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EDITORIAL

Dear Readers,
Wishing you all a very Happy Deepavali.
We are happy to publish the 35th issue of Pharma Web Newsletter for Jul— Sep 2017.

We regret to inform the delay in publishing this issue, due to preoccupation in organizing various
training programmes to fresh Pharmacy graduates. We wish to inform our readers, the Pharma Knowledge
and Training Institute (PKTI), conducted a new training programme on the subject of Pharmacovigilance for
M. Pharm and Pharm D students during 3rd to 5th August 2017. The faculties were drawn from a renowned
Medical Institutions from Tamilnadu, Puducherry, and Karnataka. The programme was supported by
Dr. V. Kalaiselvan, Principal, Scientific Officer, IPC, CDSCO. Delhi. The highlights of the programme

including the lectures given by the faculties are featured in this issue.

This Newsletter contains all the lectures like, objective of Pharmacovigilance, Terminology involved
in Pharmacovigilance, Adverse Drugs Reaction / Adverse Events and its important, Role of healthcare

professional in Pharmacovigilance and setting up of Pharmacovigilance system etc.,

The PKTI also conducted 5th Industrial Orientation Training Programme for fresh Pharmacy
graduates during the month of September 2017. The highlights of this programme will be published in the

nextissue.

The Newsletter also contain various events like Pharmacist Day Celebration, programmes of IPATN
Branchetc.,

We are very much thankful to M/s. Fourrts (India) Laboratories Pvt. Ltd., M/s. Delvin Formulations,
M/s. Medopharm, M/s. Tablets (India) Ltd., for the continuous support by giving advertisement, in order to
sustain the cost of publishing of this newsletter.

Hope this Newsletter will benefit our Pharma professionals. Any suggestions to improve our news

letter are welcome.

With Best Regards,
R. NARAYANASWAMY
Chief Editor
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PHARMA KNOWLEDGE AND TRAINING INSTITUTE (FINISHING SCHOOL)

Pharmacovigilance Training Course

Tamilnadu Pharmaceutical Sciences Welfare Trust has started a training institute
under the name of “Pharma Knowledge and Training Institute (PKTI) — Finishing School”
with the objective to train fresh Pharmacy Graduates in order to impart knowledge and
better placement in Pharma Industries and allied fields. We are conducting the series of
training in Industrial Orientation Training for fresh graduates and final years of B. Pharm
and M. Pharm. Now we have conducted another programme in Pharmacovigilance for
Pharm D students. This was organised with the help of Indian Pharmacopoeia

Commission, Ghaziabad under the guidance of Dr. V. Kalaiselvan.

The Pharmacovigilance Training course held form 3rd August to 5th August 2017.
The trainees are final year Pharm D students from SRM University, Sri Ramachandra
University, Vels University, C. L. Baid Metha College of Pharmacy, K. K. College of
Pharmacy, Chennai & Vinayaka Mission's College of Pharmacy, Salem. A total of 50
students were trained in this programme. A formal inauguration of this programme was
held on 3rd August 2017. Mr. S. V. Veerramani, CMD, M/s. Fourrts (India) Laboratories Pvt
Ltd., Chennai, President IDMA, inaugurated the programme. In his inaugural address, he
emphasized the need of setting up Pharmacovigilance system in Pharmaceutical
companies. He also said that this programme will be useful to the Pharm D students who
take up the carrier of Pharmacovigilance system. Mr. R. Srinivasan, Vice-Chairman of C.
L. Baid Metha College of Pharmacy, Chennai that the Pharmacovigilance system need to
be improved in our country from retail chemist to the level of doctors and Pharmaceutical
manufacturers and consumers. He also said that such programme will be beneficial for the
community. Dr. G. Parthasarathi, JSS University Mysuru and Dr. Guru Prasad Mohanta of
Annamalai University narrated the objective of this programme and empowering the
knowledge of the Pharm D students.

The following faculties gave lecture on the relevant topics mentioned below.
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S.No Topic Speaker
3rd August 2017
1 Basic, Introduction & Objectives of Dr. G. Parthasarathi
Pharmacovigilance Dean, Global Engagement, Professor, Pharmacy
Practice, JSS University, Mysuru
2 Terminology & Involving Mr. Krishna Undela
Pharmacovigilance and methods of Lecturer — Dept of Pharmacy Practice, JSS
Adverse Event Reports University, Mysuru
3 Adverse Events: What, Where & When | Dr. K. M. Sudha,
to report Professor of Pharmacology,Coordinator -(PvPI)
Madras Medical College, Chennai
4 Role of Healthcare professionals Dr. Guru Prasad Mohanta,
including Pharmacist in Professor, Department of Pharmacy, Annamalai
Pharmacovigilance University, Chidambaram
5 Effective communication setting up of Dr. G. Parthasarathi
Pharmacovigilance system Dean, Global Engagement, Professor,
Pharmacy Practice, JSS University, Mysuru
4th August 2017
1 Introduction to various Adverse Ms. Siddiraju Devipriya
Drug Reaction reporting forms including Patient Safety - Pharmacovigilance
Pharmacovigilance programme Associate, PvPIl, Madras Medical College,
Chennai
2 Transcription of data case study to Mr. C. Stalin,
reporting form (Hands on Training) Patient Safety- Pharmacovigilance Associate
(PSPvA), PvPI Kilpauk Medical College,
Chennai
3 ADR / AE & its clinical Relevance Dr. Lourdu Jafrin. A
Associate Professor and Head
Dept. of Pharmacology
IGMC&RI, Puducherry
4 Logistic methodology of causality of Dr. S. Sandhiya,
Assessment (Group Exercise) Assistant Professor, Dept of Clinical
Pharmacology, JIPMER, Puducherry
Pharma Web Jul. - Aug. - Sep. - 2017
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Inauguration of Pharmacovigilance Training Programme
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Lecture by Dr. Guru Prasad Mohanta Felicitation to Ms. Siddiraju Devipriya

Felicitation to Mr, C. Stalin Lecture by Dr. A. Lourdu Jafrin
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Lecture & Felicitation to Dr. V. Kalaiselvan

Felicitation to Dr. S. Manivannan Felicitation to Dr. C. Ramachandra Bhat
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Group Photo of Trust Members with Faculties Certificate issue to the trainees

Certificate issue to the trainees Certificate issue to the trainees

Certificate issue to the trainees Group photo of Trustees, Faculties & Trainees
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S.No Topic Speaker

5th August 2017
1 Pharmacovigilance programme in India & its Dr. V. Kalaiselvan
Regulatory implication Principal Scientific Officer, Indian

Pharmacopoeia Commission, Ghaziabad

2 Regulatory aspect of Pharmacovigilance Dr. S. Manivannan,
Deputy Drug Controller of India, CDSCO
Chennai

3 Role of CDSCO in Pharmacovigilance Dr. S. Manivannan,
Deputy Drug Controller of India, CDSCO
Chennai

4 Integration of National Health programs in Dr. C. Ramachandra Bhat,

Pharmacovigilance Prof and HOD, Dept of Pharmacology &

Coordinator, Regional Pharmacovigilance
Centre, Kilpauk Medical college, Chennai

The training programme was concluded with the issue of certificate to the trainees. The
students who attended the programme have given the feedback that such similar
programmes enriched them with knowledge for their future carrier. They appreciated the
faculties and also the initiative of our Trust for conducting such programmes. They also
commented such programme need to be organised frequently.

R. Narayanaswamy
Director - PKTI
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ARTICLES

PHARMACOVIGILANCE PROGRAMME OF INDIA (PVPI):

- REGULATORY IMPLICATIONS

Dr. V. Kalaiselvan,

Principal Scientific Officer, Indian Pharmacopoeia Commission, Ghaziabad,
(Lecture delivered during Pharmacovigilance Training Course conducted by Trust - 3 to 5" August 2017)

Services of Indian
Pharmacopoeia Commission (IPC)

Indian
Pharmacopoeia

Reference
standards

-
N“"Wh\ i e ™

National
Formulary of India =+

PvPI - A stable System

Government
patronage

National Centre

Indian NRA
PvPI
(CDSCO)
PV legislation

ADRs Monitoring Centers: 250

Total No. of AMCs : 250
W Govt. Hospitals

H Non govt. hospitals
B TB treament centres
M ART centres

® Corporate hospitals
® Army hospitals

m District Hospitals

® Municipal Hospital

Methods of Adverse Drug Reactions
Monitoring in PvPI

" Suspacu-d-mns reporﬂ'ng-!c:rm forHCP

Passive 5

» Consumer reporting form

Surveillance S
E2B, XML- MAH

(Spontaneous [§

GO TIR « Helpline, Mobile App

IPC
NCC-PWPl |

Active
Surveillance

(Cohort Event
Monitoring)

* cohort Event Monitoring form

* India specific IT tools

Bedaquiline
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Reporting Status
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ICSRs Reporting Status to
NCC-PvPI by various stakeholders
2015

Consumers |0.11
MAHs ] 15.1
NHPs |0.55
AMCs | ©7.7
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MAHSs
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AMCs

ADRs Reporting Status to

PvPI- 2015&2016

ADRs Reporting Status to NCC-PvPI-2015

Consumers,
0.11%

AAHs, 15.1%

NHP, 0.55%

B Consumers
W MAHS
B NHPs

WAMCs

ADRs Reporting Status to NCC-PvPI-2016

Consumers,

0.31%

WAHS, 23.1%

NHP,2.39%

B Consumers
WMAHS
ENHPs

BAMCs
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The Percentage of ADR reporting
by various health care
professionals and patients

Physician - 60% Lawyer - 0.002%  Pharmacist - 14%
Other health professional - 19% Value not set - 1.3%
Customer & Other non-health professional - 3.9%
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Pharmacists Role in PvPI

Regional Level National Level

(Clinical oriented practice)

ICSRs/PSURs
processing and
quality review

ADR
a. Monitoring
b. Processing

b. Data mining
Signal review

c. Assessment
d. Reporting
d. Prevention

c. Benefit — risk
assessment

d. Compliance to
regulatory guideline

2
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In the Drugs and Cosmetics Rules, 1945, in Schedule Y -

(A) for paragraph “(2) Post Marketing Surveillance” and clause (i) relating thereto, as published in
Part II, Section 3, Sub-section (i) of the Gazette of India. Notification G.S.R. 32 (E) dated 20th
January, 2005, at page 63, the following shall be substituted, namely:-

“4, Post Marketing Surveillance.-

(i) The applicant shall have a pharmacevigilance system in place for cellecting. processing and
forwarding the report fo the licensing authority for information on adverse drug reactions
emerging from the use of the drug manufactured or marketed by the applicant in the
country.

(ia) The system shall be managed by qualified and trained personnel and the officer in-charge of
callection and processing of data shall be a medical officer or a pharmacist trained in
collection and analysis of adverse drug reaction reports.

(ib) Subsequent to approval of the product, new drug shall be closely monitored for its clinical
safety once it is marketed

PSURs Office Memorandum

FA Dhnrnn, Neve delisd
(New Drugs Divisken)
Date: 22,01 2 0rd
Office Memornndun

Subj Revbaw of PEURs d,

As per requirements of Schedule ¥ of Drugs and Cosmetics Rules, subsequent 1o
approval of the product, new drugs ahould be closely monitored for their clinical safety cunce
they are mariketed. The applicants are required to furnish Feriodic Safety Update Reports
(PEURS), every she momths for the first two years after approval of drug is gmnted (o (he
applicant, and annually for subsequent two years

Evaluation of PSURs is = part of post marketng sorvelllance and overall
ph-mvilﬂ-m md‘vl(:r -nd PvPT in TPC, the Nationsl Coordinstion Cenire (NCC) is

Adverse Drug (ADRs) from the ADR
- eﬂnm werons nu country sod to collect, collate, analyse and identify new slgnats
of any, for regulstory interventions by CDSCO, whonever necessary.

In view of above, it hos beon decided in consultation with the ministry that PEURs

by the bolders may be joinlly evalusted by officials fram
COSCO and FPL ot regulae Ditervals snd whenowver required expert opinkon may ba taken
from the mubject exparts. Finally, (e divisional bead of the said new drug (which is under
cvaluntion with reapect to PEUR) shall be reaponsible aod nany lead the collection, collatian,

snalysis and final regulatory intesvention/disposal of PSURs.
(ur.g;;m.m
Dirugs Controller General (1)

(Regulatory oriented practice)

Te
Wmm Programme of Indla, IPC, Ghaziabed.
AS (P&D)
EEY )
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Draft Pharmacovigilance Guidelines for Modules in the Guideline

Marketing Authorization Holders of
Pharmaceutical Products in India

Pharmacovigilance System
Master File & capacity building

 Jointly Developed by PvPl and CDSCO Submission of Module
Risk Management 1
for effective implementation of | [P
L . . Module Module Processing
Pharmacovigilance in Pharmaceutical 6 2 of ICSRs
industries
« Ensuring good Pharmacovigilance i R rcparation &
. 5 3 Submission of
practices PSURs
Audits &Inspections Module
of Pharmacovigilance a4
Sites

« These guidelines to be followed by
Industries, PvPland CDSCO

Site Performing Pharmacovigilance
Quality Management System

Recommendations to Regulatory Matters Reflected
Indian Regulatory Body in WHO Newsletter

VA A ED FrPrcrrrrrerce sr b il EC L

” NEWSELETTER ne. 5
Antirabies vaccine

Risk of erythema
multiforme

Change in Signal India. The National
package insert 9 Coordination Centre -
Pharmacovigilance Programme
of India, Indian Pharmacopoeia
Commission (IPC, NCC-PvPI)
has requested the revision of
Drug Alert | Change in label or package insert | Signal the drug safety label for
antirabies vaccine to include
erythema multiforme as a
potential risk.

Drug Alert

30 17 04

Antirabies vaccine is indicated
for active immunization against
rabies, both as prophylaxis and
post bite cases.

NCC-PvPI has received two
reports of erythema
multiforme with exposure to
|
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Regulatory Matters Reflected
in WHO Newsletter

Regulatory Matters Reflected
in WHO Newsletter

\l’«‘: ..c"jb" “'é WHO Pharmaceuticals i

world neatth  NEWSLETTER no 5

Organization

£ oo Ny
‘l’«‘;__-'-c‘Jla'.\' ¥ WHO Pharmaceuticals L
iy

World tieaith INEWSLETTER no. 5

Organization

Azithromycin

Risk of acute generalized
exanthematous pustulosis

India. The IPC, NCC-PvPI has
requested the revision of the
drug safety label for
azithromycin to include
exanthematous pustulosis as a
potential risk.

Azithromycin is used in the
treatment of mild to moderate
susceptible infection including
respiratory tract infections,
uncomplicated skin /skin
structure, non-gonococcal
urethritis cervicitis.

NCC-PvPI has received five
reports of exanthematous
pustulosis with exposure to
azithromycin between 2011
and March 2016. The reports
were reviewed by the PvPI-
SRP, IPC and the WHO
Collaborating Centre for
International Drug Monitoring
(UMC).

Cefixime

Risk of acute generalized
exanthematous pustulosis

India. The IPC, NCC-PvPI has
requested the revision of the
drug safety label for cefixime
to include acute generalized
exanthematous pustulosis as a
potential risk.

Cefixime is used in the
treatment of urinary tract
infections, respiratory tract
infections and billiary tract
infections.

NCC-PvPI has received three
reports of acute generalized
exanthematous pustulosis with
exposure to cefixime between
2011 and March 2016. The
reports were reviewed by the
PvPI-SRP, IPC.

Reference:

Based on the communication
from IPC, NCC-PvPI, India
{www.ipc.gov.in)

MoU Between IPC and NABH

e Singed on 10th January 2017 for
effective implementation of PvPI in
corporate hospitals

« Mandatory for hospitals to report ADRs
to PvPlI for their NABH accreditation

New Mobile App

Tddn?

et + Developed by NCC-

PvPI (in house)

PvPI e Administrative
control at IPC

« Healthcare
professionals and
consumer reporting

Attachment of
source documents

- Attachment of
Images of reaction

« XML generation
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World Health WHO Collaborating Centres

¥ ¥ Organization Global database
Ref.Mo. [Initiator] Status
IND- 145 [Headquarters] Active

Tithe of the
WHO Collaborating Centre for Parmacovigilance in Public Health Programmes and
Regulatory Services

b
O GN Singh doaknie.in
O Vivekanandan Kalasetvan

Insti v
Pharmacovigilance Division, Indian Phanmacopoais Comrmission
M-n-mv of Health and Family Wellare

.utu .'."J Raj Nagar
20
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" Ghatiabad

+B1 120 6502049
(e, fxtrni
Date of Designation at Fusdes -
18/ l201 T PR/ IuNI0LT 183072021
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3 Capacivy DUl Of WHO remiser states 1o astablish high quaNty pharmacovigRance systems for medical

produc
3. Scientin

POTt b0 countries for pharmacovigitance i public health (e " Tropical
Mecior Bome Diseases, HIV-ATDS] and re ¥ s
. o aharing and Joint sctivities In reguintory pharmacovigilence

Pharmaceuticals (including sssential drugs and medicines)
Health systems resear devalop

rchivit
1, Tramning and sducation

and applcation of
A Providing technical advise to WHO

WHO ¢

wd quality and safety of medicines and other fes

R technologies thiough norms, standards and guidelnes,
Sirengthening of reguistory sysiems, and prequaincation

Pl
PAL Shanthi Narsyan +41 22 791 1318

[
+311143595000 Auctamadbiaho ol

and ther current we

Join with us

Ncc-Pvpi Ipc

@IPCNCCPVPI

PvPI

You

https://www.youtube.com/watch?v=_UYWUGUeZ6M&t=388s
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ROLE OF CDSCO IN PHARMACOVIGILANCE
by

Dr. S. Manivannan,

Deputy Drugs Controller (India), CDSCO, South Zone, Chennai ,
(Lecture delivered during Pharmacovigilance Training Course conducted by Trust - 3rd to 5th August 2017)

Overview of History
Pharmacovigilance
Pharmacovigilance e 1962 - USA — amendment to Federal

Science and activities related to Food Drug & Cosmetic Act

detection, assessment, understanding e 1964 — UK — Yellow card system

and prevention of ADRs and other drug . 1968 — WHO — Program for

related problems International Drug monitoring

« 2000’s- developing countries followed
suit

What to Report?

