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INTRODUCTION

Clinical Research:-

Pharmacovigilance is that the science and activities regarding the detection, assessment, understanding and hindrance of adverse effects or the other
medicine/vaccine connected drawback. All medicines and vaccines endure rigorous testing for safety and effectivity through clinicaltrials before they're
approved to be used.

Clinical analysis could be a branch of tending science that determines the protection andeffectiveness of medications, devices, diagnostic merchandise
and treatment regimens supposed forhuman use.ested next on

Definition and phases of clinical trails:

A trial may be a analysis study that tests a brand new medical treatment or a brandnew manner of victimization associate existing treatment to check if
it'll be an improved thanks to forestall and screen fordiagnose or treat a disease. For any new drug to enter in trial, it should pass diagnosing studies.
Pre-clinical studies involve in vitro studies and trials on animal populations.

Wideranging dosages of the study drug square measure given to the associateimal subjects or to anin-vitro substrate so as toobtain preliminary
effectivity, toxicity and pharmacokinetic data and to help pharmaceuticalcompanies decide whether or not it's worthy to travel ahead with additional
testing.Cell studies: These square measure typically the primary tests done on a brand newtreatment. Researchers search for effectsof the new treatment
on cancer cells that square measure grownup in a very researchlab dish or a tubing.

These studiesmay be done on human cancer cells or animal cancer cells.Animal studies: Treatments that look promising in cell studies square measure
tcancers in animals.

There are five phases of clinic trails:
Phase 0

The trails of this part area unit the primary clinical trails conducted in human subjects. Their objective is to be told the processes of drug bear within the
body and therefore the impact is produces within body. Phase zero may be a recent designation for beta first-in-human trials conducted . Investigational
New Drug ( IND) Studies part zero trials area unit designed to hurry up the event of promising drugs or imaging agents by establishing terribly too soon
whether or not the drug or agent behaves in human subjects as was anticipated from diagnosing studies.

phase II clinical trial trials, additionally brought up as “therapeutic exploratory” trials.

Phase 111

e The trails of this section compare a brand new drug to the quality of care drug being employed. These trails ar conducted in around a
hundred or additional patients to guage the facet effects every drug and determine verity showing higher effectivity.

. Phase Il1 trails will involve over a pair of treatment teams. The management cluster gets the quality of care treatment and also the different
teams get new treatment.

. Most clinical test clinical trials embody an oversized variety of patients, a minimum of many hundred. e These studies ar usually worn out
several places across the country (or even round the world) at patients having a selected form of cancer.

Phase Il clinical trials ar additional probably to be offered in area people hospitals and doctor's offices.
e These studies tend to last longer than phase | and |1 studies.
e Placebos could also be employed in some clinical trial studies, however they’re ne'er used alone if there’s a treatment on the market that
works. Sometimes, a patient World Health Organization is at rando allottedto the placebo forpart of the study can at some purpose be offered the
quality treatment still.
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Phase IV

e The trails of this part ar conducted to check the office approved new medicine in many a thousand of patients.

e This permits for higher analysis on short lived and long lasting aspect effects and safety. In some cases, some rare aspect effects ar solely
found in giant teams of individuals.

e Phase IV studies verify medicine that have already been approved by the office. The medicine ar available for doctors to bring down for
patients, however clinical test studies would possibly still be required to answer important queries.

e This is commonly the safest kind of clinical test as a result of the treatment has already been studied e tonsand has doubtless been given tot
many folks. clinical test studies verify safety over time.

e These studies can also verify different aspects of the treatment, like quality of life or price

ii. Functions of DCGI (Drugs controller General of India) and CDSCO (Central Drugs Standard Control Organisation)

Drugs Controller General of Bharat (DCGI)

. DCGl is that the head of department of the Central medication customary management Organization ofthe Government of Bharat chargeable
for approval of licences of specific classes of drugs like blood and blood product, IV fluids, vaccines, and sera in Bharat.
. Import license/ take a look at license for clinical path drug provides — synchronic with main submission.

e Approval for conducting clinical trails with Medical Devices beneath Drug class.

e Permision / N.O.C / Notification for protocol Amendments / ICF Amendments / Safety reports.

