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FROM THE DESK OF EDITOR

Expecting the Unexpected — Adverse drug reactions (ADR)
Adverse reactions occurring within
less complicated to detect. They
relationship and are associated wi

Pharmacovigilance work to dete
where the

ashort time of stopping or starting a particular drug are relatively
are often more readily suspected because of the close temporal
th a higher degree of biological and pharmacological plausibility

ct problems which occur with a longer latency period involves cases
cause of the reaction is far more difficult to ascertain.
Well established drugs may have the potential to cause serious problems after many years on the
market. There are a variety of re;

asons for this phenomenon. It could be that medical records are not
available, or that the patient cannot accurately remember how and when they were taking the product -
and how and when they stopped. The relationship between the adverse event and the responsible

medicine is less likely to be suspected by either the patient or their health professional. as there may be

no clear logical, pharmacological or biological relationship apparent between taking the drug and the

reaction arising. Suspicions between an Adverse Reaction occurring with a long latency period for a

particular drug might only be detected by epidemiological means.

Inreal life, there have been cases where a drug has been very well established on the market before the

potential to provoke the Adverse Reaction has been detected. A robust pharmacovigilance system is
essential to ensure that manufacturers and drug regulators are correctly monitoring, evaluating and
processing any reports associated with even the longest established products, even after the patent has
expired.

Particular therapeutic approaches may also present a risk of long latency adverse reactions or delay in
detection. Gene therapy may represent one example, whereby the permanent changes to recipient
cells may be associated with toxicities which are detected many years later. There may also be cases
where viral vectors are used, raising the possibility of whether the potential exists for a latent infection
to clinically manifest itself some years later. Antiretrovirals have also been studied and found to
sometimes be associated with multiple late onset problems related to toxicity. Long term follow up

clinical trials are of paramount importance; controlled comparisons and epidemiological methods
such as prospective cohort studies can be carried out in such instance.

Dr. Anurag Tomar
MBBS, MD (Pediatrics)
Editor in Chief
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Pharmacovigilance in India:
R Collaborative Approach

YOGESH MURTI*, BHUPESH CHANDER SEMWAL

REVIEW ARTICLE]

Institute of Pharmaceutical Research, GLA University N.H.2, Delhi-Mathura Bye-pass Mathura-281406

ABSTRACT

o Pharmacovigilance is still in its infancy in India and there exists very limited knowledge about the discipline.
India is the fourth largest producer of pharmaceuticals in the world and is also emerging as a clinical trials hub. Many
new drugs are being introduced in the country, so there is an immense need to improve the pharmacovigilance system
to protect the indian population from potential harm that may be caused by some of the new drugs. If we work
togeu?er, we can build a world-class pharmacovigilance system in India with the help of collaborative approach.
S}Jst_amed c_ollaboration and commitment are vital if the future challenges in pharmacovigilance are to be met and the
dlsc1‘pl.me I to continue to develop and flourish. A properly working pharmacovigilance system is essential if
med{Cfnes are to be used safely in India. The outcome of a pharmacovigilance system in India definitely decreases
Mmmmmmmammmmm

Key word : Pharmacovigilance, WHO, Collaboration, Partners, India

Introduction

When a pharmaceutical drug is introduced in the market
there are still a lot of things that are unknown about the
safety of the new drugs. These medicines are used by
various patients for different diseases. These people might
be using several other drugs and must be following
different traditions and diets which may adversely affect
the impact of medicine in them. Also the different brands
of same medicine might differ in the manner of their
production and ingredients. Additionally, adverse drug
reactions might also occur when drugs are taken along with
traditional and herbal medicines that have also to be
monitored through pharmacovigilance. In some cases,
adverse drug reaction of certain medicines might occur
only in one country's or region's citizens. To prevent all
undue physical, mental and financial suffering by patients,
pharmacovigilance proves to be an important monitoring
system for the safety of medicines in a country involving
collection, monitoring, researching upon, assessing and
evaluating information received with the support of health
care workers such as doctors, pharmacists, nurses and
other health professionals for understanding the adverse
drug reaction. This paper focuses on the efforts and
endeavors of India to create an efficient medication error

reporting systems to ensure public safety [1]. Health care
professionals, policy makers, federal agencies and the
government need to work in harmony in order to gamn
public assurance, safety and trust [2].

