= Risks for the patient due to violation in trial

Compliance
= Checking signed ICF for signature of patient and the investigator

= |nvasion of patient privacy
=  Compliance to the local and regulatory guidance

Discontinuation from the Clinical Trial
= QObligation to take care of the patient until recovery or improvement to prior
state
= Risk of rechallenging

Early termination
= [nvestigator's decision
= Justifiable reasons

MAL59IPCvarnasi\kali\ethics22122007v1.3
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Power of the study
= Sufficient sample size critical to have power of the study
Statistical significance vs clinical significance

Communication of the study
for validity, timeliness and accessibility of new knowledge for patients,
physicians and regulatory

Safety of the study

Withholding data on ADRs highlights the threat of unethical reporting
of research results to public safety and physician’s trust in research

Just because it Is recorded doesn’t mean its done!
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Over interpretation of “significant” findings in small trials

Selective reporting based on p values

Selective reporting of outcomes in the abstracts

Subgroup analysis done without interaction tests

Negative or detrimental studies not published

Putting undue stress on results from subgroup analysis

Inappropriate subgroup analysis

Selective reporting of (1) subgroups, (2) outcomes, (3) time points

Selective reporting of positive results or omission of adverse events data

Failure to report results or long delays in reporting

Post hoc analysis not admitted

Giving incomplete information about analysis with no significant results
. Analysis conducted by the sponsor of the trial.
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L What responsibilities are owed to the research community?
[ Encourage access to the benefits from findings
[ Train researchers and care providers in the community

O Ensure privacy of participants and researchers
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« Vulnerability: In research ethics, the principle of distributive justice forbids research
risks and burdens being borne disproportionately by vulnerable groups within
society;

« Benefits: Privileged in society cannot disproportionately reap research benefits

» Distribution: Research may be impossible to achieve in settings where equality,
fairness, and the distribution of social good and harm are routinely abrogated

* Potential Misuse: Where permission is granted by the very people who are oppressing
the potential participants, researchers must be aware of potential misuse of findings.

Permission: there may be instances in which participation would be in the best interests
of the minority group, but government officials deny access

MAL59IPCvarnasi\kali\ethics22122007v1.3
o

Beyrer C, Kass NE Human rights, politics, & reviews of research ethics. Lancet 2002 Jul 20;360(9328):246-51.
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 Research entails risk

 Should we permit high risk research? (e.g. Gelsinger, Roche)

d Respect for persons + Beneficence = Paternalism or Disclosure of Risk
O subject as individual overrides all scientific hypothesis

 Controlled environment to practice environment

(1 Homogeneity of the data
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WHY WE WORRY ABOUT
THE WRONG THINGS
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