» PvPI encourages reporting of all types

‘ [ ADR REPORTING IS NEEDED? of suspected Adverse Reactions with
. Medicines safety is established in all pharmaceutical products
_ e Sy | ZTQ.T; ?::;ster of patients in irrespective of whether they are known

=TT Esg » Less than 5000 human subjects
o #3  areinvolved in clinical trials which
allows to detect only common ADR frequent orrare.
Need to establish safety of
medicines in special population
that is children, elderly & pregnant

women related problems
Even one ADR of a medicine in

10,000 population is considered as
unsafe

or unknown, serious or non serious and

« Centers can capture all kinds of drug-
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ADRs Reporting Forms
SUSPECTED ADVERSEDRUG  REACTION REPORTING FORM
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Pharmacovigilance Programme of India

« Ministry of Health & Family Welfare,

Government of India has initiated a
nation-wide Pharmacovigilance
Programme for protecting the health of
the patients by assuring drug safety in

the year2010

» Indian Pharmacopoeia Commission,
Ministry of Health & Family Welfare,

Government of India, is functioning as
NCC for PvPI since 15th April 2011

PvPlI Communication

e saTOST CDSCO- Headguarter,
CENTRE New Delhi

Pharmaceutical

National Coordlnatlorl Centre
IPC,

bodies like
IDMA, OPPI atc

Signal Review Panel

Stoaring Working Group Core Training Panel
Committee
Cuality Review Panel

National Health
Programs

/

ADRs Menitoring

Centers

CDSCO Zonal Offices ]

North Zone, Ghaziabad

South Zore, Chennal

‘West Zone, Mumbai

East Zone, Kolkata

I Healthcare P i I
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Objectives

- To create a nation-wide system for patient
safety reporting

« To identify and analyse the new signal (adr)
fromthe reported cases

- To analyse the benefit - risk ratio of marketed
medications

- Togenerate the evidence based information on
safety of medicines

- Tosupport regulatory agencies in the decision-
making process on use of medications

« To communicate the safety information on use
of medicines to various stakeholders to
minimise the risk

- To emerge as a national centre of excellence
for pharmacovigilance activities

« To collaborate with other national centres for
the exchange of information and data
management

- To provide training and consultancy support to
other national pharmacovigilance centres

located across global

Who can report ADRs?

« All healthcare professionals (clinicians,
dentist, pharmacists, nurses)

« Non healthcare professionals (lawyers,
Patients, consumers etc) can report
ADRs

» Submission of an ADR report does not
have any legal implication on the
reporter

Role of CDSCO in
implementation of PvPI

GSR 287 (E) DATED 08.03.2016 -
DRUGS & COSMETICS
(FIRST AMENDMENT) RULES 2016

Post Marketing Surveillance

In Schedule “Y” of Drugs and Cosmetics
Rules, 1945 the following shall be
substituted

4. Post Marketing Surveillance.-

(i) The applicant shall have a
pharmacovigilance system in place for
collecting, processing and forwarding the
report to the licensing authority for

information on adverse drug reactions
emerging from the use of the drug
manufactured or marketed by the applicant
in the country.

(ia) The system shall be managed by qualified
and trained personnel and the officer in-
charge of collection and processing of data
shall be a medical officer or a pharmacist
trained in collection and analysis of
adverse drug reaction reports.

(ib) Subsequent to approval of the product,
new drug shall be closely monitored for its
clinical safety once itis marketed.

(ic) The applicant shall furnish Periodic Safety
Update Reports (PSURSs) in order to-

(a) report all relevant new information from
appropriate sources;

(b) relate the data to patient exposure;

(c) summarise the market authorisation
status in different countries and any
significant variations related to safety;
and

(d) indicate whether changes shall be
made to product information in order to
optimise the use of product.”;

Pharma Web

Jul. - Aug. - Sep. - 2017




PvPl Recommendations to PvPl Recommendations to
H -
CDSCO for Regulatory Actions CDSCO for Regulatory Actions
S.No Ad drug - Action taken by SNo Su:pected Adverse drug i Al;:(i?:r:) tsaégn
drugs reactions CDSCO rugs Y
1 Carbamazepine Stevens Johnson For Drug Safety Label Issued an order " Azithromycin Exan’:::;?ﬂiz’z@fs:‘osis PrescT:i)b'i:;h;:; :nmatinn In process
syndrome (SJS) and | Change — Patient may be to all MAHs to (AGEP)
Toxic Epidermal screened for HLA-B*1502 | comply the same 12 Cloxacillin Acute Generalised To include in In process
Necrolysis (TEN) prior to initiating the Exantt Pustulosis ibi i
carbamazepine treatment (AGEP) _
2 Mannitol Hypokalaemia To include in Prescribing In process 13 Cefixime Acute Generalised Signal In process
Information Exanthematosus Pustulosis
3 Piperacillin and Hypokalaemia, To include in Prescribing Issued an order mn Traconazole Phomsef\:gﬁ;)reamon Tondude in T rocess
Tazobactam Bronchospasm Information to all MAHSs to . P
comply the same | 5 Tbuprofen | Stevens Johnson syndrome (SJS) To include in In process
4 Rota Vaccine Intussusception To include in Prescribing In process and Toxic Epi ibi
Information (TEN)
5 Ranitidine Cardiac Arrest To include in Prescribing In process 16 Amoxicillin/ | Stevens gohn§on syndrome (SJS) To i_nC|ude in In process
Information Clavulanate and Toxic
6 Anti-Rabies Erythema Multiforme | To include in Prescribing | Issued an order = CFort:aﬂs:::n Sevens Johns(;r:g)ndrome S e orocess
Vaccine Information to all MAHs to profioxact an\él Toxic Epi Y . P
comply the same (TEN) B
7 Pulmonary Pulmonary To include in Prescribing In process 18 Sodium Gum Hyperplasia To include in In process
Surfactant Haemorrhage Information Valproate ibi
8 Ceftriaxone Stevens Johnson To include in Prescribing In process 19 BCG vaccine Lymphadenopathy T? i_nclude in In process
syndrome Information — 1 I
9 Lamotrigine Stevens Johnson To include in Prescribing In process 20 Docetaxel Candidiasis To include in In process
syndrome (SJS) and Information 21 Furosemide Dermatitis Lichenoid Signal SEC of CDSCO
Toxic Epidermal approved the
Necrolysis (TEN) same
10 Betamethasone Photosensitivity To include in Prescribing In process 22 Itraconazole Acute Generalised Signal In process
Reaction Information, Exanthemakesus Pustulosis
(AGEP)
23 Lithium Drug Reaction with Eosinophilia Signal SEC of CDSCO
Carbonate and Systemic symptoms approved the
(DRESS) same
24 Phenytoin Acute Generalised To include in SEC of CDSCO
Exant Pustulosis approved the
(AGEP) same
. .
Role of CDSCO Zonal Offices in TECHNICAL SUPPORT
Effective Implementation of PvPI
GENERAL « Monitorand reportADRs
« Visiting to AMCs to ensure best « Participating as Faculties in
pharmacovigilance practices raining and workshops
« Random verification of Individual Case LOGISTICS AND
Safety Reports and its respective ADMINISTRATIVE SUPPORT
source documents atAMCs
. . . Y 1 1
« Taking necessary action in Bridging the gap between ADRs
coordination with state regulatory monitoring centers (AMCs) and
authority on a particular product - in National Coordination Centre
case of adverse events encountered
°

Facilitating manpower
appointment and developing
infrastructure atAMCs

GrOK A0
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INTRODUCTION AND OBJECTIVES OF PHARMACOVIGILANCE

by

Dr. G. Parthasarathi,
Dean, Global Engagement, Professor, Pharmacy Practice, JSS University, Mysuru,

(Lecture delivered during Pharmacovigilance Training Course conducted by Trust - 3rd to 5th August 2017)

Pharmacovigilance

Pharmacovigilance is concerned with
the development of science and
regulation in the area of drug safety

Pharmacovigilance aims at

» the detection, assessment and
prevention of adverse effects and
other problems related to the use of
medicines

Why Pharmacovigilance?
Humanitarian concerns

Economic concerns

Why Pharmacovigilance?

- Safety information collected during drug
developmentisincomplete:

« Clinical trials evaluate limited duration
and limited numbers of carefully
selected patients in carefully selected
settings

e Information often incomplete or not
available on:
« Rarebutserious reactions
« Use in vulnerable groups (pregnancy,
children)
e« Persons with multiple
diseases/conditions
« Risk oflong-term and/or repeated use

Merit assessment

Worth of a Medicine is in a given context
» Medicines will always do good to us

» Medicines are chemicals foreign to
our body and hence are always
dangerous

« Medicines are intended for doing
good (treatment) but can be harmful
attimes

Merit assessment

Risk
s enefit

Pharma Web
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Safety Requirements
* No drug is absolutely safe

- "Safety" = benefits exceed risks for
defined population and use

« Determination of safety is inseparable
from consideration of the drug's
effectiveness; benefit-risk and can
change overtime.

Scope of Pharmacovigilance

Adverse effects (properties of
ingredients or patient)

Patient effects of inadequate product
quality (failing GMP, distribution,
storage, counterfeiting etc.)

e.g. unexpected lack of efficacy

Patient effects of inadequate use
» medication errors
« dependence and abuse
» antibiotic resistence
* poisoning

Use of Pharmacovigilance

| Pharmacovigilance activities |

| Medicine safety data |

v

| Decision - making |

v

v

National

Local

Marketing
authorization
Labeling
Access /
distribution
controls
Recalls

Treatment
guidelines
Practice

guidelines

Treatment
guidelines
Individual case
management
Procurement
program

Ultimate Goals of
Pharmacovigilance

The rational and safe use of medicinal
products

The assessment and communication
of the risks and benefits of drugs on the
market

Educating and informing of patients
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How it Started? Aim of the WHO PV Programme

C PR Y Y4 N T ; ;
-_ M osErsA o ensure that early signs of previously

World Realth unknown medicine-related safety

- Organizatio et ) .
=t ST problems would be identified and
1961 1968 1978 . .

Thalidomide | WHO creates Swedish information about them shared and
Programme Government and
for International WHO creates acted upon
Drug Monitoring UMC and
Collaborating
Centre

>

(..J The Global Fund ¢ *ﬁﬁ\\q\g World Health

o P ADS T s Wl ii-* Organization

Minimum Requirements for a functional Pharmacovigilance System

Introduction

Pharmacovigilance (PV) is defined as the “science and activities relating to the detection, assessment,
understanding and prevention of adverse effects or any other possible drug-related problems”". It is a
very important medical discipline to prevent drug-related adverse effects in humans, ensure patient

safety and promote the rational use of drugs.

PV is well established in most industrialized countries but its practice in low and middle income
countries is variable with some countries having absolutely no systems at all whilst a few have systems
comparable to the best in industrialized countries. In view of the importance of pharmacovigilance to all
countries, the World Health Organisation, upon request from the Global Fund against AIDS, TB and
Malaria (Global Fund) and key multilateral and technical agencies, has embarked upon an extensive and
wide ranging consultative process to produce a Pharmacovigilance Strategy for use by all countries that
are seeking to advance PV systems, through the Global Fund and similar health initiatives. The process

includes the identification of (and the specifications for) the minimum requirements for PV,
R N i A anl LW SSNPEPR ir SP PP Y STV SV T gt e =S

http://www.who.int/medicines/areas/quality _safety/safety efficacy/saf pub/en/
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WHO Drug Monitoring Programme
Founding Members 1968

WHO Drug Monitoring Programme
Member Countries

January 2017

50%
34%

915%

https://www.who-umc.org/
Population Coverage Process for joining WHO Programme
January 2017 | Ministry of Health |1
Proportion of global population covered — National
by WHO pharmacovigilance network 5 2 Centre
orioresy NS l 3
Hon members -
f— |the umcC |
WHO-HQ
Geneva 4

1.Ministry of Health (or equivalent) designates

National Centre

2.Ministry of Health sends formal application to

WHO-HQ, Geneva

3.National Centre sends sample reports to the

umcC

4. UMC notifies WHO-HQ that reports are

compatible

5. WHO-HQ advises Ministry of Health of
admittance to the Programme

Pharma Web @
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Pharmacovigilance in WHO

- Establish PV systems and centres in every
country in the world.

« Maintain the network of PV centres
worldwide.

« Provide a platform for data sharing and
exchange of information.

e Develop methods, norms and standards for
PVin LMIC, PHPs.

« Bring capacity, resources.

« Provide 'PV service' to all programmes that
use medicinal products in WHO.

WHO Collaborating Centres for PV

+ cco (2010) @E

» Francophone/Arabic countries

® PV for preventing ADRs: rational

use of medicines

® Cross cutting service across health
interventions

PV tools, training
»Signal detection
sResearch

- /i
@ "--E::_:.“' Lf_b___ =

*Shanm (2009) 4Netherlands (2012)

= African outreach —— = Training: patient reporting &
® PV in public health programmes patient reporting systems
® Integrate PV in curriculum

UMC/WHO Guidelines (2000)

Available in:

English
Spanish
French
Russian
Ttalian
Korean
Portuguese

WHO Handbooks
malaria, HIV/AIDS, TB
vaccines 2006 - 2014

| 7
| sa
ﬁg:gcﬂfs

| mm'flf;lm
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PV guidelines

Pharmacovigilance
Programme of India (PvPI)

July 2010 - CDSCO, New Delhi, under
the aegis of Ministry of Health & Family
Welfare, Government of India has
initiated a nation-wide
pharmacovigilance programme (PvPI)
All India Institute of Medical Sciences
(AIIMS), New Delhi was the National
Coordinating Centre (NCC)

22 ADR monitoring centres (AMCs)
including AIIMS, New Delhi had been set
up under this Programme

April, 2011 — NCC shifted from AllMs to
Indian Pharmacopoeia Commission
(IPC), Ghaziabad

Currently there are 250 AMCs throughout
India

Vision and Mission of PvPI

« The vision of PvPI is to improve
patient safety and welfare in Indian
population by monitoring drug
safety and thereby reducing the risk
associated with use of medicines

« The mission of PvPl is to safeguard
the health of the Indian population
by ensuring that the benefit of use of
medicine outweighs the risks
associated with its use

Partners of PvPI

Partners of PvPI
NCC, in the last five years built a strong networking and professional
relationship with all the stakeholders of Pharmacovigilance.
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Monitoring of ADRs through PvPI India's Contribution to WHO-UMC
{ 1C5s ploaded nVigFlow st ANC J Number of SR per quare ndia .
i ¥
25000
20000
R - L
EWM in.nal\.?.?;\h.;ﬁg. F\d?ﬁ?#
- XEEEEAEE:
; AERRNEN
2841 2% 41 ¥4 2041230120
o — g — I — 3 — — o — — s — 015 —
Time point received at the UMC (year and quarter)
PvPl Recommendations A complete PV system
PVPI, Signal Review Panel Recommendations to CDSCO ~ Healthcare
; from the year 2014-15. . Regulatory service
: system delivery
level
Ci}”' Public Health
society
Programmes
level
\ Pharmace
utical
industry
We need to build competence at all levels
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A complete PV system