Aims of Pharmacovigilance

The principal aims of pharmacovigilance programmes are
[3-6]:

1.  Improve patient care and safety in relation to the use
of medicines and all medical and paramedical
interventions.

2.  Contribute to the assessment of benefit. harm.
effectiveness, and risk of medicines, encouraging
their safe, rational, and more effective (including |
cost-effective) use.

3. Promote understanding, education, and clinical
training in pharmacovigilance and its effective
communication to the public.

4. Detect problems related to the use of medicines and
communicate the ?ndings in a timely manner.

5. Topromote rational use of medicines by pro iding

(1)
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information about ADRs.

Provide regulators with the necessary information to
amend the recommendations on the use of the

medicines.
7 ldenufication, quantification and improving
understanding of previously unknown adverse drug

reactions

§  ldentification of patients at particular risk of having
an ADR (For ¢ g. the elderly, children, hepatic and
renal compromised patients and terminally il
patients).

9 Fducate health professionals to understand the
effectiveness risk of medicines that they prescribe.

10 Monitoring the impact of any action taken.
Pharmacovigilance in India

Pharmacovigilance program is useful in helping
healthcare organizations and practitioners across India to
use medicines more safely. Efforts are now being taken in
India to set up a pharmacovigilance system, which can
collect information on ADR's [7]. In the recent years, India
has seen the establishment of a society for
pharmacovigilance, which aims at “establishing
pharmacovigilance as a distinct and influential clinical
discipline in India™ [8].

India also has 30 pharmacovigilance centers funded by
World Bank. These centers are scanning instances of
adverse drug reaction since January 2005. These 30
centers form a network of regional and peripheral centers
at medical colleges in several states and are responsible for
collecting and interpreting the data, and for reporting their
findings to the drug controller general of India [9].

Advantages in India

The Pharmaceutical industry in India is valued at Rs.
900,000 million and 1s growing at the rate of 12-14 % per
annum. Exports are growing at 25 % Compound Annual
Growth Rate (CAGR) every year. India is now being
recognized as the 'Global Pharmacy of Generic Drugs' and
has distinction of providing quality generic drugs at
affordable cost. India is also emerging rapidly as a hub of
Global Chnical tnals & a destination for Drug Discovery
& Development. Further, more & more new drugs are
being introduced into the country which include New
Chemical Entities (NCFs), high tech pharmaceutical
products, vaccines as well as new dosage forms, new

routes of drug admimstration and new therapeutic clawn
of existing drugs. Such rapid mduction of NCEs and Hugh
tech Pharmaceutical products i the market throw up the
challenges of monitoring ADRs over large populatior
basc.

All drugs (pharmaceuticals and vaccmes) have side
effects. Some of these side effects are known. whale many
are still unknown even though the drug has been 1o Chucal
use for several years. It is important 0 monnor both the
known and unknown side effects of drugs w order 10
determine any new information available 1 relation
their safety profile. In a vast country like Indiz with 2
population of over 1.2 billion with ethmc vanabile,
different discase prevalence patierns, practice of difierem
systems of medicines, different socioeconomic status
important to have a standardized and robuss
pharmacovigilance and drug safety monitoring
programme for the nation. Collecting this information i 2
systematic manner and analyzing the data o reach -
meaningful conclusion on the continued use of thow
medicines is the rationale to institute this program for inc:
(10].

Future of Pharmacovigilance in Indiza

-

The development of pharmacovigilance within 2 »u
health programme should be seen as an mporas
opportunity for the development within the local hea ™
service of a comprehensive national pharmacoviz mcc
system and should be seen as an oblizatory mvestment
the future public health of the termtory [11] 11 15 of urmos
importance that the monitoring. evaluaung ono

communicating drug safety should be a colies
responsibility of consumers, health professiona
researchers, academia, media, pharmaceutical mdusir
drug regulators, governments and internations
organizations. The working should be of high scienttic
ethical and professional standards and a moral code should
govern this activity [12]. Figure 2 gives the roadmap for
implementation of the pharmacovigilance programme o
India.