. It provides notification for SAEs ascertained in current clinical trails.

e Acting as proceedings authority just in case of any dispute concerning the standard of medication.

e Preparation and maintenance of national reference customary.

e  To motivate the uniformity within the social control of the medication and Cosmetics Act.

. DCGI additionally sets standards for producing, sales, import, and distribution of medication in Bharat.

. DCGI lays down the quality and quality of producing, selling, import and distribution of drugs in Bharat.

e  Training of Drug Analysts deputed by State Drug management Laboratories and alternative establishments

e Analysis of Cosmetics received as survey samples from CDSCO (central drug customary management Organisatio

The Central Drugs Standard Control Organisation (CDSCO)

The Central medicine normal management Organisation (CDSCO) is that the Central Authority for discharging functions appointed to the Central

Government underneath the medicine and Cosmetics

e  CDSCO has six zonal offices, four sub-zonal offices,13 port offices and 7 laboratories underneath its management.

e  CDSCO is India's national regulative body for cosmetics , prescribed drugs and medical devices. It serves an identical operate to the eu
Medicines Agency of the eu Union, the PMDA of Japan, the Food and Drug Administration (FDA) of the us, and also the Medicines and

e Healthcare product administrative unit of the uk, and also the National Medical Products Administration (NMPA) of China. efficaciousness
and quality of drugs, cosmetics and medical devices. Vision: to guard & Promote Health in Asian nation

e Functions of Central Authority :-

1)Laying down standards of medicine, cosmetics, nosology and devices.
2)Laying down regulative measures, amendments to Acts and Rules.
3)To regulate market authorisation of latest medicine.
4)To regulate clinical analysis in Asian nation.
To approve licenses to manufacture bound classes of medicine as Central Licence approving Authority i.e. for Blood Banks, giant Volume channel and
Vaccines & Sera.
To regulate the standards of foreign medicine.
e Work about the medicine Technical board (DTAB) and medicines informatory Committee (DCC).
e Testing of medicine by Central medicine Labs nine. Publication of Indian assemblage.

e Functions of State Authority:

e Licensing of drug producing and sales institutions -Licensing of drug testing laboratories.

Approval of drug formulations for manufacture.

Monitoring of quality of medicine & Cosmetics, factory-made by several state units and people marketed within the state.
Investigation and prosecution in respect of dispute of legal provisions.

5)Administrative actions.

6)Pre- and post- licensing scrutiny.

7)Recall of sub-standard medicine.

ok~ whPE
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. Scrutiny of bills of entry with a read to making sure that foreign medicine befits the regulations: -To check the shipping bills for export for
applied mathematics information and keep management underneath the laws.

e  -To make sure that no New Drug is foreign into the country unless its import is permissible by the Drugs Licensing Authority underneath
Rules 122 A & 30-AA.

e To make sure that little quantities of medicine foreign for clinical trials or for private use area unit punctually permitted underneath check
License (11 or 11-A) or allow License as (12 B) because the case is also.

e Maintenance of Statistics concerning import and export of medicine and cosmetics.Coordination

e  Coordination with States medication Controllers and Zonal Offices for post-import checks.

e Preparation of monthly / quarterly / annual reports.(17)
iii. forms of regulative Applications :

A) Investigational New Drug (IND) —
Investigational New Drug (IND) program is that the suggests that by that a pharmaceutical company obtains permission to begin human clinical trials
AN to ship an experimental drug across state lines before a selling application for the drug has been approved.

TYPES-
.Commercial INDs area unit filed by firms to get selling approval for a replacement drug. Il .Research or investigator INDs area unit non-commercial
INDs filed by researchers to check AN unapproved drug or to check AN approved drug for a replacement indication or in an exceedingly patient
population.
.Emergency Use INDs, additionally referred to as compassionate use or single-patient INDs, areato submit AN IND .
* These area unit most typically used for grave conditions that there's no customary treatment.
Treatment INDs area unit filed to create a drug accessible for treatment of significant or right away life-threatening conditions before Food and Drug
Administration approval. Serious diseases or conditions are unitstroke,schizophrenia, rheumatism, degenerative arthritis, chronic depression, seizures,
Alzheimer's diseasedementia, amyotrophic lateral induration (ALS), and hypersomnia.
Screening INDs area unit filed for multiple, closely connected compounds so as to screen for the preferred compounds or formulations. Used for
screening totally different salts, esters and different drug derivatives that area unit with chemicals totally different, however pharmacodynamically
similar.