» Governance, policy, laws &
regulations, budget

» Structures, processes, stakeholder
coordination

- Data management & signal analysis
* Risk assessment & evaluation

» Risk management & communication

Stakeholders
« Drug regulatory authority

» Healthcare professionals

» Public health programmes

« Pharmaceutical companies

+ Media

» Academic institutions

» Professional associations

« Consumer and patient organizations

» Pharmacovigilance centres in other
countries

PEOPLE FUNCTIONS STRUCTURES
Report side effects and suspected
: events

Prevented Medicine-Related Problems

Reduced Morbidity and Mortality

Structure

WO,

v\

Centralized .
Regional centre

ulh ]
4
P g
i\ 1 -‘ "l‘. 1"/ \f : '|,, -8
‘, -4
HCP
Decentralized

8.
W
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Organization

Options for Affiliation of national center

Poison information or
drug information centre

Drug regulatory authority

Independent
foundation/organiz
ation

University institution Hospital department

Resources
Technical
» computer with printer and scanner
- standard office software
» report management system
« complying with int. standard eg.
VigiFlow

« Literature sources

« Internet access, e-mail, telephone, fax

Resources
Human

* Pharmaceutical competence
* Medical competence
* Administrative assistance

* dedication

* education

* Formal training

* Visit country with functional system

PV at Healthcare Delivery

- Explain to colleagues why, what and
how they need to report

e Common perception that ADRs and
ME don't happen in our facility

« ~ 5% hospital admissions due to
ADRs

» Those who do not find them are not
looking

« Without documenting and reporting
we will never learn and improve

Pharma Web
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PV at Service Delivery Level
High-quality systems:

« Encourage reporting of ADRs, errors
and unexpected lack of effect

« Are non-punitive

« Analyse underlying
reasons (root-cause)

« Learnfrom mistakes

« Provides feed-back for
continues improvement of practices

» Preventharmto future patients

PV in Public Health Programmes

PHP managers have a different mindset
» Ensure successful implementation of
programme
« Minimize threats to confidence in
programme e.g adverse reactions &
errors

Spontaneous reporting not good enough
for PHP managers
« Active monitoring to identify
magnitude of risk and incidence of
most serious reactions

PV in the Pharmaceutical Industry
o_LL,:'_E.(L_)I“EI__{\I.\l\.l_\jifi_‘l_lL'_I_NES.'tLiENL".Y i M.‘ Mi

roten o O

mm-

f——— Good pharmacovigilance practices L Y-

== Commiliers

# b B e gy b R § G et paton

Requirements by

National Regulatory Authority (NRA)
Marketing Authorisation Holders
(MAH) must
« Have a Qualified Person for PV
(QPPV)
« Submit adverse events from clinical

trials

« Submit PV and/or Risk Management

Plans

» Spontaneously reported ADR (serious

within 15 days)

« ADR reports from Post Authorisation

Studies (PASS)

» Periodic Update Safety Reports

(PSUR/PBRER)

Empowering the public

— e,
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PV at the Civil Society Level

* Involvement of consumer
organizations
« Mobilization against
substandard medicines

I,

Imternational Jowrnal of B amd M,
ISSN (Online): 2319 - 8028, ISSN (Pring): 2319 - 801X
www.ifbmi.arg Volume 3 Isswe 1| Janvary. 20041 PP, 14-21

Evaluating Consumers’ Protective Measures Against Unethical
Marketing Of Medical Drugs In Nigeria

" 7 i 2
Onwubiko N.Dike', Julius 0. Onah’
1. Depaartment of Management Sciences, Rhema University, PMB 7021, Aba, Abia State, Nigeria
2. Department of Marketing. Umiversity of Nigeria, Nuskka, Emgn Srare, Nigerio.

ABSTRACT: The sty appraived the measures adopred by consumers 1o profect themselves agaimt the
unerhical marketing of medical drigs in Nigerta, particularly the South Eastern States. The sty was a svey
design. Stratified, simple random, convenfence and judgmental sampling procedires were adopred. One
research grestion .mJ a hypothesis gutded the stndy. The target poprilation was 3621 respandents, imvelving
3444 healitiv f I, feoctos, ph murses), 1641 dreg consumers, 390 licensed drug firms
and 146 sentor w,nf of the regulatory agencier in Abia, Anambra, Ebonyi, Emgn and Imo States. Five
University Teaching Hospitals constined the study canvers. A sample of 985respordents was derived, Primary
and secondary sources of dae were accessed. Pilor study was conducted. The research inmstrument wos
validated and the reliabifline estimated uving Crombach 5 Alpha techmigue. The refiabifite coefficient was 0.971;
indicating high degree of internal consistency of the fnstrumeny . The mean ix) and criterion mean scores were
wused 1o anvwer the research guestion. Z-test statistical teclmigue was applied in testing the hypothests ai 0.05
level of siguificance and 4 degrocs uﬂh\\?am The ﬁndmg\ revealed that consiners do not significantly adopr
measures o shield th fves frou L were made.

KEYWORDS: Prowctive Measures, Unethical Marketing, Medical Drugs, Drg Consnmers, Comaterfeit
Medications.
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Summary

Functions of a PV system
« Data Collection
« Data Management

Personalcapacity.

« Signal detection

e + Safety issue assessment

Facility capacity

« Decision - making

Support services
capacity

Supervisory capacity

» Action and Communication

Structural capacity |Systems capacity | Role capacity

« Follow-up
G OK A0
Q7 Conference Hall Available on Rent b,
(4 at K
( Spencer Plaza \
No. 608A, 6th Floor, Phase |, Spencer Plaza, 768 / 769, Anna Salai,
Chennai — 600002. Phone: 044-28491232

For Meetings, Training Programmes, Interviews & Seminars

» Conference hall for accommodating 25 to 30 persons.

» Board room for 12 to 15 persons.
\ » Cabin (9 feet X 9 feet) )
5(\ For Details Contact /"
= N. MOGAN BABU, Mobile: 9841408923 e
ONN_ AN,
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ESTABLISHING PHARMACOIVILANCE PROGRAMME IN HOSPITALS

Dr. G. Parthasarathi,
Dean, Global Engagement, Professor, Pharmacy Practice, JSS University, Mysuru,
(Lecture delivered during Pharmacovigilance Training Course conducted by Trust - 3rd to 5th August 2017)

What is Pharmacovigilance ?

The science and activities relating to
- detection, assessment, understanding,
prevention of adverse effects or any
other medicine-related problem

« Scopeincludes

e SSFFC (spurious, substandard,
falsely labeled, falsified,
counterfeit medicines)
Antimicrobial resistance
Medication errors
Misuse

Hospital based PV centre .........

» Can contribute greatly in generating the
safety data

» Operates through its PMS /holistic /
comprehensive approach

Establishing Hospital
Based Pharmacovigilance Centre

« New centre can start operating very
quickly
» But from uncertain stage to becoming
an established and effective
organisation .....
- time, vision, dedication, expertise
and continuity

Basic Requirements

Effective functioning of PV centre depends
« Staff
* Infrastructure
e Funding

Establishing ADR Monitoring
Programme in Hospital

Staff requirements
« Full time / part-time (initial)
« Minimum / essential qualification
- Basic qualification - MBBS/
PharmD/ BDS
» Desirable
- Postgraduate qualification
- Expertise in clinical medicine,
pharmacology, toxicology &
epidemiology
- Experience / trained personnel
- Communication skills
- Committed and dedicated

Pharma Web

Jul. - Aug. - Sep. - 2017



Establishing ADR Monitoring
Programme in Hospital

Staff requirements
« Adequate staff
- Size of the centre
- Assessment time / case report
(I hour)
« Secretarial assistance

Take care of the education of
pharmacovigilance staff regarding:

« Data collection and verification

« Interpreting and coding of adverse
reaction descriptions

Coding of drugs

Case causality assessment

Signal detection

Risk management

Establishing ADR Monitoring
Programme in Hospital

Infrastructure

Location
- Any departmentin a hospital
- Ideal : clinical pharmacy / clinical
pharmacology / clinical toxicology /
epidemiology

Space
- Adequate to house staff &
infrastructural requirements

Communication system
- computer, internet connection
- telephone and fax
- printer, photocopier

Establishing ADR Monitoring
Programme in Hospital

e Information system
- standard texts and references,
- literature sources related to ADRs
- hospital library (teaching hospital)

» Office equipment
- computer chairand table
- office table and chair
- cup boards/
- book shelves and journal rack

e Adequate ventilation and lighting

Initiation Process

Create awareness amongst HCPs
- Seminars, workshops, personal
&training meets

Adopt suitable and feasible method
- Spontaneous reporting system

Design ADR reporting & documentation
forms
- Simple yet comprehensive

Ensure easy access to reporting forms

Assist HCPs in identifying the event &
provide updates on drug safety issues
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Initiation Process...

» Provide feedback on the reported
information
-"Thank you' notes

« Develop a suitable database
- for easy documentation &
retrieval of information

e Communicate and disseminate the
information

- Have a contacts with international
institutions working in
pharmacovigilance

- WHO Department of Essential
Drugs and Medicines Policy

- Uppsala Monitoring Centre,
Sweden

Sustaining the Process

Design and distribute campaigning
materials relating to importance of
pharmacovigilance

Conduct continuing education
programmes for health care
professionals

Promote the importance of reporting of
adverse drug reactions through
professional publications, and
communication activities

Reporting of ADRs

« Spontaneous reporting is the back
bone of pharmacovigilance system

* Reporting form
A notification relating to a patient with
an adverse medical event suspected
to be induced by a medicine

» Electronicreporting

Reporting Form — Essentials

Patient Information: age, sex and brief
medical history

Adverse event: description, start date,
course and outcome, any relevant data
by lab investigations

Suspected drug(s) information: name,
brand, manufacturer details, dose,
route, start/stop dates, indication for
use

Details of concomitant drugs

Risk factors if any (impaired renal
function, previous exposure to
suspected drug, previous allergies,
social drug use)

Details of the Reporter
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Who can Report ?

Medical practitioners
Pharmacists
Dentists

Nursing staff

Interns and PGs

What to Report ?

All suspected adverse reactions -
known or not, serious or not

Serious and or life threatening
reactions

Fatal reactions

Reactions resulted in disabilities or
permanent harm

Reactions resulted in increased

healthcare costs

What to Report ?
Severe reactions of any type

Any reactions to newer drugs

Newer reactions to any drugs in the
market

Rare and uncommon adverse
reactions

Under Reporting

Common phenomenon — technical and
psychological issue

Lack of knowledge / understanding
regarding the system

Fear of negative competence/ litigation

Underestimation of the true size of a
problem

How to Stimulate Reporting ?

Easy access to reporting forms and
other means of reporting

Acknowledging the receipt of ADR
reports by personal letter or phone call

Providing feedback to reporters in the
form of articles in journals, adverse
drug reaction bulletins or newsletters

Participation of the centres staff in UG
and PG education and scientific
meetings

Collaboration with local drug or
pharmacovigilance committees /
professionals associations

Assessment of Case Reports
Quality of documentation

Coding of drugs (WHO ATC), adverse
events (WHO ART)

Relevance of reaction
Identification of duplicate reports

Causality assessment

Pharma Web
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ADR Assessment Committee

« A multi disciplinary advisory committee
is desirable, to support the PV centre
with regard to the quality of the
proceduresin:

» Datacollection and assessment
 Interpretation of the data
» Publication of information

Use of the data

Data collected in pharmacovigilance can
be used in a variety of ways

- Hypothesis generation and
strengthening
Drug regulation
Information (dissemination)
Education and feedback
Limitations regarding the use of
the data

Relations with other parties
« The Drug Regulatory Authority

- Pharmaceutical companies

e Professional medical and
pharmaceutical associations

« National pharmacovigilance centers

« WHO Collaborating Centre for
International Drug Monitoring

 Academia

¢ Mediaand consumer organizations

Funding

« A pharmacovigilance centre should
have some basic, regular source of
funding (in order to ensure continuity in
its work)

« Requires adequate funding to meet
the expenses:
- Recurring cost
- Nonrecurring cost
- Maintenance cost

» Costestimation:
calculated as a function of the rate
of reporting required and the size
of the population

Funding
Basic sources
 university departments
- professional associations

« governmental departments (National
centre/projects)

« non governmental organisation (with
an interest in drug safety).

¢ health insurance companies and
health insurance funds
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Funding
Cost can be minimized

» By starting the PV service in poison
control and drug information centres

e have much in common with
pharmacovigilance centres, both in
organisation and from a scientific point
of view.

- Expensive facilities such as
secretariat, computer resources and
library services can be shared.

« In any case close collaboration
between these organisations is
desirable

A Success Story

ADR Reporting and Monitoring at JSS
Medical College Hospital

ADR Reporting and Monitoring

« Established in 1200 bed teaching /
referral hospital

« Managed by Department of Clinical
Pharmacy

e |Introducedin November 1997

» Probably the first of its kind in the
country

« Part of Comprehensive patient care
management programme

ADR Monitoring in JSS Hospital

« Spontaneous reporting system
followed

« Reporting by all healthcare
professionals

« Encouraged to report all kinds of
reactions

« Have been advocating safe and quality
use of medicines since 1997

Methodology
« Circulars

» Personal visits

« ADR notification form was designed

Methodology

e Operational modalities published in
Clinical Pharmacy newsletter

e Reports are received verbally, by
phone, completed forms, SMS

e Published literature and 'thank you'
note to the reporting doctor

« Documentation on specially designed
form and electronic format

» Follow-up of patients
« Quality assurance audit

» Reported ADR published in Clinical
Pharmacy newsletter
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Problems identified

 Not aware of the ADR monitoring
system
Campaigning

« Lackoftime
Simple Procedure

« Non availability of ADR notification
forms
ADR forms attached to in-patient
case notes

You do not need to be certain!
Have a high index of suspicion

Report any suspected ADR

Be alife saver

Can | make a difference?

YES

YOU CAN

If in doubt

Fill a card out!

HAVE A HIGH INDEX OF SUSPICION FOR
ADVERSE DRUG REACTIONS

I THOUGHT DRUGS ARE SAFE
BUT I AM WRONG

Look for potential ADRs and report them
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If you suspect an ADR..

Do not assume
someone else will

report it!
0

BE A LIFE SAVER...

REPORT ALL SUSPECTED ADVERSE DRU\
REACTIONS

~ VD

|
| .=

{ 1/ ==
T

e
Adverse Drug Reaction notification forms are
available at all nursing stations

DID YOU SUSPECT AN ADVERSE
DRUG REACTION TODAY

LIS

9

Q

Problems identified

« ADR considered to be trivial
- Importance of reporting of ADRs

« Rare occurrence of ADR
- High index of suspicion for ADR

« Fear of litigation
- WHO Definitation of ADR

Results
» 23572 reactions were evaluated until
December 2016

« 62% were written reports and 38%
were reported verbally
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Areas of Research
» ADR Related Hospital Admissions

« ADR-Costimplications

- ADR Related Emergency Admissions
« ADR - Predictability and Preventability
+ Medication Related Gl Bleeding

- Elderly and the ADEs & cost
implications

« Pediatrics and ADEs & cost
implications

Areas of Research

e Intensive monitoring
Neuropsychiatry

in
« Adverse events following immunization
in pediatric population

» Spontaneous reporting of ADRs in HIV
positive patients onART

 Intensive monitoring of ADRs in HIV
positive patients on ART

» Medication safety in HIV patients with
Tuberculosis

» Integrating Pharmacovigilance
Public Healthcare
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W iew Point

Story of heparin recall: What India can do?
Harugeri A, Parthasarathi G, Ramesh M. Sharma J°, Padmin Devi D7
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Case Report —
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Severe cutaneous adverse drug reaction to leflunomide: A report
of five cases
Veeranna Shasir, Jyayadev Betkerur, P. A. Kushalappa, T. G. Savita,
@. Parthasarathi*
Departmerts of Skin a7¢ ST0 and *Clinkal Prarmacy, L 5. 5. Medical College Hosoital, Ramanuja Roed, Mysers - 870 004,
Karnataha, Indla.