Key Partners in Pharmacovigilance

The management of the nsks associated with the

use of medicines demands close and cffectne
collaboration between the key players m the ficld of
pharmacovigilance. Sustained commitment 1o such

collaboration 15 vital,
pharmacovigilance are to be met, and the discipline is 10

if the future challenges m

J Pharmcovig & Drug Safety (Januarv-March)2012 Volume - 9 Issue |
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continue to develop and flourish. Those responsible must
jointly anticipate, describe and respond to the continually
increasing demands and expectations of the public, health
administrators, policy officials, politicians and health
professionals. However, there is little prospect of this
happening in the absence of sound and comprehensive
systems which make such collaboration possible. The
constraints typically include lack of training, resources,
political support, and most especially scientific
infrastructure. Understanding and tackling these are an
essential prerequisite for future development of the
science and practice of pharmacovigilance 5].

A complex and vital relationship exists between wide
ranges of partners in the practice of drug safety
monitoring. The partners concerned, and the present
constraints under which they function, are:

®  Government

®  Pharmaceutical industry

® National pharmacovigilance centers

®  Hospitals and academia

e  Medical and pharmaceutical associations
e Poisons and medicines information centers
e  Health professionals (Doctors, Pharmacists,
® Nurses, Midwives and others)

e Patients

® (Consumers

®  Themedia

e  World Health Organization

The constraints include training, resources, political
support, and most especially scientific infrastructure.
Understanding and tackling these would set the scene for
future development of the science and practice of
pharmacovigilance. Public awareness about adverse
reactions, early reporting and management are essential
for ensuring patient con?dence, in and adherence to,
pharmacotherapy. Patient education is an important role of
the primary health-care provider. Educating the public on

a - A Collaborative Approach

important to achieve a positive attitude towards

pharmacovigilance. It is the responsibility of the primary
health-care provider to detect, investigate, manage and
report ADRs. These staff will need training on lhc
importance of adverse reactions, diagnosis, :md‘thc basic
principles of causality assessment and the important
clements of the adverse reactions reporting form. Health
care providers should be offered basic education in the law
and the legal process surrounding ADRs to reduce some of
the anxiety about possible legal action. All health
professionals must take responsibility for quality control
and optimizing quality of drug therapy. To this end, they
should be reminded of their duty to report ADRs as a part of
their professional responsibility and daily work. They
must be informed about what to report, how to report, 1o
whom to report, and that proof of causality is not a
precondition for ADR reporting. Educational programmes
in ADR reporting should be established in hospitals n
collaboration with the hospital pharmacists. Members of
ethics committees should have special training n
pharmacovigilance [13]. The efforts of pharmacology and
clinical pharmacy departments around the world have
resulted in the development of pharmacovigilance as a
clinical discipline. A number of medical institutions have
developed adverse reaction and medication error
surveillance systems in their clinics, wards and emergency
rooms. The role of a clinical pharmacist in the
establishment of a medication error reporting system at
each hospital and to share the data with other
hospitals/healthcare settings appears to be a strong
intervention; and, the clinical pharmacist, initially, could
only confine to identification of the medication errors [ 14].

The district investigation team plays a central role in

monitoring adverse reactions. The team should compnise a

clinicians in the district hospital, head nurse, pharmacist

and district health officer or programme manager. Harm-

benefit evaluation and pharmacovigilance should be part

of the professional training of nurses, midwives, healers

and other health professionals. They have to be actively

included in reporting of ADRs. The team is responsible for
following up adverse reactions reported from all the health
facilities within their district. The team will play an
important role in collaboration with and encouragement of
reporting by primary health centre staff and hospital staff.
The district health officer or programme manager will
coordinate the investigation, report to the national
pharmacovigilance coordinator, and contribute to the
education of clinical staff and the public on medicine

J Pharmcovig & Drug Safety (January-March)2012 Volume : 9 [ssue * |
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safety. The national coordinator should ensure
harmonization of pharmacovigilance in public health with
other national pharmacovigilance activities, promote the
reporting form, and develop a national database for signal

generation [ 11]

