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16. SAFETY MONITORING IN CLINICAL TRIALS

INTRODUCTION:

1. Clinical trials are a cornerstone in medical advances; hence there is a progress
in the design and conduct of a clinical trial.

2. This lead to an increased awareness of ethical issues and safety monitoring.

3. Hence a system should be there to ensure the safety of participants.

4. The establishment of a Data safety monitoring boards (DSMB) is required for
clinical trials, involving potential risks to the patients.

According to the principles of ICH-GCP guidelines:

« The rights, safety and well being of the trial subjects are the most important
considerations.
« Safety Monitoring is done by:

1. Investigator
2. IRB/IEC s
3. Sponsor

4. Monitor

1. Investigator - responsibility:

During and following subject participation in a trial, the investigator should ensure
that the adequate medical care is provided to the subjects for any adverse events,
related to the trial [ICH-GCP 4.3.2]

2. IRB/IEC - responsibility:

¢ An IRB/IEC should safeguard the rights, safety and well being of all trial
subjects.[ICH-GCP 3.1.1]

e The IRB IEC should conduct continuing review of each ongoing trial, at
definite intervals. At least once per year.



3. Sponsor - responsibility:

Sponsor may consider establishing an independent data monitoring committee
(IDMC) (or) DSMB to assess the progress of a clinical trial, which includes the safety
data and to recommend to the sponsor, whether to continue, modify or stop a trial
[ICH-GCP 5.5.2]

4. Monitor - responsibility:

Determining whether all adverse events are properly reported within the time period
required by:

. GCP

Protocol

IRB/IEC

Sponsor and

Applicable regulatory requirements. [I[CH-GCP-5.18.4)

v W

SAFETY MONITORING IN DIFFERENT PHASES OF CLINICAL TRIALS

Phase-I:

Experimental drug given in a small group of people (20-80) to evaluate its safety,
determine a safe dosing range, identify side effects.

Phase-Il:

Experimental (study) drug is given to a large group of people (100-300) to see its
effectiveness and to further evaluate safety.

Phase-III:

Experimental drug is given to a large group of people (1000-3000) to confirm its
effectiveness, monitor side effects, and collect information for safety.



Phase-1V:

1. Post marketing studies, gives additional information includes drug risks,
benefits, and optimal use.

2. For drugs being studied under investigational new drug application [INDA], the
FDA published a regulation, establishing a new safety reporting paradigm.

3. According to this clinical investigator and sponsor have to be more responsible

in reporting and analysis of serious, unexpected events that might be caused
by drug.

- Consent forms
- Scans :
e _- Pathnlogy reperts :

= For subject protechon
- For reliability of trial resuls
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e Spontaneous reporting system is a passive surveillance system.
e Health professionals are encouraged to report adverse reactions which they believe
to be drug-related directly to:
1. The regulatory authorities (or)
2. The company making the suspected product on a voluntary basis.
« Spontaneous reporting system has three steps:
1. Data Acquisition
2. Data assessment
3. Data interpretation

1.Data acquisition:

Which depends largely on the input of information derived from the reports
submitted by the health professionals, who have encountered, what they
suspect is an ADR.

2.Data assessment:

Involves assessment of the individual case reports and assessment of pooled
data obtained from various sources, such as the international database of the
WHO.

3. Data interpretation:

Based on the available data and assessments made, a signal related to the
adverse reaction may be generated.

Pharmacovigilance aims at detecting adverse effects of marketed drugs. It is
generally based on a spontaneous reporting system (SRS) that consists of the
spontaneous reporting, by health professionals, of events that are supposed to the
adverse effects of marketed drugs.

e Automated signal generation methods have been proposed.
e The success or failure of any Pharmacovigilance activity depends on the

reporting of suspected adverse reactions.




Different countries have different adverse drug reporting forms (or) systems. Those
are:

¢ India - Suspected Adverse Drug reaction reporting form.
e UK - ‘Yellow card’ since 1964.

e Australia ‘Blue card’ since 1964.
‘Med watch’.

Voluntary reporting.

¢ United States

e Form FDA 3500

e Form FDA 3500A
» Studies in pharmacoepidemiology are intended to be either "hypothesis

Mandatory reporting.

generating” or “hypothesis testing".

» Hypothesis-generating studies, with a recently marketed drug, aim to detect
unexpected adverse drug reactions.

» Hypothesis testing studies, aim to prove whether any suspicious that may have
been raised are justified.

Hypothesis - Generating studies:
They are generally done by two methods:

¢ Spontaneous ADR reporting.

Prescription event monitoring (PEM).
SPONTANEOUS ADR REPORTING

+ Spontaneous reporting is defined as “A system whereby case reports of adverse
drug reactions or events are voluntary submitted by health professionals and
pharmaceutical companies to the National Pharmacovigilance Centre” (NPC).

¢ Doctors (in some countries, other health care professionals and patients as
well) are provided with forms, upon which, if they detect any suspected
adverse drug reactions, they can notify it to the “central authority”.

¢ In the United Kingdom, the ‘yellow card’ has been used for this purpose since
1964.

¢ The ‘blue card’ system is used in Australia and Malaysia.

¢ In the United States, the “Med watch” form is used, and is made broadly
available to health professionals to encourage reporting.




ADR reporting in India:

For the purpose of reporting ADR's:

1. National Pharmacovigilance program was initiated.

Central Drugs Standard Control Organization (CDSCO) was coordinating 2 zonal
centers, 5 regional centers and 28 peripheral centers are established for
monitoring ADR reporting in India.

PHARMACOVIGILANCE PROGRAM OF INDIA

CDSCO Directorate General of Health Services, under the aid of “Ministry of
Health and Family Welfare”, Government of India in collaboration with “Indian
Pharmacopoeia commission, Ghaziabad (U.P) has started Pharmacovigilance
program for protecting the health of the patients by assessing drug safety in
India.

Indian pharmacopoeia commission (IPC), Ghaziabad is functioning as a
National Coordinating centre (NCC) for Pharmacovigilance Program of India
(PVPI).

150 ADR Monitoring centers, were established in various medical institutions
or hospitals across India to monitor and collect ADR reports under NCC-PVPI.

What to report:

PVPI encourages all types of suspected adverse drug reactions reporting,
whether they are known, unknown, serious or non serious, etc.

Adverse drug reactions related with the use of allopathic medicines, vaccines,
traditional medicines, medical devices, contrast media, etc. can be reported.

Where to report:

All health care professionals (clinicians, dentists, pharmacists, nurses) and
patients or Consumers can report ADR's to NCC or AMCs.

The pharmaceutical companies can also send individual case safety reports for
their product to NCC.




Advantages

Calculation of incidence density
Carried out on a national scale

Comparison of ‘reasons for withdrawal’ and incidence
density

Outcome of exposed pregnancies
Signal generation and exploration
Delayed reactions can be detected

Disease investigation

Disadvantages

No method of measuring compliance

No method to determine the non-prescription
medication

Non-return of green forms
Does not extend to hospital monitoring

Data collection is an operational difficulty
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