\ o ‘-"‘%é‘m?s
i i
wJ{;\CH_“:' i

Conclusion

« Hospital based pharmacovigilance
programme is very vital

« Commitment is the 'key'

« Patient safety is a journey' not a
'destination’
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TERMINOLOGIES USED IN PHARMACOVIGILANCE

by

Mr. Krishna Undela,
Lecturer, Pharmacy Practice, JSS College of Pharmacy, JSS University, Mysuru
(Lecture delivered during Pharmacovigilance Training Course conducted by Trust - 3rd to 5th August 2017)

Adverse Drug Reaction
Aresponse to a drug which is noxious and
unintended and which occurs at doses
normally used in man for the prophylaxis,
diagnosis, or therapy of disease, or for the

modification of physiological function

Ex: Thalidomide - Birth defects

WHO Technical report 498 [1972]

Adverse Drug Event
Any untoward medical occurrence that
may present during treatment with a
medicine, but which does not necessarily
have a causal relationship with this

treatment DRPs

ADEs

International Conference on Harmonisation 1994

Ex: Sedatives - Accidents

Side Effect

Any unintended effect of a pharmaceutical
product occurring at doses normally used
by a patient which is related to the

pharmacological properties of the drug

Ex : Hypoglycemia with Insulin

http://www.who-umc.org/

Pharmacovigilance

The science and activities relating to

the
detection,
assessment,
understanding and
prevention
of adverse effects or any other drug related

problem

World Health Organization 2002
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Types of ADRs

« Type A(Augmented)
» Adose-related reaction
 Features - common, related to a
pharmacological action of the drug,
predictable and with low mortality

- Type B (Bizaree)
« Anon-dose-related reaction
« Features - uncommon, not related
to a pharmacological action of the
drug, unpredictable and with high
mortality

« Type C(Chronic)
» Adose-and time-related reaction
» Features - uncommon and related
to the cumulative dose

L]

Types of ADRs

Type D (Delayed)

« Atime-related reaction

» Features - uncommon, usually
dose-related and they occur or
become apparent sometime after
the use of the drug

Type E (End of Life)

« Awithdrawal reaction

» Features - uncommon and occur
soon after withdrawal of the drug

Type F (Failure)

» A unexpected failure of therapy
reaction

» Features - common, dose-related
and often caused by drug
interactions

Assessment of ADRs

Predisposing Factors
Any aspect of the patient’s history (other
than the drug) which might explain
reported adverse events

Ex: Genetic factors, diet, alcohol
consumption, disease history,
polypharmacy or use of herbal
medicines

Dechallenge
The withdrawal of a drug from a patient;
the point at which the continuity,
reduction or disappearance of adverse
effects may be observed

Rechallenge
The point at which a drug is again given
to a patient afterits previous withdrawal

Assessment of ADRs
Causality Assessment
1. WHO Probability Scale
2. Naranjo’s Scale
3. Karch & Lasagna’s Scale
Severity Assessment
Predictability

Preventability

Pharma Web
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ADR Terminologies

Suspected Adverse Reaction (SAR)

A noxious and unintended
response to any dose of a drug or biologic
product for which there is a reasonable
possibility that the product caused the
response

unexpected Adverse Reaction (UAR)

A adverse reaction, the nature or
severity of which is not consistent with
domestic labeling or market authorization
or expected from characteristics of the
drug

ADR Terminologies

Serious Adverse Reaction Event or
Reaction (SAE/SAR)

A serious adverse event or
reaction is any uptoward medical
Occurrence that at any dose:

- result in death

- requires inpatient hospitalisation

- prolongation of existing
hospitalsation

- results in persistent or significant
disability/incapacity

- is life-threating

Suspected unexpected Serious

Adverse Reaction (SUSAR)
A reaction which is both

unexpected and serious in nature

ADR Reports

Individual Case Safety Report (ICSR)
Format and content for the

reporting of one or several suspected
adverse reactions to a medicinal product
that occur in a single patient at a specific
point of time.

Periodic Safety Update Report (ICSR)
Format and content for providing

an evaluation of the risk benefit balance
of a medicinal product for submission by
the marketing authorisation holder at
defined time points during the post-
authorisation phase

Risk

Risk

Probability of developing an
outcome; unlike harm, does not involve
severity of an outcome

Absolute Risk
Risk in a population of exposed
persons [A/(A+B)]

Reference (baseline) Risk

¢ Risk in a population of unexposed
persons [C(C+D)]

« Unexposed population refers to a
reference population (as closely
comparable with the exposed
population as possible, apart from
the exposure)

Pharma Web

Jul. - Aug. - Sep. - 2017



Risk
Attributable (excess) risk
- Difference between the risk in an
exposed population (absolute risk)
and the risk in an unexposed
population (reference risk)

« Calculated as [A/(A+B)]-[C/(C+D)]

Relative risk orrisk ratio
» Ratio of the risk in an exposed

population (absolute risk) and the
risk in an unexposed population
(reference risk)

« Calculated as [A/(A+B)]-[C/(C+D)]

Organizations

WHO
- Established its programme for

International Drug Monitoring in
response to the thalidomide
disaster detected in 1961

e Together with the WHO
Collaborating centre for
International Drug Monitoring
(UMC), Uppsala, WHO promotes
PV atthe country level

e Currently, 127 countries are full
members of the WHO Programme
for International Drug Monitoring

https://www.who-umc.org/
http://www.who.int/medicines/areas/quality_safety/safety_efficacy/
pharmvigi/en/

Organizations

CIOMS

« Council for International Organizations
of Medical Sciences

« Body set up under World Health
Organizations

« CIOMS has run a program focusing on
drug safety since the early 1980s

» Published may Guidelines for practice

https://cioms.ch/pharmacovigilance/

Organizations
ICH

« The International Council for
Harmonisation of Technical
Requirements for Pharmaceuticals for
Human Use (ICH)

e Inceptionin 1990

- E2A - E2F Guidelines for
Pharmacovigilance

http://www.ich.org/products/guidelines/efficacy/
article/efficacy-guidelines.html
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Organizations

European Medicines Agency (EMA)
- EMA provides extensive guidance to

enable all stakeholders to meet their legal
Pharmacovigilance obligations

Good Pharmacovigilance Practices
» Set of measures drawn up to facilitate

the performance of pharmacovigilance in
the European Union (EU)

EudraVigilance
- It is the system for managing and

analysing information on suspected
adverse reactions to medicines which
have been authorised in the European
EconomicArea (EEA)

http://www.ema.europa.eu/emalindex.jsp?curl=pages/regulation/general/
general_content_001819.jsp&mid=WC0b01ac05800241de

Signal
Definition

Information that arises from one
or multiple sources (including
observations and experiments), that
suggests a new potentially causal
association, or a new aspect of a known
association, between an intervention and
an event or set of related events, either
adverse or beneficial, that is judged to be
of sufficient likelihood to justify further
action to verify

Signal

» Detection

« Validation

» Confirmation

» Analysis and prioritization

» Assessment

« Recommendation for action

Fallow.up
-—

Know |~'|.;\' of adverse elfect

Time

Tools
MedDRA e it
+ Medical Dictionary e
astrointestinal disorders

for Regulatory
Activities

° AdVGI.'S.e E_V6nt High Level Group Term
classification Gastrointestinal signs and
dictionary symptoms
developed by ICH in
1990 S . High Level Term

» Arich and highly Nausea and vomiting
specific symptoms

standardised
medical terminology
to facilitate sharing
of regulatory
information
internationally for
medical products
used by humans

Preferred Term
Nausea

Lowest Level Term
Feeling queasy
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Tools

WHO-ART
» |t is a dictionary meant to serve as a

basis for rational coding of adverse
reactionterms

« The systemis maintained by the UMC

T —
System Organ Class g:;ﬁ T}g&(-_;ferred terms pertaining to the same body

(soc)

High level term group of similar preferred terms (184*)

(HLT)

|

Preferred Term principal terms for coding and

(PT) presentation {2158%)
terms similar to
Incl T
" u??) em preferred terms

(3607+)

Tools

VigiFlow —
It is a management = =
system for recording, = -
processing and sharing ==
reports of adverse effects ——

VigiBase

e Individual Case Safety
Report (ICSR) database
that contains ICSRs
submitted by the
participating member
states enrolled under
WHQO'’s international drug %
monitoring programme = |

 ltisthe single largest drug
safety data repository in E
the world £

Tools

VigiLyze

» Facilitate search,
analysis and the
extraction of useful
information from the
big VigiBase dataset

VigiAccess
(http://www.vigiacces — &
s.org/) =

» This database allows
you to browse and
view data on
suspected side- i
effects from various
medicinal products

« All data contained
herein is sourced
from VigiBase

QPPV

+ Inthe European Union, the Qualified
Person Responsible For
Pharmacovigilance (QPPV) is an
individual, usually an employee of a
pharmaceutical company, who is
personally responsible for the safety
of the human pharmaceutical
products marketed by that company
inthe EU

« The holder of a marketing
authorization for a drug for human
use must have a QPPV

« The QPPV must reside in the
European Union

GrOK A0
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PHARMACOVIGILANCE METHODS

by

Mr. Krishna Undela,
Lecturer, Pharmacy Practice, JSS College of Pharmacy, JSS University, Mysuru
(Lecture delivered during Pharmacovigilance Training Course conducted by Trust - 3rd to 5th August 2017)

Introduction

PV Methods Spectrum

‘ How can you monitor the safety of drugs after registration? ‘

‘ Post-marketing surveillance studies ‘

Hypothesis Generation l

Suspicion

J L

‘ Hypothesis generation ‘ ‘ Hypothesis confirmation ‘

Ex: SGLT2 Inhibitors can cause acute kidney injury?

Cohort
Event
Monitoring

LEHR

Mining

Spontaneous Intensilied Targeted
Reporting Reporting Reporting

|

Information

PE Methods Spectrum

Hypothesis Confirmation

Bias — =
-
Cros- Case- Cohort
sectional control Study RCTs SR & MA
Study Study Study
———— " |Evidence Quality

What is your Objective?

To establish a functional reporting
system to monitor the safety of all
medicines?

To learn more about the safety profile of
new medicines in the early post-
marketing phase?

To learn more about the ADR profile of
specific medicines in your population?

Pharma Web
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What is your Objective? Spontaneous Reporting

« To estimate the incidence of a known ‘an unsolicited communication by
ADR to a specific medicine in your healthcare professionals or consumers
population? that describes one or more adverse drug

reactions in a patient who was given one
or more medicinal products and that does
not derive from a study or any organised
data collection scheme’

- To gather more information on the
safety profile of a new chemical entity
in an early post-marketing phase?

« To utilize electronic health records and OR
registres to support

. e ‘a clinical observation that
pharmacovigilance activities?

originates outside of a formal study’

Spontaneous Reporting Spontaneous Reporting:
What to Report?
Kational Developing Pharmacovigilance System

centre

PV —_—

e Allsuspected ADRs
- Encourage a culture of ADR
reporting
- Build PV capacity
- Develop a profile of ADRs
experienced with locally used
medicines

Regionall [Regional| |Regional

centre 1| | centre 2| | centre 3

Health care

professional When in dOUbt -> RepOI"t

Patient/
Relative

When something concerns you -> Report

Pharma Web @ Jul. - Aug. - Sep. - 2017




Spontaneous Reporting:
What to Report?

Established Pharmacovigilance Systems

« May wish to restrict what to report
Ex: ADRs to new medicines
ADRs occurring in children
Serious suspected ADRs

When in doubt -> Report

When something concerns you -> Report

Spontaneous Reporting:
What to Report?

Y No csay No No [/ N \
P4 v IMON SN/ Untisted \ s/ =3/ \
[ Serious |m:]|.um 'T“\ [/ reaction / Invalves ( LI"‘“'"j \
Y reaction? [/ \"\ NS N\ inproduct /Y achild I N toxeport: /.

/ \mumlurm!}. Nl 4 / \ y

/ \ . plorma ;)( /

MHRA Reporting Reminder
hup://www.ambhra.govauk

Spontaneous Reporting

PHARMACOEPIDEMIOLOGY AND DRUG SAFETY 2003; 12: 687692
Published online 16 July 2003 in Wiley InterScience (www.interscience.wiley.com). DOL 10.1002/0ds 371

ORIGINAL REPORT

Adverse drug reactions in a South Indian hospital—their
severity and cost involved'

M. Ramesh*, Jayesh Pandit and G. Parthasarathi
Department of Pharmacy Practice, JS College of Pharmacy, Mysore, India
Purpose  The stidy was aimed to assess the patter of occumence of adverse drug reactions (ADRS) in the focal popalation,

sevenity of reported ADRs and additional financial resource wtilisation associated with ADRs.
Methods  This was a prospéctive, spontaneous reporting study conducted over a period of 7 months by clinical pharma-

Results A total of 270 suspected ADRs were reported and evaluated from 164 patients. A total of 3.7% of the hospitalised
patients experienced an ADR, 0.7% of the admissions were due to ADRs and 1.8% had a fatal ADR. The gastrointestinal

Spontaneous Reporting

Pros

* Covers the whole population

¢ Includes all medicines

* Continual monitoring throughout life-cycle of a medicine
* Detect signals of new, rare, or serious ADRs

* Most commonly used method

* Easiest method to establish

* Relatively inexpensive

* Least labour intensive

Cons

¢ Inherent under reporting
* Captures only suspected ADRs
* Reporting bias
* Denominator unknown
* Difficult to detect
- delayed ADRs
- ADRs with high background incidence
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Intensified Reporting Intensified Reporting
» Extension of Spontaneous Reporting . -
Programme oEL!f?‘?“..‘.f‘.E\’.&‘EE“?'.“E-‘-"GN" e

» BlackTriangle Scheme
Hzme lh&m-dln'-m ria, L Commitzews Partrars & networks  About us

' Th iS mediCi nal prOd UCt iS SU bjeCt Rasearch and .::’;;‘:::u:::s‘::d:: additional monitaring e 5wt @ e ) Shan

to additional monitoring e ™
m wentenc e sxplamning whal Ihe trangle means. v

Ex: ey, frorepe -l

o Med ICIneS Contaming a new actNe ,-_—.qszn"‘ﬂ-.\"' :M:ww-m <aaw:mv:m-.ww~w weoegtional «M:LL::M::KLTJ:MT;&

siigations on the recarding o meritering of RADIGENE aPThe S rRecEEE.

substance = e
» Biological medicines R | e st

« Medicines given conditional approval T
or approved under exceptional
circumstances

+ Medicines that require additional
studies (e.g. More data on long term use

or on a rare side effect seen in clinical
trials)

Intensified Reporting Intensified Reporting

HIGHLIGHTS OF HOW SUPPLIED -
TENS TABLETS v Tablets: 125 25, 50, 100 mg: acernd (3) National
{captopril tablets) —— CONTRAMCACATIONS — PV —_—
WARNING: USE IN PREGNANCY E: — centre @
umad in peagrarsy during the verond srd thin ramastars, e — -
ACE inhibitors can cause injury wd eren desth o the develo- + Anginagema s o wrway cbavucion (5.1} v -
g fatus. When pregrancy ia CAPOTEN shondd bt dis- = WO {- -Inwmun E Regi 1 [Regi 1| [Regi ]
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Wﬂl‘ Sy 500 * Cough 390
- ;-mu-:mumwm
' "l e sl AV (11) mw.‘_ﬂ m uhuﬂ - =
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- Oabetis Prstra > SO0 MySey —— |
e setrapai {1 4] ‘Ww Svndrome / SDRIFE !
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Do mdor day Joubttuonnil Mcrtidy s Uortty (5.5 Rel 1 advised to watch and
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Intensified Reporting

* Covers the whole population

* Continual itoring-throughoutJif le-of amediet

* Detect signals of new, rare, or serious ADRs
Pros * Most commonly used method
* Easiest method to establish

* Relatively inexpensive

* Least labour intensive

¢ Inherent-underreporting
* Capturesonlysuspected-APRs
* Reporting bias
Cons * Denominator unknown
* Difficult to detect
- delayed ADRs
- ADRs with high background incidence

Targeted Reporting

« Builds on principles of spontaneous
reporting

 Intensified ADR Reporting within a
defined cohort

Specific
ADRs

/A

Specific
patients

Specific
medicines

Targeted Reporting

Deugg Saf (2015) 38:355-408
DOF 101 007/40064-01 502779

ORIGINAL RESEARCH ARTICLE
Targeted Spontaneous Reporting of Suspected Renal Toxicity

in Patients Undergoing Highly Active Anti-Retroviral Therapy
in Two Public Health Facilities in Uganda

Helen Ndagije + Victoria Nambasa « Elizabeth Namagala +
Huldah Nassali « Dan Kajungu « Gordon Sematiko «
Sten (lsson * Shanthi Pal

" Specific ADR
b

Specific Medirlne-[ﬂ

<'_ I Specific Clinics

Sgecific Population

Targeted Reporting

Methods From April 2012 to March 2014, all cases of
suspected renal toxicity in 10,225 patients on tenofovir-based
regimens were monitored in the regional pharmacovigilance

Results  There was one suspected renal toxicity reported
for every 200 patients on a tenofovir-based regimen. Some
of the serious reactions reported were death in two cases
and bone demineralisation in five patients. Most of patients

Pharma Web
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Targeted Reporting

Cohort Event Monitoring (CEM)
Also called as

Pros Cons ‘Prescription Event Monitoring (PEM)’
Can utilise existing ADR reporting Undcr—rcpnrting remains a
infrastructure problem A pf'OSpeCtlve, Prospective ‘Real-time monitoring’
Targets specific medicines of Captures only suspected ADRs or Iongltudlna/ Longitudinal Gver a period of time
interest known toxicities 4
i Inceptional From starting of treatment
Possible to implcmcnt monitoring May limit reporting only to spccific Observatlonal! (Incep IOT.la ) rome arl -l rcalmcn -
programme that targets specific ADRSs COhOI‘t StUdy Observational ~ | Dose not interfere with patient
issue of concern (ADR, medicine, Of adverse management
patient group) Cohort Defined group of patients
Captures useful information (less | Relies on diagnostic capability of events Adverse events | Any new clinical experience
background noise) reporter associated (favourable or unfavourable) that is
Denominator known Wlth one or worthy of a record in the patient’s
life, rcgardlcss of its severity and
more without judgment on its causality
mOﬂItOf'ed Monitored Specific medicine(s)
medicines medicine