Pharmaceutical manufacturers are legally responsible for
the safety and effectiveness of medicines while the product
is available in the marketplace. They have a duty towards
assessing the effectuveness and safety of a public health
programs and the bene”ts to patients. They should report
adverse reactions both to the national pharmacovigilance
centre. The pharma industry needs to strengthen safety
monitoring during clinical trials by involving independent
pharmacovigilance experts in the early phase of study
design. Declaration of conflicts of interest of investigators
1s now obligatory and should be made public.
Postmarketing surveillance of recently marketed drugs
have to be non-interventional: there should be no
deliberate change of treatment in postmarketing studies for

marketing or promotional reasons merely to recruit the
patient into the study [13].

From the beginning of therapy, patients must be informed
independently and fully about the potential benefits and
harms of therapy. The factors that influence the ways in
which individuals respond to information about health
risks and whether patients understand the information
supplied should be explored [15]. Patients should be
helped to recognize ADRs, and to inform their physician
and/or other health professionals about suspected ADRs
and other drug problems. Health professionals should
encourage spontaneous reporting of drug-related harm by
patients (including volunteers who take part in drug trials),
to pharmacovigilance centers, special centers for
patients consumers or directly to health authorities. The
use of telephone hotlines or online reporting via the
internet needs to be evaluated. Specially written, clear and
user-friendly reporting forms should be made available,
for instance in pharmacies, to facilitate ADR reporting by
patients. Patient reporting systems should periodically
sample and evaluate the scattered drug experiences
patients report on the internet. Patient organizations
reporting ADRs should have in place an appropriate
structure to validate reports [ 13].

The media have an important role in creating awareness in
the community and among professionals. The Erice
declaration urges all players, including the media, to strive
towards the highest ethical, professional, and scienti?c

standards in promoting the safe use of medicines WH()
has made considerable efforts to train medicine regulators
and national immunization staff in communicating
information to the media on adverse events following
immunization. It is important that the media are involved
from the start of a public health programs and that the need
for the programme 15 publicized together with the need for
pharmacovigilance. It is useful 10 assess the impact of
media communications on public awareness and attitudes
as this will assist the development of futyre
communication strategies.

At an international level WHO will play a key role. While
supporting countries to conduct public health programs.
WHO and its regional offices have a responsibility 10
promote the establishment and building of sustainable
safety monitoring systems. WHO will take a lead role in
supporting Member States in the safe use of medicinal
products. WHO will serve as a repository for informatios
from both pharmacovigilance programmes and publi
health programs, and will disseminate this informat
appropriately. It will promote and encourage uniform
terminology and will promote and develop res
materials and provide leadership in training and cap
development [11].

Healthcare is a diversified field comprising of 4
and complex professional hierarchy. infrastruc
policies, rules and regulations. A proper lcadership
fosters a work culture of safety from the gr ¢
acme of a healthcare organization is essential (1017
Partners in pharmacovigilance have directly or inc
facilitated the development of new and robus
policies and decisions, while highlighting deficiencics
weaknesses in existing drug safety policies. In mu
instances these groups or individuals have the capacity
voice, and often change public opinion. Moreover, they
often facilitate active public debate and discussion of
issues, which have direct relevance to their health. Co-
operation and open lines of communication with non-
governmental agencies including the media and consumer
advocacy groups is likely to facilitate the creation ol
policies and legislation on pharmacovigilance which will
enjoy widespread public support and confidence.

ass root o !

Development of Pharmacovigilance

The introduction of automation into medical and
pharmaceutical practice administration and progress in
computing technology are likely to lead to dm.\u.{ changes
in the routines of pharmacovigilance. Additional funds are

J Pharmcovig & Drug Safety (January-March)2012 Volume : 9 Issue = |
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Needed for their further development and structural use in
Pharmacovigilance. In coming years, the following issues
May be come of special interest in the development of
pharmacovigilance [ 18).

® Improvement of national spontaneous reporting
systems.

The development or improvement of additional
methods in pharmacovigilance, especially  with
regards to the study of type C ADRs,

Intensification of the scientific study of medicines
after approval, c.g. for signal testing, frequency
estimation of adverse reactions, identification of risk

determinants and clucidation of reaction
mechanisms.