B) New Drug Application:

Drug information reguired in a New Drug Application (NDA)

Proposed labeling

Manufacturing
Diirections for

use of drug

Information and
safety updates

P Susceptibhilitvy
5 .'.er“ of Drug to
nformation alse

Data from studies
that may have been
conducted outside
the US

Institutional review
board compliance
information

C) Abbreviated New Drug Application (ANDA)-

associate degree Abbreviated New Drug Application (ANDA) is associate degree application for a The ANDA is submitted to FDA's Center for Drug
analysis and analysis, workplace of Generic Drugs, that provides for the review and supreme approval of a drug product. Once approved, associate
degree somebody might manufacture and market the drug product to produce a secure,effective, low price various to the yank public.

ANDA Specifications-

associate degree ANDA lists the new drug’s established name, trade name , chemical name, indefinite quantity kind, and strength, route of
administration, and projected use. The ANDA asks for the name of the listed drug product to that the projected generic is identical.

The ANDA conjointly addresses whether or not the drug is for the treatment of a. The somebody could also be needed to connect supplemental
knowledge on drug chemistry, producing and controls, and alternative technical information. An ANDA contains the data the authority has to assess
however safe and effective a proposed drug is compared with its brand-name equivalent. The authority won't approve the generic unless it's equally safe
and effective.
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Generic pharmaceutical corporations can usually file associate degree ANDA once the patent climb, making a replacement revenue chance for the
latter.(12)

2 thought of Pharmacovigilanc
2 Definition and components-

Pharmacovigilance is outlined by WHO as “the science and activities associated with the detection, assessment, understanding and interference of
adverse drug effects or the other potential drug related problems”

m Pharmacovigilance method

Detecting associate degreed reportage an ADR kind is stuffed out with the patient and reaction details, a)Spontaneous reportage b)Mandatory reportage
Spontaneous reporting:- « tending professionals determine and report any suspected adverse drug reaction to their national pharmacovigilance centers or
to the manufactuters.

Mandatory reporting:- « Manufacturers are required to submit reports to they receive from healthcare providers to the national authority, in the form of
a PSUR (Periodic Safety Update Report) A regulatory document prepared by the Marketing Authorisation Holder & submitted to the Agency
Worldwide post-authorisation safety experience Includes information on all ADRs collected irrespective of the reporting country * Includes scientific
evaluation of the risk-benefit balance

Goal :- To ensure that the benefits of use of medicine outweighs the risks and thus safeguard the health of the Indian population.

e Objectives :-

To monitor Adverse Drug Reactions (ADRs) in Indian population.

To create awareness amongst health care professionals about the importance of ADR reporting in India.

To monitor benefit-risk profile of medicines.

Generate independent, evidence based recommendations on the safety of medicines.

Support the CDSCO for formulating safety related regulatory decisions for medicines.

Communicate findings with all key stakeholders.

Create a national centre of excellence at par with global drug safety monitoring standards.

eConstitution —

-Promoting safe use of medicines is a priority of Indian Pharmacopoeia Commission that functions as the National Coordination Center (NCC) for
Pharmacovigilance Programme of India (PvPI). -One hundred and seventy-nine adverse drug reactions (ADRs) monitoring centers currently report
ADRs to NCC.

-Current India contribution to global safety database reaches 3% and the completeness score is

0.93 out of 1.

-NCC is taking several measures to enhance patient - college, Bashir Nagar, Jammu.

2)Department of pharmacology, PGIMER , Chandigarh.

3)Department of pharmacology, R.G. Kar Medical College, Kolkata

4)Department of pharmacology, Lady Hardinge Medical College, New Delhi.

5)Department of Clinical pharmacology, Seth GS Medical college, & KEM Hospital , parel, Mumbai.