Cohort Event Monitoring Cohort Event Monitoring

» New class of medicine The Process of Prescription Event Monitoring
Elactronic coples of prescriptions

for study dnig sert to DSAU This

ks the EXPOSURE DATA

« Medicine related to class of medicine
that has previously caused problems

Signal Generation,

Hypothesis Testing, < ‘— -
Follow-up Studiss
« Potentially significant adverse event
b d durin re- or post- ik T
observe ing p p Pl it
marketing surveillance (SR) ol o et e
A time-limited programme to complement General Frarmacy
other PV activities; not intended to replace s
spontaneous reporting et c
patient ty GP. ;a;’ep!”!;akes ?fzmﬁ
e« NZ Intensive Medicines Monitoring Patent -

Programme (IMMP), Dunedin, 1977

e Drug Safety Research Unit,
Southampton, UK, 1980

« J-PEM, Tokyo, Japan, 1999

Process of PEMin the UK
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Cohort Event Monitoring

Objectives:

» Characterise known reactions

- Detect signals of unrecognised

reactions

+ ldentify
medicines

interactions with other

« Detectinefficacy of medicine

» Assess safety in pregnancy & lactation

» Measure risk (including comparative

risk)

« Identify risk factors forADRs

Cohort Event Monitoring

Safety Profile of Artemether-Lumefantrine: A Cohort Event
Monitoring Study in Public Health Facilities in Tanzania

Alambo K. Mssusa' - Adam M, Fimbo® - Alex F, Nkayamba' + Henry F, Irunde” -
Hiiti B, Sillo* * Danstan H. Shewiyo® + Geraldine Hill* + Omary M. Minzi®

Methodology Patients who presented to public health
facilities in four regions of Tanzania who were prescribed
AL were enrolled in a CEM study, a prospective, obser-

Results A total of 8040 patients were enrolled in the study,
of whom 6147 were included in the analysis. Following
treatment initiation, a total of 530 AEs were reported in 6 %
(383) of the patients. The most frequent post-treatment AEs

Clin Drug Investig (2016) 36:401-411

Cohort Event Monitoring

Pros

Cons

Early detection of signals of unsuspected
ADRs

More labour intensive than SR or
TSR

Denominator information allows

incidence rates of ADRs to be calculated

More costly

Near complete profile of AEs/ADRs for

medicine of interest

Much data collected most of which

represents ‘background noise’

Assessment of risk; identification of risk

factors; between drug comparisons

New to health professionals and
PV centres

Pregnancy outcomes

Training required

Electronic Health Record Mining

« Electronic Health Records — a
potentially rich source of ADR data

- Data generally collected for reasons
other than pharmacovigilance

¢ Much data, mostly not ADRs — Needle
in a haystack!

Deaths recorded LTFU may be substantial and needs
o be actively managed . .
e « How to find the needles is an area of
active research
T
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PV Methods Spectrum PV Methods Spectrum

g ) ) . q Method Medicines Population Reports
I 7 T .
| Intensified ADR . R | Cohort Beent BiR . Spontancous | All medicines (life All exposed individuals AllADRs
Repoting | Reperting | Monioring / Reporting cycle of product) (denominator is unknown)
' ; ' A Intensified Specific medicines All exposed individuals AllADRs
Cerominator | Denominator Cenomiratcr | Denominator | Denominaczr Cenominatee ¥ . B .
wheown - ek bown iy ! renen Erows Reporting (denominator is unknown)
sk E e o Speciic ADRs EJ\JIE.«IS Al Everis Targeted Specific medicines Specitic population AllADRs
ADRs | ADRs ADRs [ ] Reporting (denominator is known) Specific ADRs
Al modicnes E Spachc Cohort spec Cohert specfic E Cohort specific All madicines Cohort Event | Specific medicines Specific population All events
i s ke 1 madidies l e Monitoring (denominator is known)
" \ ' i
Ecserd || | Etypost ”,:::mm ; m";‘. | rm:'“:a m HER Mining | All medicines Specific population All events
w i wx medeineina || | soechc || | nowchemical | | sutent records (denominator is known)
R G A ) | B

What is your Objective?

To establish a functional reporting
system to monitor the safety of all
medicines?

Spontaneous Reporting

To learn more about the safety profile of
new medicines in the early post-
marketing phase?

Intensified Reporting

To learn more about the ADR profile of
specific medicines in your population?

What is your Objective?

To estimate the incidence of a known
ADR to a specific medicine in your
population?

Targeted Reporting

To gather more information on the
safety profile of a new chemical entity in
an early post-marketing phase?

CEM

To utilize electronic health records and
registres to support pharmacovigilance

Targeted Reporting activities?
EHR Mining
GHOK A0
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ADVERSE EVENTS: WHAT, WHERE & WHEN TO REPORT

Dr. K. M. Sudha,
Professor of Pharmacology, Coordinator — Pharmacovigilance Programme of India (PvPI)
Institute of Pharmacology, Madras Medical College, Chennai
(Lecture delivered during Pharmacovigilance Training Course conducted by Trust - 3rd to 5th August 2017)

Definitions of Adverse Events

e Adverse event means any untoward
medical occurrence associated with
the use of a drug in humans whether or
not considered drug related

21 CFR 312.32(a)

e Indicates a change in the subject’s
health status ‘since baseline’ right
before taking the study drug.

« When toxicity of the study drug is a
hypothesis you will see on the
calendar, a baseline physical exam to
be completed either at Day 0 or Day 5
prior to dosing

Definitions of Adverse Events
Baseline would include all of the below:

« Pre-existing conditions that are ongoing

during the clinical trial
- Hypertension
- Diabetes

« Concomitant medications taken prior to
participation in the clinical trial
- Anticoagulants to prevent
thrombosis
- Steroids for autoimmune condition

Definitions of Adverse Events

Examples of Adverse Events which are not
related to [or caused by] the study drug but
if they occur while the subject is on study,
would have to be collected, reviewed by PI

and tracked:
- Transfusion reactions
-Accidental injuries
- Surgery

Adverse Event (AE)

Any untoward medical occurrence
including

-asymptomor

- disease or

- an abnormal laboratory finding
during treatment with a medicinal product
in a patient or a human volunteer that does
not necessarily have a relationship with
the treatment being given.

- CDSCO&FDA

AE - Related or unrelated to the drug being given
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Adverse Event (AE) Why do we collect

An adverse event can arise with Adverse Event data?

« To determine the safety profile of a

- any use of the drug (e.g., off- drug or device
label use, use in combination
with another drug) « To evaluate the risks and benefits of a

- any route of administration product

- any formulation « To provide information for the package
insert, if approved for marketing

-any dose including an overdose
Determination of safety is often one of the

Also known as adverse experience primary protocol objectives when

evaluating new therapies
-FDA

Synonyms of Adverse

Protecting subject safety is one of “Event” include:
the most important responsibilities . Effect
of an investigator « Experience

e Health consequence
« Occurrence

e Outcome
Institutional Review Boards (IRBs) « Reaction (to a drug)

also share the responsibility 2 CFR 312 vs. 21 C1R 314

These two regulations define different sdverse event terms, as shown in Table 1:
Table 1. 21 CFR 312 and 21 CFR 314 Adverse Event Terms
21 CFR312 | 21 CFR 314
v

» Ensure studies do not expose subjects
toundue harm

<|e

« Ensure the risk-benefit ratio falls
within an acceptable range

<=

Unexpected suspected adverse reaction v

apply to many Industry-sponsored and other studies.
12 and 21 CFR 314 terms vary, the co

Goldfarb, 2012, pg. 3,15
—
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Examples of AEs: Examples of AEs:

« Abnormallab value e Complication from surgery or
procedure

» Worsening of pre-existing condition
¢ Psychological symptoms or harm
« Physical sign or symptom
» Device malfunction/failure

e Device usererror
« Concurrentillness
 Incorrectdose oroverdose
» Subjective report
e Drugdependence
« Changeinvital signs or physical exam
*Important to know the subject’s
baseline conditions and concomitant
medications (time of enroliment)!

Where are you going to

identify AEs? How are you going to identify AEs?
» Medical Records « Develop a systematic method for
o Lab reports, radiology reports, collecting information
progress notes, surgical reports o Use tools to ensure thoroughness

» Subjectquestionnaires
» Subjectdiaries

» Medication reconciliation « Avoid leading questions:
> “Are you experiencing nausea?”

« Practice open ended questions

» QObservation

« Specific information for Case Report - Remain objective
Forms (CRFs)

« Open ended questions to subject and » Take time to reassure the patient and
family listen

*“How have you been feeling since |
saw you last?”

*“Can you describe any changes since
you started the study medication?”
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Documenting AEs: Documenting AEs:

Adverse Event Fonr « Event(nomenclature/description)

STUDY MAME

s o comdais bt b + Grading (Severity/Intensity)
L T ')
_ R o « Relationship (Causality)
- T R P
o e e == = « Expected?
= . Serious?
At snd of study only: Check this box if participant had no sdverse sverts [ Neone
novnew | owe | owe | sevecy | mesmonss | Tanen | stne | oeceor | swer « Actiontaken (Treatment?)
¢ Duration
« Outcome

Reporting AEs: All about safety! Reporting Responsibility:

Investigators and IRBs must promptly
report information regarding AEs or

[ Subject I unanticipated problems that involve risks
to subjects or others
CRC, Study
Staff *All AEs should be reviewed by and

signed by a qualified clinician/investigator

— **Know the reporting requirements and
Principal timelines for your institution and study!

Investigator
Adverse Drug Reaction (ADR)

Any noxious, unintended or undesirable
effect of a drug that occurs at doses used
in humans for prophylaxis, diagnosis,
therapy or modification of physiological
functions

-WHO
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Suspected Adverse Reaction (SAR)

Suspected Adverse Reaction means any
adverse effect for which there is a
reasonable possibility that the drug
caused the adverse event.

A suspected adverse reaction implies a
lesser degree of certainty about
causality than adverse reaction

- FDA

‘reasonable possibility’ means there is evidence
to suggest a causal relationship between the
drug and the adverse event.

Serious Adverse Event (SAE) /

Serious Adverse Drug Reaction (sADR)
AnAE/ADR thatis associated with

Death
life threatening

hospitalisation /prolongation of
hospitalisation

persistent or significant disability or
incapacity

congenital anomaly or birth defect

- FDA & CDSCO

A “Life Threatening Adverse Drug
Experience” Defined

- Any adverse experience that places
the subject, in the view of the
investigator, atimmediate risk of death
from the reaction as it occurred, oritis
suspected that the use or continued
use of the product would result in the
patient’s death.

Exampleinclude:
« hemorrhaging and internal
bleeding with rapid drop in blood
pressure

e Loss of consciousness from
increase in pressure on the brain

Hospitalization Defined

Admission to the hospital for longer than 24
hours or prolongation of a hospital stay due
toadverse event

“Disability” Defined

A substantial disruption of a person’s
ability to conduct normal life functions

Examples include: loss of speech;
fatigue so great the subject cannot get
out of bed at all loss of memory; and
paralysis
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“Congenital Anomaly” Defined

Exposure to a medical product prior to
conception or during pregnancy resulting
in an adverse outcome in the child

Thalidomide is the best example of a drug
causing congenital anomalies with
babies born with deformed arms and
legs.

Suspected Unexpected Serious
Adverse Drug Reaction (SUSAR)
Unexpected: AnAE/SAR whichiis
e not listed in the investigators’s

brochure (IB) / patient information
leaflet (PIL)

- not listed at the specificity or severity
that has been observed

Examples of an
Unexpected Adverse Event

Hepatic necrosis would be
unexpected (by virtue of greater
severity) if the investigator brochure
only referred to elevated hepatic
enzymes or hepatitis

Cerebral thromboembolism and
cerebral vasculitis would be
unexpected (by virtue of greater
specificity) if the investigator brochure
only listed cerebral vascular accidents

Severe %E Serious!

* Severity refers to the intensity of an
event

* Seriousness is a guide for defining
regulatory reporting obligations

« based on patient/event outcome
oraction

Example:

New onset migraine; lasting two days,
causing subject to stay in bed and miss
work, unable to care for children

- Not life threatening, No
hospitalization, No persistent
disability, Not Serious

« But, intensity is Severe

Examples of

Allergic bronchospasm

Important Medical Events
requiring intensive
treatment in an emergency

room or athome .l
Blood dyscrasias .

Convulsions that do not ;’#

result in inpatient . a r{/
hospitalization (f’

&

Development of drug
dependency or drug
abuse
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The Universe of Adverse Events

Suspected Adverse
Reactions

Adverse
Reactions

Adverse
Events

The Universe of Adverse Events

Any untoward medical
occurrence associated
with the use of a drug
in humans, whether or
not considered drug
related

New Terms

Adverse
Events (AE)

Suspected
Adverse
Reactions (SAR)

Adverse
Reactions
(AR)

Any AE for which there is
a reasonable possibility
that the drug is the cause

Any AE caused by a
drug

Implies a lesser degree of]

certainty about causality
than an adverse reaction

National Cancer Institute March 28, 2011

Difference between AE & ADR

Expected versus Unexpected:

Expected AEs will be described in the

v following:
) Doegnt '”.‘p'y causal o Investigator’s Brochure (IB);
relationship . contains information regarding all
AE || - Can occur W!th any.dose/ AEs reported in all trials of the test
route of administration / article. to date
formulation ’

o Package Insert; safety and dosing
information on all approved
products

- Causal relationship is
suspected > Protocol and Informed Consent
ADR/|| - Can occur with normal dose /
specified route & formulatio
T
Pharma Web Jul. - Aug. - Sep. - 2017



Internal versus External AEs
In the context of a multi-center trial

o Internal AE is an event that is
experienced by subjects enrolled
atyourinstitution

» Alsoknown as On-Site
o External AE in an event experienced
by subjects enrolled at other
institutions that are participating in

the same multi-center trial

« Also known as Off-Site

Related terms

Unanticipated Problems (UAPs) involving
risks to subjects or others:

Must meet all of the following criteria:
1. unexpected (in terms of nature,
severity, or frequency)

2. related or possibly related to
participation in the research

3. suggests that the research places
subjects at greater risk of harm
(including physical, psychological,
economic, or social harm) than was
previously known or
recognized

Unanticipated Adverse Device Effect:

Any serious adverse effect on
health or safety or any life-threatening
problem or death caused by or
associated with a device, if not
identified in the device brochure,
protocol, or consent form

AE & ADR - Why to report ?

Ethical requirements

Regulatory requirements AE & ADR
Licensing Requirements

To reduce the drug related

harm to the patient

To encourage safe and

rational use of medicines ADR
inthe public
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AE — What to report

Minimum regulatory requirements of
SAE to be reported:
« Anidentifiable patient
Aninvestigational drug
« Aserious adverse event
« Anidentifiable reporter

Data Elements for reporting SAE
1. Patient Details

- Initials & other relevantidentifier *
(hospital/OPD record number etc.)
Gender

Age and/or date of birth

Weight

Height

-Schedule Y

Data Elements for reporting SAE

2, Suspected Drug(s)

Generic name ofthe drug *

« Indication(s) for which suspect drug
was prescribed or tested

» Dosage form and strength

« Daily dose and regimen (specify
units - e.g., mg, ml, mg/kg)

« Route of administration

- Starting date and time of day

- Stopping date and time, or duration
of treatment

- Schedule Y

Data Elements for reporting SAE

3. Other Treatment(s)

Provide the same information for

concomitant drugs (including non

prescription/OTC drugs) and non-drug

therapies, as for the suspected drug(s).
-ScheduleY

Data Elements for reporting SAE

4. Details of Suspected Adverse Drug

Reaction(s)

e Full description of reaction(s)
including body site and severity, as
well as the criteria for seriousness.

* In addition to a description,
describe a specific diagnosis for
the reaction. *

- Start date (and time) of onset of
reaction.

» Stop date (and time) or duration of
reaction.

+ Dechallenge and rechallenge
information.

- Setting (e.g., hospital, out-patient
clinic, home, nursing home).

- Schedule Y

Data Elements for reporting SAE

5. Outcome

« Information on recovery and any
sequelae; results of specific tests
and/or treatment that may have been
conducted.

» For a fatal outcome, cause of death
and its possible relationship to the
suspected reaction; any post-mortem
findings.

- Schedule Y

Pharma Web

Jul. - Aug. - Sep. - 2017




Data Elements for reporting SAE
6. Details about the Investigator*

« Name

e Address

« Telephone number

« Profession (speciality)

- Date of reporting the event to
Licensing Authority

« Date of reporting the event to Ethics
Committee overseeing the site

 Signature of the Investigator

-Schedule Y

AE - How to report ?

An Adverse
E\‘ﬁl Occurs

\h lin..\E Yes ?-,:_.
The PI. No i'?
Evaluates the (The AE is
| Evemt UNEXPECTED.) .J

*  Significant o1 persistent

i disablify/mcapacity

Vs,
I was
SERIOUS J

Would the SAE have
nplications for condisct of
ansdy?

