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Safety Monitoring During Clinical Trial

Manoj Sharma
Global Pharmacovigilance Division, Panacea Biotec Limited, New Delhi
During drug development phase (clinical trials) monitorin
to the marketing authorization of a drug, rigorous safety monitoring is required. Safety monitoring in clinical
trials can be defined as a planned, ongoing process of reviewing data collected in a clinical tnal with the

p(l:;l;ar)' ;lwurlplulsc of protecting the safety of trial participants, the credibility of the trial, and the validity of
trial results . <

£ of patient safety is a critical component as prior

Chinical trial applicants (Sponsors) need to work proactively and collaboratively with all stakeholders

(m(;cs;lg'fnor. clinical rcscarc:h staff at the investigator site, IRB/EC , health authorities) to ensure a systematic
and efficient approach to satety monitoring so as to adequately characterize the safety profile of the product
in order to obtain regulatory approval and marketing authorization.

Safety momto_nng may be conducted in a variety of ways, including the pharmaceutical company sponsoring
Fh‘? study.. the investigators who are trained to collect and report adverse event data and to provide follow-up
information on request, Ethics Committees (ECs), known as Institutional Review Boards (IRBs) and. for
some studies, Data Monitoring Committees (DMCs) [2].

ECs/IRBs are responsible for approving an interventional clinical study based on an evaluation of, among
other things, whether the study’s design and conduct minimize the risks to subjects and whether the
anticipated benefits reasonably outweigh the potential risks. An EC/IRB evaluation typically entails review
of the study protocol and associated procedures, relevant background information, informed consent
documentation, and proposed plans for informing participants about the benefits and risks of the study. An
EC/IRB may request information about the approach to study monitoring, including the statistical basis for
carly termination, if relevant, and what steps the sponsor is taking to minimize the risks to patients while
assuring data quality.

Patient safety is monitored during all clinical studies, but not all studies require monitoring by a formal
external committee like DMCs (also known as Data and Safety Monitoring Boards [DSMBs]). DMcs or
DSMBs are generally established for large, randomized multisite studies that evaluate treatments intended to
prolong life or reduce risk of a major adverse health outcome such as a c‘ardiov‘ascular event or recurrence of
cancer. DMCs are generally recommended for any controlled study of any size that will compare rates of
mortality or major morbidity and in other circumstances where safety concerns may be unusually high.

Reference: L _ ‘ s
1. Bin Yao *, Li Zhu, Qi Jiang and H. Amy Xia. Safety Monitoring in Clinical Trials. Pharmaceutics 2013,
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2. Crowe. B.J.: Xia, H.A.; Berlin, J.A.; Watson, D.J.; Shi, H.; Lin, S.L.; Kuebler, J.; §chnur. R
| Santan;llo N.C.: Rochester, G.; et al. Recommendations for safety planqmg. da}a cullecu.on. evaluation
and reportfng du;ing drug, biologic and vaccine development: A report of the safety planning, evaluation
and reporting team. Clin. Trials 2009, 6, 430-440. ' . o -
3. Councri)lo forg International Organizations of Medical Sciences (C IOM-S)‘ ro(;kl::]go qGroup
- Management of safety information from clinical trials. CIOMS: Geneva, Switzerland, 2005.



Types of ADR and Methods of ADR Monitoring

Prof. (Dr.) K. C. Singhal
. M.D., Ph.D. (Medicine), D.Sc. F.LAN, FLP.S,FLAMS.
Former Consultant WHO Center for International Drug Monitoring, Uppsala, Sweden

I'he provision of rapid, carly alerts to Adverse Drug Reactions is the primary goal of any pharmacovigilance
pr”g“""mc. for which a basic understanding is essential. Adverse Drug Reaction can be classified
accordingly to severity viz mild, moderate and severe. This categorization may be for layman but the
prevalent pharmacological classification is more scientific: Type A (Augmented) Reaction, Type B (Bizarre)
Reaction, Type C (Continuous) Reaction, Type D (Delayed) Reaction, and Type E (End of use) Reaction.

Nearly 75% reactions (Type A) can be explained on the basis of the knowledge of Pharmacological actions.
These are dose dependent and can be reproduced in animal experimentation. The other type (B) which
constitute about 25% are antigen-antibody reactions or hyper sensitivity reactions. These are unrelated to
dose and are unrelated to pharmacological actions of the drug. Other reactions including type C,DandE are

usually drug specific.