6) Department of Clinical Pharmacy, JSS Medical College Hospital , Karnataka

Mandatory reporting:- * makers area unit needed to submit reports to they receive from healthcare suppliers to the national authority, within the style of
a PSUR (Periodic Safety Update Report)

A regulative document ready by the selling Authorisation Holder & submitted to the Agency

Worldwide post-authorisation safety expertise

Includes data on all ADRs collected regardless of the coverage country * Includes scientific analysis of the risk-benefit balance

ii. Constitution and Objectives of Pharmacovigilance Programme of India (PvPI) @

Goal :- to confirm that the advantages of use of drugs outweighs the risks and therefore safeguard the health of the Indian population.

e Objectives :-

to watch Adverse Drug Reactions (ADRs) in Indian population.

to make awareness amongst health care professionals concerning the importance of ADR coverage in India.

to watch benefit-risk profile of medicines.

Generate freelance, proof based mostly recommendations on the protection of medicines.

Support the CDSCO for formulating safety connected regulative choices for medicines.

Communicate findings with all key stakeholders.

*Create a national centre of excellence at par with world drug safety observation standards.(16) e Constitution —

-Promoting safe use of medicines could be a priority of Indian collection Commission that functions as the National Coordination Center (NCC) for
Pharmacovigilance Programme of India (PvPI). -One hundred and ilxxx adverse drug reactions (ADRs) observation centers presently report ADRS to
NCC.

-Current India contribution to world safety info reaches three-d and therefore the completeness score is
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0.93 out of one.

-NCC is taking many measures to reinforce patient -

Department of materia medica, and nbs and nbsbsp; Therapeutic & pharmacology, Govt. Medical college, Bashir Nagar, Jammu.
Department of materia medica, PGIMER , Chandigarh.

3)Department of materia medica, R.G. Kar Medical faculty, Kolkata

4)Department of materia medica, woman Hardinge Medical faculty, New Delhi.

5)Department of Clinical materia medica, Seth GS Medical faculty, & KEM Hospital , parel, Mumbai.

Department of Clinical Pharmacy, JSS Medical faculty Hospital , Karnataka

Department of medical specialty , Medical school , Guwahati. Assam

Institute of medical specialty , Madras Medical school, Chennai

Department of medical specialty, Dayanand Medical school and Hospital, Ludhiana, Punjab

Department of Clinical medical specialty, Sher-i-Kashmir Institute of Medical Sciences, Srinagar, J&K.(18)

Functions:

ADR watching Centres (AMCs) below PvPI play a significant role of assortmentreports from the patients.

oThese AMCs ar the Medical Council of Republic of India (MCI) approved medical faculties & hospitals. They are to blame for assembling the
adverse event info from the patients, performing follow up with them to see the completeness of the ADR reports as per customary operative
Procedures (SOPs), getting into info within the prescribed software package (Vigiflow) and causing € AMCs are to blame for providing coaching and
technical support at regional level.

aimed to form awareness associated with patient safety and up Adverse Drug Reactions (ADRs) news culture in Republic of India.

Doctors, Pharmacists, Nurses of state health and medical education departments excluding other aid professionals UN agency ar engaged in enjoying a
significant role in news of suspected

ADRSs ar targeted audience for the continued Medical Education (CME’s).(15)

2.choice of drug category
choice of a drug category for pharmacovigilance study mistreatment completely different criteria.

ANTIHYPERTENSION

Hypertension (HTN) is taken into account one in all the leading causes of raised disorder. Lowering pressure level will cut back vessel risks;
maintaining pulse pressure level less than a hundred thirty pressure unit incontrovertibly prevents complications in patients with failure, ,
coronary artery sickness, stroke, and alternative vessel diseases.

Hypenansion

1

Inital treatment

Decreased blood pressure

Increased Increased
sympathetic renin
Beta blockers, outflow release Diuretics,

/

reserpine “ \ A ACE inhibitors
’/ Compensaltory responses \
Tachycardia Salt and water retention
N
\\‘ ‘/

Increased blood pressure

Mechanism of Antihypertensive drugs
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