-

The SAE minst be
10 the IRB

Lo

AE - Assessment

| - | : |
| ] 3
== =
3 3 3 3
f =155 IR
3 3 3 ‘ 3
: s [ R 1

AE — When to report ?
(Timeline)

1. Initial report of AE:

Investigator

With in 24 hrs of SAE Occurrence

Institutional Ethics

CDSCO .
Committee

Sponsor
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AE-When to report:

2. Detailed Report of Serious Adverse
Event (SAE)

| Dekaed Report of SAE |
| x| I Sy ‘ l ot s ot
; | e [ W ]
vithin 14 calender days of | witin 14 calender days of | within 30 calender days of '
Oceurance of SAECDSCO Oceurance of SAE Occtrance of SECDSCO |
\ J L i X ; J
= ‘ :

—

— (0500

2. Detailed Report of
Serious Adverse Event (SAE)...

[ —

| Incaseof Desth
| Expert (ommitee

In case of SAE othes then death

om
Opion it 105 clerrdasof | ’m'ﬁ“&'mdm‘“_

Occurance of death y T

I:mdmmmmmmdrmwm within 150
days of octurance of SAE

| Compensation tobepad by Sporser wiin 30
daysof L of O by DSCD

lmmmmwmma;wdma
Order by CDSC0

Formats of Submission an ISR

» Narrative
- overall findings or pooled analyses from
published and unpublished in vitro,
animal, epidemiological, or clinical

studies

« FDAForm 3500a

« Council for International Organizations
of Medical Sciences (CIOMS) | Form
which is used with international studies

« Electronic format that FDA can
process, review, and archive
- Safety Reporting Portal (SRP) - pending
for drugs/biologics

Voluntary AE reporting:
MedWatch Standard Form 3500

U et of Healh i i Sevrs T At A b, D021 Expees B02015
For VOLUNTARY repecting of FRHAusae =t
MEDWATCH Podioor
odduct use errons =
‘The FOA Safety Information and
Adverse Event Reporting Program Pagelofd
1 Deosor Amount Froquency  Roste
L 1
[P i
L |
3 Dates of Use (¥ srsirown, g chraton bomto | & Evet Abated Aot Une. :
for b st Stsppedor Dote Rnduced?
1 Mo []Ceesy
; n [Jre One [ pore
Doesnt}
e Ots O O
" © Evet Rappaared Abar
Rvrrodvction?
o 2 A [es [t (e
) Corgends RecmalyBem et
ST ! || T e—r LA L L
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ADVICE ABOUT REPORTING Adverse Drug Event
« Report adverse experiences with Reporting Form
s kbl For VOLUNTARY reportng

= Report Serlous adverse events, An of
adverse drug events
event is serious when the patient health care ,_..ﬂrﬂsw‘i-’

4

e e

irwal viske ol dying)

Central Drus

W

antrol Organisation

ot o

<k 100
i, CARCD G N

= Where to report:
= after complesg, please retum this fam
acedgl

ATTENTION
HEALTH CARE PROFESSIONALS

e L [ e ep— —

* What happens to the submitted
information submitied: a—
et ey s e aa

T Pr——
s S

E. Reporier (see confidentialty section below)
T—— =

Can Help Us

T B el sy, e by g ] e
e T T

Contiduntiol
“ and profected

Procedure for Compensation - B = Base amount (i.e. 8 lakhs)

The investigator shall report all serious
and unexpected adverse events to the | | * F = Factor depending on the age of the
licensing authority, the sponsor and the subject (based on Workmen
ethics committee, within 24 hours of the Compensation Act)
occurrence of the events.

. In Case of Trial Related Death * R =Risk Factor depending on the

II. In Case of Trial Related Injury and SAE seriousness and severity of the

disease - scale of 0.5t0 4
Compensation Formula
e Compensation amount will vary from a

Compensation Formula for SAE or Death minimum of Rs. 8 lakhs to a maximum

Compensation Formula = _B_i(_F__X?_ of Rs. 73.60 lakhs depending on the
99.37 sage of the deceased and the risk
' factor.
« Computing the 3 factors viz.
- a)Age
» b)Riskand

e c)baseamount
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Trial related SAE causing permanent Trial related SAE causing congenital

Disability to the subject Anomaly or Birth Defect
Compensation =(Dx90x C)/100*100 ¢ Quantum of compensation will be
_ - calculated with half base amount ie.,
« D=% of Disability 4lacs
e C = Quantum of Death compensation
as calculated above Compensation ={(B/2) xF xR}/ 99.37

Trial related SAE causing Life-
threatening Disease

Compensation = N*W

« N = No of days the subject under life
threatening Situation requiring
medical care, irrespective of number
of days of hospitalization

« W = Minimum Wages per day of
Unskilled worker (in Delhi)

Limitation « No compensation should be paid (or it
should be abated as the case may be) to

» No compensation should be paid for the extent that the injury has arisen:

the failure of a medicinal product to
have its intended effect or to provide

any other benefit to the patient. - through a significant departure from

the agreed protocol

» No compensation should be paid for
injury caused by other licensed
medicinal products administrated to
the patient for the purpose of
comparison with the product under
trial

« through the wrongful act or default
of a third party, including a doctor’s
failure to

« deal adequately with an adverse
reaction

« No compensation should be paid to
patients receiving placebo in
consideration of its failure to provide a
therapeutic benefit

- through contributory negligence by
the patient
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Tool to Calculate Compensation

Regulaiory Affairs

FAQ's For Regulalory
ATTairs

Tool to Calculate Compensation

CDSA aims to build capacity and capabiity in the area of dinical development and translational research, To aid, promote, .
conduct of pre-clinical and cinical product development in India, CDSA undertakes and implement cost-effective clinical re
sami-government, academic institutions, non-profit and small and medium sized enterprises.

To achieve our mandate, we are committed to provide essential and valued resource for professionals and researchers in the
CDSCO has devised a formula to determine the guantum of compensation in the cases of Cinical Trial-related SAEs (deaths ar
To caloulate the quantum of compensation CDSA has dewveloped "Tool to Caloulate Quantum of Compensation™ which
calcukte the compensation.

¥ e o e e o http://cdsaindia.in/tool-calculate-compensation

= Quantum of Compensation

What? When? Who? How? and Whom? of SAE Reporting

- > o >
? ? How?
What? Who to Whom? When
A\, \
— 3 N O
Appen
AllSAEs || Inyestigat dix-XI
duri .
] = Sponsor || EC Investigator | |sponsor EC format
trial
L J J J N\ A\, .
7 h ( Y h ' aW aYd T ™\
Dcal
EC Full @ || S21/
DCGI, EC, Initial: report: =
Head of Head of DCGI <24hrs within da‘}r:)' 14 30
Institution | | Institution 1:! 14 s d ays
a
Sponsor e
- L AN s\ s\ AN AN ’
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ADVERSE DRUG REACTION REPORTING FORMS

Ms. S. Devipriya,
Patent Safety, Pharmacovigilance Associate —
Pharmacovigilance Programme of India (PvPIl), Madras Medical College, Chennai
(Lecture delivered during Pharmacovigilance Training Course conducted by Trust - 3rd to 5th August 2017)

Agenda

« Pharmacovigilance Program of India
(PvPI)
- modes of ADR reporting with an
emphasis on sADR reporting form

« Haemovigilance Program of India (HvPI)
- Transfusion Reaction Reporting Form
(TRRF)

« Adverse Event Following Immunization
(AEFI)
- AEFI notification form

e Materiovigilance Program of India
(MvPI)
- Medical Device Adverse event reporting
form(MDAE reporting form)

Pharmacovigilance
Program of India (PvPI)

PvPIwas initiated by Govt. of India in

« July 2010 with AIIMS, New Delhi as
NCC (National Coordination center)
for monitoring ADRs in the country

« NCC was shifted from AlIIMS, New
Delhi to IPC (Indian Pharmacopoeia
Commission), Ghaziabad on 15th
April 2011

PvPI...

» Spontaneous and Voluntary reporting
of adverse drug reactions (ADRs) by
healthcare professionals

e« 210 Medical Institutions including
Corporate hospitals are involved in
reporting ADRs through VIGIFLOW

MMC is one of the ADR Monitoring Center
(AMC/Pharmacovigilance Center) under PvPI

PvPI...

e Monitors ADRs among Indian
Population

« Recommends CDSCO for regulatory
decision

» Collaborates with WHO-UMC (Uppsala
Monitoring Center)

. — Sends Individual Case Safety
Reports (ICSRs)through
VIGIFLOW (online safety data
management system)
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PvPI...
Modes of ADR reporting — PvPI

1. PvPl help line (toll free):
9am-5:30pm, Monday-Friday

2. PvPIADR android mobile app
— report ADRs anywhere anytime
(download from google play store)

3. By using Suspected Adverse Drug
Reaction Reporting Form (sADR
reporting form)

1800-180-3024

sADR reporting form-PvPI

3 ADVERSE DRUG REACTION REFORTING :‘H

Basic components of
sADR reporting form

A. Patient Information

« 1.*Patientinitials

of the patient.
« 3.*Sex
* 4. Weight &height
g; Vemniond 2

SUSPECTED ADVERSE DRUG REACTION REPORTING FORM

P VOHUINTARY oty o Ao g R Ly Hosshbcorm Frafiamads

« 2.*Age at time of event or date of birth:
Write either the date of birth or age

A, PATIENT INFORMATION

1. Patient Initials

2. Age at time of
Event or Date of

3IMuo Fo Othero

Birth

4. Weight Kgs

Basic components of
sADR reporting form

B. Suspected Adverse Reaction
5. *Date of reaction started: Mention the date
on which the reaction was first observed.

6. *Date of recovery: If the reaction recovered,
the date on which the patient recovered
from the reaction should be reported.

7. *Describe reaction: Provide the description
of the reaction in terms of nature,
localization

Ex: For example patient developed
erythematous maculopapular rash with itching
over upperand lower limb.

B. SUSPECTED ADVERSE REACTION

5. Date of reaction started (dd/mm/yyyy)

(dd/mm/yyyy)
7. Describe reaction or problem

6. Date of recovery
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Basic components of Basic components of
sADR reporting form sADR reporting form
C. Suspected C. Suspected Medications
Medications 9. *Action taken (Dechallenge details):
8. *The details of Mention the status as:
suspected medication(s) Drug withdrawn  Dose reduced
such as drug name Dose not Changed Not applicable
(brand or generic name), Unknown
* manufacturer } Mandatory if the ADR ]
« batch no/lot no is life threatening or 10. * Reaction reappeared after
« expiry date causing death reintroduction (Rechallenge details):
+ *dose & frequency Mention the status as:
used
« “*route used Yes No Effect unknown
» *dates of therapy Not applicable
started and stopped Dose (if reintroduced)
« *and indication for
which the drug is
given

sADR reporting form-PvPI Basic components of
sADR reporting form
€. SUSPECTED MEDICATION(S)
g B et ot e o 0] Dot [ 11. Concomitant drugs: Write the details of
| et | e /oo | | ) Putesred e | feme all concomitant drugs including self
_ : _ medication,OTC medication, herbal
" ; - remedies with therapy dates.
540 B Action Taken [plesa tick] 10, Reaction reappearad alter reintroduction [please tick]
# [y . [ oo [Dosenct] Mot [Uekn o =
perCaabdan " ™| gyeq | cones aatejom| 16| M| Eltmoom e fsinrsducd 12. Relevant tests/ laboratory data:
— : Mention all laboratory data relevant to
] the reaction occurred.
1‘5 Concomitant medical product including se¥-medication and herbal remedies with therapy dates (Eschode those used to treat reaction|
i ek N kil bl Mo 8 o 13. Relevant medical/medication history:
Write the relevant history persistent to
patient including preexisting medical

conditions

(e.g. allergies, pregnancy, smoking,
alcohol use, hepatic/renal dysfunction)
and concurrent conditions.
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Basic components of
sADR reporting form

14. *Seriousness of the reaction:
Yes No

If Yes please tick anyone
Death - if the patient died due to ADR

Life-threatening - patient is at
substantial risk of dying at the time of
the ADR

Hospitalisation/prolonged - due to
ADR

Disability’- if adverse event resulted
in a substantial disruption of a
person’s ability to conduct normal life
functions

Basic components of
sADR reporting form

Congenital anomaly - if exposure of
drug prior to conception or
during pregnancy may have resulted
in an adverse outcome in the child.

Required intervention to prevent
permanent impairment/damage-if
medical / surgical intervention was
necessary to preclude permanent
impairment

Other -event does not fit above
conditions

Basic components of
sADR reporting form

15. *Outcome of the patient
» Recovered

« Recovering

- Fatal

Continuing

« Unknown

sADR reporting form-PvPI

12 Relevant tesis/ laboratorny data with dates

13. Relevant medical/ medication history (e.g. allergies, race,
pregnancy, smoking, alcohol use, hepatic/renal dysfunction etc.)

14. Seriousness of the reaction: No O if Yes O (please tick anyone)

L1 Death ( ) L1 Congenital anomaly

L1 Life threatening

0 Required intervention to

0 Recovered O Recowverin =3 O Not recovered

1 Fatal 0 Recovered with sequelac 0 Unknown

Basic components of
sADR reporting form

Treatment given for the reaction
(Additional Information)
« Yes No Unknown

If Yes, Specify the treatment given forthe ADR
1.

D.*Reporter Details

16. Name & Professional address :

« *Reporter's Name

« *Designation

» *Signature with Date

« Address, E-mail ID & Phone number

17. Date of the report (dd/mm/yyyy)
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sADR reporting form-PvPI

Msitioral Information

15, Name aed Profssonal Aedres:

] Fmal
Tel No fth 1D o
Dccupetior, Sy,

1.0t of i et ey

Confidentilfy: The pabient’s eefty is hed m stt confdence and protected to the fullst edent. Programme staft i ot

pecld to o wil net dclosethe raporte’s denty i te it fom
consitute an admiscion thet medicl personnel or manfachrer o

of a report does et
g product caused or conirbuted i the raction.

Hamovigilance Program of India (HvPI)

Haemovigilance is a process of data
collection and analysis of transfusion-
related adverse reactions in order to
investigate their causes and outcomes
and prevent their occurrence or
recurrence.

e HvPI was launched on 10th Dec 2012
by IPC as integral part of PvPI

« National Institute of Biologicals (NIB) is
the NCC for HvPI

« NIB collates & analyze adverse
reaction data for blood and blood
products

HvPI- Transfusion Reaction
Reporting Form (TRRF)

HvPI- Transfusion Reaction
Reporting Form (TRRF)

' i e e, [B] Transhosion Reacion Detals"
National Institute of Biologicals o s tepeien s e drgrsain el g G4l A
L T : s 3 bt ok T M B [
[ 2 'l
Ministry of Health & Family Welfare, Govt. of India : : P S e
(National Coordinating Center) 1 ettt et s s |
N [feeabed i T [
HAEMOVIGILANCE PROGRAMME OF INDIA Ao} E e ke |[] e Dgne | ] enae [] Ttyata
— 0 |[] Mg || Adeed ezt legtige || ] e
Transfusion Reaction Reporting Form (TRAF) For Blood & Blood Components & Plasera Produts = =
= — pre—— o s [Lleemme  [Tohene  [Top  [[]opw Hypesin
Jen [ete  [vmws [ oo Qe
ksl e |[Jow Qo |[] [] s
et e [peed oy L) Fistg Bl Obe__
Fosgial Adnigion . Daanacra | Mons | Das [ s | M Ll Restenes (eg
o g [ i Ooe__
Mefic iy oy Uit —
T
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HvPI- Transfusion Reaction
Reporting Form (TRRF)

HvPI- Transfusion Reaction
Reporting Form (TRRF)
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HvPI- Transfusion Reaction
Reporting Form (TRRF)

HvPI- Transfusion Reaction
Reporting Form (TRRF)
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Adverse Event following
Immunization (AEFI)

AEFI is defined as a medical event that
takes place after immunization.

AEFI surveillance -

¢ monitors immunization safety

- detects and responds to adverse
events

« corrects unsafe immunization
practices

« reduces the negative impact of the
event on health

The division of AEFI, Ministry of Health and
Family Welfare, Government of India and
PvPI monitors the safety of vaccines

AEFI...

AEFI cases can be reported to:
AMC/NCC - PvPI

National level AEFI committee &
State Expanded Programme
Immunization Officers (SEPIO)

AEFI committee follows with local AEFI
team to completely furnish FIR/PIR/DIR
to do the causality assessment

FIR: First Information report form
PIR: Preliminary Investigation report form
DIR: Detailed investigation report form

PvPI - AEFI Notification form

Serious AEFI Case Notification Form - ADR Monitoring Center*

ICSR No. | Reporting Format No.