Several methods have been employed for monitoring ADRs. Most convenient and prevallenF is spontaneous
monitoring. The others include Targeted reporting (specific drug), Cohort Event Monitoring (monitoring
new chemical entity) Electronic Health Record Mining (supplementary source of date). Intensified ADR
reporting (Additional efforts to monitor a specific drug). Besides these commonly used, several n(::]l:’;'

methods are used for specific purposes. The statistical considerations need to be addressed while pla

any epidemiological study.
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Challenges of Pharmacovigilance Programme

Dr. Barna Ganguly
Professor & Head, Department of Pharmacology
Pramukhswami Medical College, Karamsad-388325, Gujarat
Email: barnaganguly@rediffmail.com, barnag(w charutarhealth.org

Origin of pharmacovigilance in India goes back to 1986, when a formal adverse drug reaction (ADR)
monitoring system consisted of 12 regional centers, each covering a population of 50 million. India is a hub
for climical trials flooded with more than 6,000 licensed drug manufacturers and 60.000 branded
formulations. Pharmacovigilance is an important part of clinical research and practice, yet there is an
immense need to understand the importance of pharmacovigilance.

The Pharmacovigilance Programme of India was launched with an objective to safe guard the health of
people of India. While major advancements in this discipline have taken place in West, implementation and
comphance still remain as challenge in India. So, it is important to address various challenges of
pharmacovigilance. In India, the events are not properly reported due to lack of time. low motivation.
ignorance. Lack of continuing medical education on pharmacovigilance and dearth of drug information
particularly at the level of primary health centres and private practitioners lead to underreporting of ADR.
The practice of self-medication, use of traditional medicines pose other challenges as adverse events in such
cases often go unreported. In addition, there are lacunae like lack of communication among healthcare

professionals, shortage of trained personnel and inadequate training on pharmacovi gilance at undergraduate
level.

These challenges can be addressed and the mission to safeguard the health is achievable by incorporating
changes like making pharmacovigilance reporting mandatory at all levels, introducing pharmacovigilance
inspections. Intensive training should be given in all aspects of pharmacovigilance to various stake holders
including the patients, efficient system of communication, creating a clinical trial database for SAEs and
ADRs for signal detection and access to relevant data for various stakeholders. Thus it can help in proper
implementation and compliance of the programme.
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Guidelines for Publication of Adverse Drug Reaction Reports
Dr S. K. Tripathi (MD, DM)
Professor of Clinical Pharmacology
Calcutta School of Tropical Medicine, Kolkata

I)ucul)rs. nurses and pharmacists are primarily concerned with provision of health care to the needy. Drugs
remain the most useful tool in health care delivery - they do heal and help but can hurt and harm, too. Adverse
drug reactions (ADRs) are almost inevitable.

The ability to recognise, redress and report ADRs is an indispensable component of health care. ADR cases
typically originate with health care providers (HCPs) who, while caring for patients, suspect a potentially
causal relation between a medication, prescribed or self-used, and an adverse event (AE). Besides reporting

an AE case as requested or required by the relevant health authorities, the HCPs may also elect to submit the
observation to a biomedical journal for publication.

Why Publish of AE Case Reports?: Publication of ADR case reports in professional journals would help
potential researchers in generating hypotheses on possible product-event association that can be formally
tested in observational or interventional studies. Such publications also enable decision-makers — clinical,
regulatory or insurance, to better understand a product’s potential for benefits and risks. Published ADR case
reports may provide important clue to the ongoing postmarketing surveillance of a given medicinal product
as they lend credence to important signals raised in these AE reports. Published case reports can have a
significant clinical impact, especially for rare events that might not be detected in clinical trials. They serve
to increase awareness of the possible association between the exposure and the AE and thus stimulate further
reports. A case series, on the other hand - might provide a stronger signal than a single case; represents
systematic confounding by biases; only builds the foundation for explanatory hypotheses, but cannot provide
information on the quantitative population risk; represents an unknown numerator due to underreporting, and
the unknown denominator (total no. of exposed patients) and cannot provide balanced information on the
risk factors for such an event.

Quality of Published ADR Case Reports: The completeness of published AE case reports vary
considerably, with lack of relevant info about the patient, the event, all potentially relevant exposures, the
clinical decision making processes, and most importantly, the possible alternative aetiologies. This makes 1t
difficult, if not impossible to arrive at a definitive diagnosis for the event. Deficiencies in vital information
such as differential diagnoses, provisional assessment of causality, pharmacological or biological plausibility
- can limit the value of published reports.

Publication of ADR Reports — Guidance: Journals vary widely in AE report publication policy. The ISPE
and ISoP jointly made recommendations for AE report publication — they’re relevant to authors for writing
AE reports for publication; editors of journals while allowing publication and universities, institutions to
incorporate them into the professional (medical, nursing, pharmacy) course curricula.

The ISPE-ISoP Joint Recommendations on reporting ADR cases include the following:

e Event details — onset and duration, severity, causal relation with drug exposure, treatment given and
response, outcome

e Patient details — medical history, physical exam and lab test findings, co-morbidities
Drug (exposure) details — suspect drug, indication of (suspect) drug use, drug-event interface highlighting
temporality, dechallenge-rechallenge impact, concomitant meds

e Title consistent with the content
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