In the midst of different and possibly conflicting
Interests, pharmacovigilance needs a climate of
independence, whether scientific, political or
financial, to allow for due collection and assessment
of the data. On the other hand, the system must be as
transparent as possible to ensure public confidence.

The ultimate aim of pharmacovigilance is that new
information be rapidly and effectively incorporated
into therapeutic decision-making by physicians,
pharmacists and patients, by drug information
professionals and formulary committees, by
regulators and by pharmaceutical companies. Most
comprehensive and efficient pharmacovigilance
should further improve the safe introduction of new
medicines and foster rational pharmacotherapy.

The Next Step: International collaboration

The principle of international collaboration in the field of
pharmacovigilance is the principal basis for the WHO
International Drug Monitoring Programme, through
which over 90 member nations have systems in place
which encourage healthcare personnel to record and report
adverse effects of drugs in their patients. These reports are
assessed locally and may lead to action within the country.
Through membership of the WHO Programme one

country can know if similar reports are being made
elsewhere [19).

The National Pharmacovigilance Program collects,
collate, analyze and monitors data to identify any
unexpected or suspected ADRs which is then further

harmacovigilance in India - A Collaborative Approach

reported to WHO International Drug Monitoring
Programme for international collaboration on drug safety
The core of data generating system of international
Pharmacovigilance program is spontancous reporting
[20]. Member countries send their reports to the Uppsala
Monitoring Centre where they are processed. evaluated
and entered into the WHO International Database. When
there are several reports of adverse reactions to a particular
drug this process may lead to the detection of a signal - an
alert about a possible hazard communicated to member
countries. This happens only after detailed evaluation and
expertreview [21].

Conclusion

The integration of pharmacovigilance may be crucial 1o
the success of public health programmes using medicines
Due to high consumption of medicines and self-treatme: 1
by all, especially the aging population, the issue of proper
medication use and safety is at the forefront of public
health concerns globally. Each country has a different
approach towards medication event monitoring that is
compliant with its own health care system. Development
of these systems may eventually contribute to a global
medication vigilance system, which could reduce concern
with medication errors and safety. Since, there are
considerable social and economic consequences of ADRs
there is a need to engage health-care professionals, in 2
well structured programme to build synergies for
monitoring ADRs. The purpose of the pharmacovigilance
program of India is to collect, collate and analyze data 1o
arrive at an inference to recommend regulatory

interventions, besides communicating risks to healthcare
professionals and the public.

Much needs to be done to improve the relationship
between partners in pharmacoy igilance
Misrepresentation of data and sensationalism of drug
safety concerns in the media and in courtrooms has given
rise to unfounded rumors and misplaced concerns about
the safety of potentially valuable medicines. Situations
where there has been divergence in perspective on specific
issues of safety between partners, have resulted in a
devastating impact on public confidence in regulatony
bodies and other organizations. It is important that all
partners recognize the considerable responsibility inherent
in conducting activities relating to pharmacovigilance and
of communicating them effectively.

The pharmacovigilance practice cannot be achieved
without practical and lively communication. This involves

J Pharmcovig & Drug Safety (January-March)2012 Volume - 9 Issue - |
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a wide range of knowledge illiqlskillﬁ wh-u:h are (:I:;r:
neglected. There 1s & need of t_'nucul cxumu’m‘nop,f;' e
strengths and weaknesses of both phatrmdl:(‘wl:‘i,l ‘:mrc
systems and public health systems. tSn.‘ e,a'.1. -
prnfcssionals. ¢.g. physicians, pharmacists, nurses, :
officials, academics or industry c'mpluyccs who I?a\{c
recently become engaged or soon wn!l pccnmc cngfagcd |n
the practical operation ot‘phannacovng{luncg proglramlTn:a
in a hospital, community, regulatory, university or industry
setting, or in public health programmes have (0 be
proactive on many fronts and should always remember.
“Coming together is a beginning, keeping together is

progress; working together is success .

“The person who takes medicine must recover twice, once
from the discase and once from the medicine.”
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