MName & address of ADR

Menitoring center: A ) ) ) ) o
e [TTTTTTITITTITT TTTT
hges Sex: Male/Ferae

Father/Husband's

 Lectuer —
Hame “ “ ‘ |“

Complete Address of the Case with landmarks [Sereet name, hause number, villags, black, Tebsil, FIN N, Teleahone No
ete)

PLqnl- T T 11

PlH]o Wlel-] | [TTTTTT
Diate of Vaccnation __ __ [

hiddress of hea'th facility where '.'écc-_naEEi;Iude rame of village/urban area, block, DISTRICT and STATE)#

PvPI - AEFI Notification form

Name of vaccines with dose
recelved [if known)

Date of first symptom

S I el O O T el e el

o (ufufe]e]efy B[ ufw| pupy

Hospitalization:{No Yes) Date- Time of hespitalization

Name and address of hospital (i hospitalized): CRMo./MRD Ho

Current status fendrcle) ‘ S;:ﬂ‘ ;L":}ﬁﬂfjmwfﬁm:h MMJIMM e
Ifdied, Date of Death ||||||| l |ﬂmeciDeatI‘. |||||

Describe AEF {signs and symptoms:
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PvPI - AEFI Notification form

Name & Signature of Nodal Officer.

Email:

Contact No.
* Dt form sent to District Immunization Offcers (where patient was vaccinated- __ [/

* Dite form sent to State Immunization Officerd (where patient was vaccinated)- _ |

* Dite form sent to PVPI, Ghazisbad- _ [ _ _ [

*Date form set to Immunization Division | AEF| Secretariat {aefindia@gmadl.com)- _ _[_ _

Name & signature of Technical Assistant (persan filing this form}:

Emall
Contact number:

#The case s 1o be notified to the DI of the district whe
i ik simult;

re the vaceine was administered,
1 0 D10 SEPIO. PV

Materiovigilance
Program of India (MvPI)

MvPI
« Launched on 06th July 2015 at IPC,
Ghaziabad by DCG(!)

« Monitors the safety of medical devices
inthe country

« |PC is National Coordination Center
(NCC)

« Sree Chitra Tirunal Institute of Medical
Sciences & Technology (SCTIMST) will
be function as National Collaborating
Centre

Medical Device Adverse Event
reporting form (MDAE reporting form)

MEDICAL DEVICE ADVERSE EVENT REPORTING FORM
Materiovigilance Programme of India

FOR MDMC/NCC USE ONLY

Typeof mport inital = Folow-po
A PATIENT DETARS

3. Ageuttime of Event or Date of frth

4 Weght kgl

B. EVENT DETAILS

Medical Device Adverse Event
reporting form (MDAE reporting form)

2, Severityof the event  (Yes 3 No [77) if yes please specify following

0 Desth (—j—/——) O cause congenital-anomaly O Life threatening O Required intervention to prevent death or impairment of body
function

O Hospitalization/Prolonged impairment/damage O Disability 0 Other (specfy),

3, Date of event - )

4. Location of the event- OPD [ IPDq Others|

5. Device category: &) Therapeutic ) Diagnostics [ Both (] (B) Implantable device (7 Non mplantable device [
(C}. Singleusedevice 7 Reusabledevice [ Reuse of marked single use device [

6. Date-

[ Lastpreventive mai [ st calbraton ‘

7. Location of device after thencident;

1. fwent description Placeofuse [ Place of reporter (] Place of Manufacture/vendor [ With patient or enduser [
8.Is device n use afterincident Yes (] No
9, (A) Is same model device available in organisation? Yes 7 No  ffyes, Quanty...
(B) Organization-  Healthcare faciity [ Manufacturer
Heason for the BventiTick] | af Hectrical b Mecharecal o Blectronis ) 0 e Cheical e ] |
e
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Medical Device Adverse Event Medical Device Adverse Event
reporting form (MDAE reporting form) reporting form (MDAE reporting form)

Dateof name: Entity legally rep g | Notified Body name

: ional Address:
Name.e of Manufacturer § Batch No./ Cat.a logueto. installation/ | Listof theManufacture: n:
Medical Brand Name | ModelNo. | Serial No. (forinstruments | " y Pin___ E
. (1] Lot No. implantation/ | Accessories f I
Device 3 (2] & ony) " Regulatorin Courtry of () Curtryo el
1) 6) explantation [¢] Manufacturing Tel. No. [with STD
6] origin: . code)
Country:
Designation:
Regulatory status in origin
country: Signature;.
() In India:
Date of this report
11. A Whether other medical devices were being used at same time with above: F. Causality Assessment Details ~ Completed [J  In Progress (] Awaited [
?
0. Actons okenmmeditely afte ncident g;:\;;fonhempeutmnfd\agnnsﬂcswoe. If yes, please ¥ ——
11B. Any history of adverse event(s) from device with same
ber, If "

Confidentiality: The patient’s identity is held in strict confidence and protected to the fullest extent. Programme staff is not
expected to and will not disclose the reporter’s identity in response to a request from the public. Submission of a report does not
constitute an admission that medical personnel or manufacturer or the product caused or contributed to the adverse event.

GHOK ARKO
7 \/ V \‘ Yo )
%‘@ Pharmacovigilance Guidance Document Qg

7 for \‘

Marketing Authorization Holders of Pharmaceutical Products

Effective from January 2018
Published by
Indian Pharmacopoeia Commission
National Coordination Centre — Pharmacovigilance Programme of India

For more information please visit the below link
\ http://www.ipc.gov.in/PvPl/pub/Guidance%20Document%20 )
A\ Z4

for%20Marketing%20Authorization%20Holders.pdf

s e
ONN_ AN,
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ADR/AE AND ITS CLINICAL RELEVANCE

Dr. A. Lourdu Jafrin,
Associate Professor& Head - Coordinator, ADR Monitoring Centre,
Dept. of Pharmacology, IGMC&RI
(Lecture delivered during Pharmacovigilance Training Course conducted by Trust - 3rd to 5th August 2017)

In this session....
* IntroductiontoADR and AE

» Classification—overview
« CommonADRs & drugs implicated

 Clinical significance of ADRs and Role

Common Dangerous
10-20% of in-patients | (4th cause of death in US)
& Serious ADRs 6.7 %
2-6 % of all admissions &
Fatal ADRs 0.32 %

Burden of ADR

of HCP
« Managementof ADRs
Costly Preventable
. Special group Cost Rs. 187 -2820 | 30% to 60% of ADRs
« Learning Resources
Adverse event Vs ADR ADEs Vs ADRs
« Any negative or ‘Aresponse to a
harmful occurrence  drug which is Adverse drug No need to
during treatment, noxious and events ?ea:;(teioangﬁiusal
« may or may not be  ynintended, and (ADEs) P
associated with a which occurs at
medicine. doses norma”y Adverse Drug Cau:_%al .
* &g.Fall used... for the Reactions (ADRsy—7_— relationship
- Temporalasson. + prophylaxis is suspected /
« Causalrelation +/- diagnosis or established
therapy of disease,
or
for the modification
of physiological
function.’
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ADRs are classified based on DoTS

Dose relatedness Time relatedness Susceptibility
Onset

Acute (60 min)1 sub acute (1 -24 hrs), Toxic effects: high  Time-independent In some or continuous
latent (> 2 d dose reactions: any time  admin
aten ( ays) Collateral effects: Time-dependent Factors include:
normal reactions: genetic variation, age,
Hypersusceptability ~ Rapid, early, sex, altered
. reactions: low intermediate, late, physiology,
Seve nty delayed exogenous factors
(interactions) and
Mild, moderate, severe & lethal discase.
Type

Rawlins—Thompson classification

Immunologic and non-immunologic

Common drugs & ADRs
ADRIncidence
e Gastrointestinal tractevents 22.1%
Beta blockers »| | Nitrates» Penicillin® o 0
Bradycardia, Headaghe, Anaphylaxis Electrolyte/renal 16.7%
Prazosins * Hemorrhagic 12.7%
Postural
hypotension * Metabolic/endocrine 9.5%
Be vigilant with
Phenytoin Analgesics» . Antibiotics
during Nephropathy . .
pregnancy . Antineoplastics
. Cardiovascular drugs
. Hypoglycemics
. NSAID/Analgesics
. CNSdrugs
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ADR manifestations:

Nausea, vomiting
Change in bowel pattern
Sedation

Confusion, Giddiness

Orthostatic hypotension

Betalactam antibiotics

Urticaria, anaphylaxis,
Maculopapular rash
Serum sickness
SJS-TEN (rare)

Tetracyclines
« Photosensitivity

« Pigmentation

Sulphonamides
e Hypersensitivity

- FDE
- EMF
e SJS-TEN(rare)

Quinolones
» Anaphylactoid reaction

e Photosensitivity
« SJS-TEN
« Vasculitis

e Administration in children ?

ATT

SJS-TEN

EMF

INH- LE like phenomenon
Rifampicin- Drug induced pemphigus
FDE

Maculopapular rash

Erythroderma

Antileprosy drugs

Clofazimine —pigmentation

ART
- Pigmentary changes

 Altered growth of hair and nails
e Maculopapularrash

« DRESS

« Exfoliative dermatitis

« Lipodystrophy

« Injection site reactions

Antimalarials
« Pigmentary changes

« Dapsone « Photosensitivity
FDE « Precipitation of severe psoriasis
EMF
DRESS e Erythroderma
Erythroderma  Lichenoid eruptions, TEN
T
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NSAIDS
« Urticaria

e Lichenoidrash

e Aggravated psoriasis
- FDE

« EMF,SJS,TEN

« Photosensitivity

- Exanthematousrash

Antlpsychotlcs
Pigmentation

« Lichenoid eruptions
« Erythema multiforme
« Phototoxicity

e LElikeillness

« Erythroderma

Anti epileptic drugs
+ FDE

- EMFSJSTEN
- DRESS
e Erythroderma

¢ Pseudolymphomas

Cardiac drugs
- Beta blockers- lichenoid eruptions ,
psoriasis

« Hydralazine — LE
« ACEI- urticaria

» Amiodarone-
photosensitivity,onycholoysis

CLINICAL CONSIDERATIONS
Suspect ADR ....

« appears soon after a new drug is
started

- after a dosage increase

« disappears when the drug is
stopped

» reappears when a drug is restarted

Who are at high risk for ADR?
1. Polypharmacy

2. Irrational prescribing

3. Female gender

4. Co morbidity

5. Extremes of age

6. HIV infection, Alcoholism

7. Previous history

8. Specific genetic polymorphism
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FAQs
e Medication history
« Prescription medications,
allergies or intolerances,
adherence

 Intake of more than one drug, OTC,
herbals, drug abuse

« Drug interaction - ADR
« Long term medication
« Time of onset

« Temporal relationship (onset,
duration, frequency)

- End-organ function

FAQs
- Significant alteration of Lab values

« Social history
« Anyothermedicalillness
- Demographics

* age, race, ethnicity, gender, height,
weight

» Concurrent conditions or special
circumstances

* e.g., dehydration, autoimmune
condition, HIV infection,
pregnancy, dialysis, breast feeding

Medication details....
* |Indication, dose, diluent

e Administration
« Route, method, site, schedule,
rate, duration

« Formulation
e Pharmaceutical excipients
e e.g., colorings, flavorings,
preservatives
e other components
e e.g., DEHP, latex

NO TEARS approach relevant to
ADRs

» Need and indication

« Openquestions

« Testsand monitoring

» Evidence and guidelines

» Adverse effects

» Riskreduction and prevention

« Simplification and switches
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Need and indication
 Is the indication appropriate ?

+ Is drug needed ?
¢ Is dose appropriate?

« |s the diagnosis been confirmed ?

Adverse effects
- Any side effects present ?

 Is side effect — prescription / OTC
and complementary medicines?

« Are drugs prescribed for expected
side effects ?

 Is there any new advice or warnings
on side effects or interactions?

Risk reduction and prevention
« Social history & co morbidity.

- Is treatment optimised to reduce
risks?

Roles of health professionals
1. Identifying and assessing ADRs
2.Preventing ADRs

3. Monitoring therapy

4. Explaining risks to patients

1. Identifying and assessing ADRs
« The temporal relationship
e The pharmacological plausibility

 Existing information in published
drug information sources

» Concomitant medication

e Concurrent illness

De / Re - challenge

Previous medical history

Potential for drug interactions

2. Preventing ADRs

« 88% of ADRs causing hospital
admission inthe elderly (Beijer and
de Blaey, 2002)

» Drug interaction

» Inappropriate medication

e Unnecessary medication

e previous ADR history
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« minimising the use of drugs known to
carry a high risk of ADRs and tailoring
drug selection to individuals based on
the factors which predispose them to
ADRs.. For example, electronic
decision support,

 increasing availability of guidance on
drug selection and appropriate use
should all increase rational
prescribing,

Preventable causes....

» Medication errors?

« Intentional abuse or misuse?

« Intentional overdose?

» Unintended/occupational exposure?
» Drug quality problems?

Preventability scale

Item ¥ N

1 Was the drug involved in the ADR considered net considered appropriate
for the patient’s clinical condition?

2 Was the dose, route, and frequency of administration not appropriate for
the pafient's age, weight andor disease state?

-
=

3 Were required therapeutic drug monitoring or other necessary laboratory
tests not performad?

Was there a history of allergy or previous reactions to the drug?
Was a drug interaction involved in the reaction?

Was a toxic serum level documented?

Was poor compliance involved in the reaction?

~ o o
< < < < =
2 Z2 Z 2 =Z

“Adverse Drug Rxn Preventability.”
android app

B2 Pl Cartre, Fgurn 1. AT Mesit Uasi, 3957 Mdny: S50 o7 Pubbvnd wnli 2217 My 1 o 1011 mnsb 1 - Gt Cheser

JMIR mHealzh and LHeaith e

@]M|R Pt e e bt e o i, et 1y
; ——

e R -

§ Secuen | hiipe wecnctuim b gos,

| Earmler o s g enchcm AT o mnemmet el e

gt o this arete

Apps “Adverse Drug Reaction Causality,”
“Adverse Drug Reaction Severity,”
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Avoid dangerous drug interactions

Drug - Drug interaction

« Aspirin + Warfarin ~ Synergism
(excessive
bleeding)

w4 Increased length of stay by
theast 1 day. Or the ADR
‘was the reason for the

» Decongestants + Potentiation
Antihypertensive (high blood

VLS Resulted in patient transfer
1o higher level of care.

M g i) YL R
¢ Phenobarbital + Antagonism
Warfarin (less effect)
e Erythromycin + Synergism
Warfarin (increased
bleeding)

Drug - Food interaction Drug-Disease interaction
« Benzodiazepines + « Nasal decongestants+
grapefruit Hypertension
Inhibit enzymes involved in Increased blood pressure
drug metabolism . NSAID'S+ Asthmatic patients

« Acetaminophen + Alcohol Air way obstruction

Liver damage » Minoxidil+ Heart failure
Fluid retention
* MAO Inhibitors + food(tyramine)

Severe headache e Calcium channel blocker + Heart

failure

- Tetracycline’s + calcium food Negative inotropic activity

Reduced absorption of drug « Beta blockers+ Heart failure
Worsen asthma

o Metformin + Heart failure
Increased lactate level
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very common (1in 10)
common (1in 100)
veryrare (1in 10,000)

Renal and hepatic function &
electrolytes

Cellcounts

Physiological

Discuss frequency of ADR
Paling pallete and cates plot

Informed decision

Direct

4. Explaining the risks vs benefit

3. Monitoring therapy

Management of ADR
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Management of ADRs:

» Discontinue the offending agent if:
« it can be safely stopped
« the event is life-threatening or
intolerable
- there is a reasonable
alternative

« Continue the medication (modified
as needed) if:
 itis medically necessary
 there is no reasonable
alternative
 the problem is mild and will
resolve with time

Management of ADRs:

« Dijscontinue non-essential
medications

« Administer appropriate treatment

« e.g., atropine, antihistamines,
epinephrine, corticosteroids,
glucagon etc

« Provide supportive or palliative care

* e.g., hydration, glucocorticoids,

warm / cold compresses,
analgesics etc

« Considerdesensitization

Management of ADRs:
» For dose-related ADRs:
¢ Modify the dose or reduce
precipitating factors

» For ADRs unrelated to dose:
« The drug usually should be
withdrawn and re-exposure should
be avoided.

Teratology Information Services
UK Teratology Information Service —
Telephone and Online (TOXBASE)
(http://www.uktis.org/)

European Network Teratology Information
Services — (http://www.entis-org.eu/)

Organization of Teratology Information
Specialists
(http://parthenonmanagementgroup.com/po
rtfolio/organization-of-teratology-
information-specialists-otis/)

C—
[ r— oo e
[ el L oy e -

ukT>S

R [P R e — S P ) ——

uktss -l

Pharma Web

Jul. - Aug. - Sep. - 2017



ADRs in Children
* Admission - 0.4% to 10.3%

« ADRs during hospital admission —
0.6 — 16.8%

e ADRs in outpatient children — 0.07
- 11.01%

- Anti-infectives and anti-epileptics
(in-patients)

« Anti-infectives and NSAIDs (out-
patients)

Smyth RMD. PLoS ONE 2012;7:e24061

Special population

Age group Drug ADR Mechanism

Newborns Sulphonamide Kernicterus High affinity of drug for
blood proteins displaces
bilirubin

Newborns Chloramphenicol Gray baby syndrome Impaired metabolism

(UDP-gt, kidney)

Newborns and infants | Ceftriaxone — calcium | Calcium precipitation | Unknown
solutions (lungs)

Infants and children Sodium valproate Hepatotoxicity Abnormal metabolism (?)

