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The Pharmacovigilance
System in India

Pharmacovigilance has been defined as the sci-
ence of activities relating to the detection, assess-
ment, understanding and prevention of adverse ef-
fects or any other drug-related problem.

The concept of adverse drug reactions (ADRs) is
not new in India. The Charak Sambhita, a text on
Ayurvedic medicine, a traditional Indian system of
medicine dating back to the 7th century BC, de-
scribed physicians, medicine, pharmacists/nurses
and patients as factors that determine the success or
failure of treatments. Furthermore, it cautioned that
poorly understood and improperly administered
drugs are like poisons.

Later, in 500 AD, Vagbatta (an Ayurvedic physi-
cian) described contraindications, adverse events
and their management. He stated that a “drug which
alleviates symptoms but causes another disease [ia-
trogenic] sooner or later is not appropriate”; thus, he
had identified the possibility of delayed adverse
effects of drugs and emphasised the importance of
rational drug use.[!!

Published literature reports of ADRs from India
are found in the history of modern medicine. A
search in PubMed that used the keywords ‘India’
and ‘adverse drug reaction’ located 1030 articles
compared with a total of 20 588 publications from
India.

However, it was not until 1986 that a formal
ADR monitoring system consisting of 12 regional
centres, each covering a population of 50 million,
was proposed for India.””! The healthcare system in
India consists of three tiers: tertiary teaching hospi-
tals, secondary district hospitals and primary health
centres. It was proposed that five primary health
centres, each catering for 0.1 million people, would
provide information to one district hospital and that
ten such district hospitals would provide data to
each regional centre located in a teaching hospital.

The objectives of the ADR system in India were
then envisaged to be as follows.

e Collection of information for old drugs on all
serious and previously unreported ADRs with a
view to quantifying the incidence and identifying
risk factors.
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Development of methods to establish causality
and to predict (prevent) ADRs.

e Validation of data and identification of regional
variation.

e Identification of ADRs to new drugs through
spontaneous reporting.

In 1989, under the aegis of the Drug Controller of
India, six regional centres were set up in Mumbai,
New Delhi, Calcutta, Lucknow, Pondicherry and
Chandigarh. These centres were located in teaching
hospitals and provision for staff was made.!

In 1997, following an international meeting in
Mumbai, India joined the WHO Programme for
International Drug Monitoring managed by the
Uppsala Monitoring Centre. The centre in New Del-
hi was identified as the national centre, while the
centre in Mumbai was identified as the WHO spe-
cial centre.

Of the six centres, only the centres in Mumbai
and New Delhi were active. The centre in New
Delhi started a newsletter and the centre in Mumbai
prepared a spontaneous reporting form that was
published in professional journals. The emphasis
was on intensive hospital monitoring and investigat-
ing specific drug-related issues. The response to
spontaneous reporting appeals was poor. However,
the centre in Mumbai then developed a postal survey
system to address specific drug-related problems.™*!
A postal survey was carried out to assess ADRs to
ciprofloxacin that, although contraindicated in chil-
dren, was used in children with chloramphenicol-
resistant typhoid. Data was obtained for 3000 chil-
dren and follow-up revealed the existence of acute
adverse effects (arthropathy) and the absence of
delayed effects.[>°!

The same method was successfully used for get-
ting information on other drugs, e.g. mefloquine.
Further adverse events due to interaction between
Ayurvedic drugs and modern drugs,”-81 and ADRs to
adulterated drugs were identified.!®! Intensive hospi-
tal monitoring identified hepatotoxicity due to anti-
tubercular drugs and Stevens Johnson Syndrome as
being the most common serious ADRs.17!

India has contributed to the WHO global safety
database and has further benefited by having access
to the WHO database. For regulatory decision-
making processes, data on ADRs and information
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on the regulatory status of specific drugs in other
countries became available.

Despite these achievements and contributions, it
was well recognised that the ADR system in India
was functioning below its optimum level. The ADR
monitoring centres were considered ad hoc and,
therefore, appropriate levels of funding were not
made available, which put severe constraints on
staff appointment and motivation.

The current patent laws in India have permitted
the Indian pharmaceutical industry to synthesise and
market drugs that have already been extensively
marketed elsewhere in the world. Thus, the public
health system in India has mostly administered well
known drugs for the control and prevention of dis-
eases. Much is already known about the safety
profiles of many of these drugs and, therefore, it was
perceived that there was no real need for ADR
monitoring. There was apathy on the part of physi-
cians, pharmacologists and patients towards ADR
reporting.

However, recent changes in the pharmaceutical
industry and expected changes in both patent law
and the Drugs and Cosmetic Act mean that new
drugs will be developed in India and that new drugs
that are developed elsewhere, but are not yet market-
ed, will be tested in India. Thus, drugs about which
we only have limited safety information will be-
come available for use. In addition, several donor
agencies are coming forward to provide new drugs
to be used in public health and new drugs and
combinations are being developed for tropical dis-
eases such as malaria and leishmaniasis. Recently,
the WHO and UNAIDS have undertaken an interna-
tional effort to have 3 million people in resource-
limited countries on antiretroviral therapy (ART) by
the end of 2005.0'

All these changes will increase the population’s
exposure to drugs. There will be benefits; however,
there will be a need to monitor risks. Information on
ADRs will need to be collected, systematically
processed, integrated and managed. Important safe-
ty signals and new safety hazards will need to be
identified. The Indian regulatory agency will need to
react to safety issues in a timely manner, providing
information to doctors, making appropriate changes
to package inserts, imposing restrictions on use and
possibly withdrawing agents from the market.
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As well as these changes within India, the scope
of pharmacovigilance has broadened from providing
data for regulatory decisions to being a science that
plays a major role in clinical practice and the devel-
opment of public health policy.["?! Recognising the
need for improved ADR monitoring in India and in
consultation with the pharmacovigilance centres in
the India, the Indian Government sent a proposal to
the World Bank for funding. It was recognised that
in order to capture data from various parts of a
country the size of India, interpret it and make
decisions, the involvement of academic institutions
and medical colleges that are spread out all over the
country would be extremely useful. The World
Bank has approved the proposal with an annual
grant of $USO.1 million for 5 years. The new
pharmacovigilance system was launched in Novem-
ber 2004.

The project will be coordinated by the pharma-
covigilance unit at the Central Drugs Standard Con-
trol Organisation under the Director General of
Health Services for the Government of India. The
unit will be guided by a National Pharmacovigilance
Advisory Committee that will recommend proce-
dures and guidelines for regulatory interventions.
Two zonal pharmacovigilance centres (New Delhi
for the North-East, Mumbai for the South-West)
will coordinate the nationwide programme. Four
regional pharmacovigilance centres have been iden-
tified across the country. Peripheral pharmacovigi-
lance centres in at least one teaching hospital in each
state and union territory, leading medical institu-
tions, clinics or pharmacies will be established.

The pharmacovigilance unit will receive infor-
mation from the centres, review periodic safety up-
date reports, maintain contact with international reg-
ulatory bodies, recommend regulatory actions and
provide information to end users.

The national centres functioning under the WHO
Programme for International Drug Monitoring are
expected to play an increasingly important role in
clinical practices, public health policies and regula-
tory decisions. Indicators of performance of the
ADR centres should reflect objectives, activities and
expectations. In the new pharmacovigilance system
in India, each peripheral ADR monitoring centre has
been given the goal of reporting 30 spontaneous
reports per month. The performance of the system
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could be assessed by the number of product label
amendments and product withdrawals recom-
mended.

However, the number of spontaneous reports is
not a good indicator as more reports may indicate
better performance of the centre or may indicate
more ADRs occurring and, therefore, the failure of
the pharmacovigilance system. Similarly, regulatory
decisions to withdraw a drug, restrict its use or
change its package insert may indicate success of
the pharmacovigilance programme, but may indi-
cate poor performance of the regulatory system in
permitting the initial marketing of unsafe drugs.

The overall purpose of pharmacovigilance is im-
provement in the safety of medicine. Pharmacovigi-
lance indicators to assess the performance and im-
pact of the pharmacovigilance system need to be
developed. Indicators such as the number of serious
ADRs that are prevented, the number of patients
counselled, number of physicians trained and costs
due to ADRs that are saved, need to be developed to
evaluate and assess the impact of the pharmacovigi-
lance system and thus justify expenditure on
pharmacovigilance in low resource countries such
as India and other developing countries.
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