Children Propofol Propofol infusion Unknown — dose related
syndrome

Children Vigabatrin Visual field defects Unknown

Adol Metoclopramid Dystonia Unknown

Elderly - considerations

- Body water reduced
e Adipose tissue increased

¢ Reduced linking power of drug to
plasma proteins: Change of volume
of distribution

» Reduced liver activity (i.e. reduced
induction of enzymes)

» Reduced renal elimination
 Increased receptor sensibility

« Reduced efficiency of carrier
proteins (reduced homeostasis)

Heckenbach K et al., Springerplus 2014;3:483

Resources for reference

« Review drug labels
« DailyMed, Drug@FDA

- Safety Alerts — FDA, international
¢ NLM - Livertox

« Micromedex

GHOK AREO
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TRANSCRIPTION OF DATA CASE STUDY TO REPORTING FORM

(Hands on Training)

by

Mr. C. Stalin,
Patient Safety - Pharmacovigilance Associate (PVPI),
Adverse Events Monitoring Centre, Govt. Kilpauk Medical College & Hospital, Chennai.
(Lecture delivered during Pharmacovigilance Training Course conducted by Trust - 3rd to 5th August 2017)

OVERVIEW OF THE PRESENTATION
How tofill

« ADRReporting Form.

- Transfusion reaction reporting form
(TRRF)

« Serious AEFI notification form.

« Medical device adverse o
K

S 43
i 5
eventreporting form. \\‘8’\
121
W
T

More New Drugs are being introduced
into the country which include New
Chemical Entities (NCE)

 Newdosage forms

» New routes of drug administrations

« New therapeutic claims of existing
drugs.

e It is important to monitor both the
known and unknown effects of
medicines in order to determine their
safety profile.

Case Study?

Case studies of individuals in health
care research often involve

e in-depth interviews with
participants

« key information
» review of the medical records

« observation.

ICSR
(Individual Case Safety Reports)

e Important in pre and post
authorization of Drugs.

« All Serious reactions should be
documented first.

» Documented as complete as possible.

Who can Report?
» Investigators
» Health Care Professional's (HCP’s)
- Patients / Non HCPs

« Health Authorities / License Partners,
etc.
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Quality reporting of ICSRs
Valid Reports Should Have:

- Patient information: initials, age at
onset of reaction, gender.

« Suspected adverse reaction:

« Areaction term(s)

 date of onset of reaction

» Suspected medication: Drug(s)
name, dose, date of therapy started,
indication of use, seriousness,
outcome, de-challenge and re-
challenge details

e Reporter: Name and address,
causality assessment, date of report.

Case Study -1

On 22/06/2016 Mr.KBL -A 38 years old, male
patient presented to the emergency with chief
complaints of rashes, oral ulceration and fever.
When detailed history was taken, patient
revealed onset of chief complaints from past 8
days beginning with fever Followed by rashes
and difficulty in eating/swallowing due to oral
ulcerations. Patient had previous history of
pulmonary tuberculosis for which he had
undergone treatment. Patient was diagnosed
with General Tonic Clonic Seizures
approximately 1 month back, for which he was
prescribed Tab. Phenytoin 100 mg thrice a day
from a local doctor. After 13 days of
administration, patient developed fever for
which he self-medicated with Tab.
Paracetamol 500mg but with no effect. After 3
days patient started developing rashes
beginning from trunk and progressing towards
red eye. On physical examination, the patient

as well-oriented, had hyperpyrexia,
generalized, maculopapular rash all over the
body and bullous eruptions on the neck, face
and back. Ophthalmic examination showed
acute conjunctivitis and sub conjunctival
hemorrhages. Hemorrhagic ulcers over the
eyelids were also noted. On general
examination, BP was 110/80 mm of Hg, Pulse-
94 beats/min, Respiratory rate- 16/min, chest
auscultation and abdominal palpation did not
reveal any significant finding. The patient was
immediately admitted with diagnosis of drug
induced Steven Johnson’s Syndrome and
Tab. Phenytoin and Tab. Paracetamol were
immediately stopped. Patient was started with
Intravenous fluids (1.5 liters/day), Intravenous
Cefotaxime (1 gram every 12 hourly) for
infection prophylaxis, Inj. Pheniramine
Maleate 25 mg and inj. Prednisolone 10 mg
gid. Oral ulcer was managed with the candid
mouth paint and choline salicylate. Ofloxacin
eye drops 0.3% was advised for eye lesion.

Patient started showing improvement after 2
days of treatment.Tab. Levetiracetam 500 mg
bid was started from day 3rd as an alternative
to Tab. Phenytoin and intravenous fluid was
also stopped as patient was comfortable
taking orally. Systemic steroid, Inj.
Prednisolone 10 mg qid for 7 days, which was
gradually tapered. Patient recovered
completely after 22 days and was advised to
continue Tab. Levetiracetam.

Additional Information: Phenytoin 100mg,
Batch no: MK-03, Expiry date: 10/2017,
Manufacturer: Hetero labs.

Reporter: Dr. PRQ , Asst.Professor,
Dermatology dept, GKMC- Chennai-10.

Date of Report: 15/08/2017.
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m SUSPECTED ADVERSE DRUG REACTION REPORTING FORM

Case Study 2

ALR- A 36 year old female trauma patient
was taken for emergency surgery. A blood
sample is received in the MRI blood bank
for pre-transfusion testing, including type
and antibody screen and crossmatch for
six units of PRBCs. This testing was
performed on an automated blood bank
system and the cross matched units were
issued to the operating room. Transfusion
was started on 24/06/2017 at 1:50 pm.
The patient received five units of packed
RBCs during surgery. After infusion of
100mL of the sixth unit, the patient
became hypotensive and the transfusion
was stopped. Medical treatment was
given and the patient’'s hypotension was
resolved. The surgery was completed
without additional transfusions.

Following surgery, he was transported to
the Surgical ICU for recovery. Soon after
arriving in the ICU, hemoglobinuria is
observed. This along with the drop in
blood pressure during infusion of the sixth
unit led the attending physician to suspect
atransfusion reaction.

Reporter: Ms. Chitra Staff nurse, Blood
bank GKM hospital- Chennai-10.

Date of Report: 15/08/2017.
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Case Study - 3

On 3 rd January 2017, ANW a 4-month-old
male infant came to tertiary care teaching
hospital. The infant was weighing around 4.75
kg . It as was observed that the infant was
properly immunized for the age. Baby cried
immediately after birth and developed social
smile at 2 months. First dose of diphtheria,
tetanus, pertussis (wholecell), hepatitis B
(rDNA), and Haemophilus influenzae type B
(Pentavac 0.5ml) and oral polio vaccine was
administered on 5th week from the birth, and
successively 2nd dose was immunized at the
end of 9th week from the birth. No adverse
event was reported. The baby was brought to
the hospital for administering the third dose of
immunization and immunized. While
immunization the infant was crying with
immediate micturition. But after 1 h following
the immunization, reported with the following
complaints: loose stools, up rolling of eyes,

deviation of angle of mouth. In history,
there were no similar complaints during
the time of birth. On clinical examination
infant showed, inactive, non-pallor, and
cyanosis. Decreased cry activity with poor
central nervous system reflux and tone
was noted. 152 beats/min of heart rate
with 40 beats/min respiratory rate was
measured. Treatment was initiated after
ruling out of seizure induced by other
causes. No abnormal signs were
observed from the computed tomography
and MRI scan reports. Treatment was
started immediately with intravenous (V)
isolate — P 475 ml/24 h, injection
ceftriaxone 250 mg IV at 12th hourly,
injection Vitamin K 2 mcg/day, syrup
paracetamol (125 mg/5 ml), and hydration
for 6 days and convulsions were

monitored. After 2 days, the infant was
alert, afebrile, active, heart rate was 136
beat/min with respiratory rate 44 beat/min.
The patient was discharged on 3rd day.
The discharge medication advice was
provided. The event was reported to the
DIOon 04/01/2017.

Reporter: Dr.Paras, Govt kilpauk
medical college hospital- Chennai-10.

Date of Report: 04/01/2017.
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Case Study - 4

This case was received from a health care
professional regarding 80 year old male patient
with a body weight of 68 kg, experienced
arrhythmia due to pace maker programming.
The reason for the event was marked as
biocompatibility and the event occurred on
15/03/2017.The device category was
implantable device and the last calibration was
done on 11/Jan/2017. The location of the
device after the incident was with in the patient
and the device used after incident also. ECG
was being used at same time with above device
for therapeutic or diagnostic service.

Medical device details: name of device:
Pacemaker, Manufacturer: St Jude medical,
Model No: Endurity 2162, Serial no: 4745081 pr
17.01.39, Batch no: 120491173330v22.0, and
the regulator country was USA.

Reporter Details: Dr Alben Sugamani,
Department of clinical research, Anekal,
Bommasandra, Karnataka, 560099.

Processing Of ADR Reports

IcSRs uploaded n VigFlow at AMC J

(DSCOHQ  WHOUNCSweden ?
GRHOR A0
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LOGISTIC METHODOLOGY OF CAUSALITY OF ASSESSMENT

by

Dr. S. Sandhiya,
Assistant Professor & AMC Co-ordinator,
Department of Clinical Pharmacology, JIPMER, Puducherry
(Lecture delivered during Pharmacovigilance Training Course conducted by Trust - 3rd to 5th August 2017)

Overview
e Introduction

« Causality assessment
« Definition & importance

» Methods of causality assessment
» Probabilistic/ logistic methods

» Group exercises

Introd

uction

Incidence

*ADR in hospitalized patients:

6.7% (range 1.2-24.1%)

*Fatal ADRs 0.32% (0.1-0.85%)

N

7

Inability to detect ADR

leads to inappropriate

management resulting in increased

Complications

Hospit:

al stay Cost

NS

Essential to do causality assessment for ADR

Causality assessment - Definition

Causality assessment is
the evaluation of the
likelihood that a particular
treatment is the cause of
an observed adverse
event.

It assesses relationship between
drug treatment & occurrence of
adverse event.

Causality assessment - Importance

Important component
of pharmacovigilance

-

Evaluation of
risk-benefit
profiles

Early warning -
regulatory
purposes
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Methods of

Causality Assessment

Rule-Based Methods

Tests For Causality And
Epidemiologic Data
Questions Create Categorized
Answers

Bayesian Odds Model

Estimate Prior Odds ( PrO)

Observer

[ Estimate Case Likelihood Ratios | >

1

Expert
I)e:figned *
| Weighting Algorithm Translates
{ lQuestion Specific Values Into A
Observer | Summary Value
!Ppuls ¥
Only Scaling Algorithm T

The Summary Value Into A

Global Rating

Operational Categorical Or
Continuous Rating

[ Calculate Posterior Odds (PsO) |

J

Designed

Observer
Inputs
Data

Methods of
Causality Assessment
4 | - assessments based om
Expert previous knowledge &

; experience in the field
Judgement . EgF.)WHO—UMC causality
\ / scale /
4 | - set of specific \

questions with scores
Algorithms to calculate cause-
effect relationship
\ / e Eg. Naranjo’s algorithm /
4 | ¢ Use specific findings in
L a case to alter prior
Probabilistic/ estimate of probability
logistic into posterior estimate
(Bayesian of probability of
approaches) causation

Eg. Bayesian Adverse

./

Expert Judgement Expert Judgement

Ti lati i I

;:;rei: :Jrnshuz e & Cenam Expert expresses judgment about possible drug

S\DR} Mgy causation after taking into account all available &
o Probable relevant data of the specific case.
S Absence of other
Bl causes .
g (drugs/disease) POSSlb’e
: .
gJI: Dechallenge Un“ke[y Subjective Poor Inter- intra rater

. reproducibility disagreement

2 Unclassified

Rechallenge ;

Unclassifiable
T
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Algorithms

Naranjo’s Algorithm

Questions Yes | No | Don't know
Presence of previcus conclusive report on adverse reaction. 1 1] 1]
Did adverse event appear subsequent to administration of suspected drug? 2 ] -l 0
Dad adverse event improve on drug discontinuation of on administration of | +1 o o
specific antagonist?
Did the adverse event reappear when the drug was re-administered? 2 ] -l 0
Are there any alternative causes other than the suspected drug that could 1 +2 o

have caused the reaction on their own?

Did the adverse event reappear when a placebo was administered?

Was the mcrimmated drug detected in texic concentrations in blood
(flusds)?

severity with lower doses?

sl=| = ==

1 1
1 0
Did the adverse event worsen on increasing the dose or decreased in +1 [
1 [i]
1 [

Past history of any similar reaction to the same of similar drugs.

Was the adverse event d by objective evidenee?

Tatal score 0~ Doubtful 1-4 Passible, 5-8 Probable, 29 Definite

Probabilistic/ logistic
methods (Bayesian approaches)

Sets starting point (i.e. prior probability
or odds)

» background information on drug —
event association (e.g.incidence of
adverse event with and without
treatment)

Considers relevant information for
specific case (i.e. likelihood ratio)

» probability of positive test result
among drug-caused event
population & among nondrug-
caused event population by
transforming it into a multiplying
factor

Probabilistic/ logistic
methods (Bayesian approaches)

Obtains precise estimate of drug
causation on a continuous scale
« ranging from 0 to 1 for probability/
from 0 to infinity for odds

Follows the basic rule of probability
theory
- ie in the absence of relevant
information, obtains neutral
estimate (i.e., a probability of .5 or

Bayesian Adverse Reactions
Diagnostic Instrument (BARDI)

e Developed to overcome limitations
associated with expert judgements &
algorithms

» Calculates posterior odds in favour of
particular drug causing ADR as
compared to alternative causes

» Posterior odds factor is calculated
using 6 assessment subsets:
e one deals with background

anoddsof 1) information (prior odds)
- five deals with case specific
information (likelihood ratios).
T
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Bayesian Adverse Reactions Bayesian Adverse Reactions
Diagnostic Instrument (BARDI) Diagnostic Instrument (BARDI)

» Priorodds (PrO):
o (Odds before the test

patient history (Hi)

timing of adverse event with respect
to drug administration (Ti)

« ratio of expected drug-attributable

risk & background risk of certain Five likelihood
adverse event in a population ra(}:;sl‘(ﬂll.iﬁ‘s) characteristics of adverse event (Ch)
sharing basic characteristics with information of A )

patient being considered
drug dechallenge (De)

drug rechallenge (Re)

Bayesian Adverse Reactions Probabilistic/ logistic
Diagnostic Instrument (BARDI) methods (Bayesian approaches)
Prior probability calculated from epidemiological
Posterior odds (PsO): information and clinical trial
i y Posterior probability combines this background
information with evidence in individual case
product of prior ODDs & likelihood ratios i}

open-ended without limit for details to be assessed

PsO = PrO - LR(Hi) - LR(Ti)- LR(Ch)-
T LR(D(e;)- LR(F({eI)) ) 2

Provides scope for simultaneous assessment of
multiple causes
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Bayesian Adverse Reactions
Diagnostic Instrument (BARDI)

Calculates posterior probability in favor
of a specific drug compared to other
drug or nondrug etiologies of an
adverse eventbased on

- background (eg, epidemiologic) and
- caseinformation (eg, time of onset).

Bayesian Adverse Reactions
Diagnostic Instrument (BARDI)

can be . Apt descriptions
implemented as pr%::gsvsi:eeggevck from literature are
spreadsheet evidenc e%f ADR listed to assess
programme prior probability
considers evaluates more allows for rapid
elements to than 2 possible calculation &
distinguish causes at the interaction during
potential causes same time the process

Based on BARDI built in spreadsheet
on Apple Macintosh SE
microcomputer for assessing drug
induced neutropenia

used for assessing

e pulmonary fibrosis with
antiarrhythmics

e cutaneous reactions with
sulfonamides & anticonvulsants

- fetalalcohol syndrome

» benzodiazepine withdrawal.

Requires five information:

« discriminates between multiple drug -
. ) . widespread
and nondrug etiologies. requires use is limited
exg e;t;asteeto by complexity
P & time required
I —
MacBARDI spreadsheet MacBARDI spreadsheet

e information lines for the input
needed

 input lines for the parameters
used to calculate each of the
six factors

« assumption lines for in-built
inputs

» calculation lines that calculate
& show the value of each term
in the assessment

e outputlines, to show value of
each factor necessary to
calculate posterior odds
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MacBARDI spreadsheet MacBARDI spreadsheet

« updates analyses as new information
becomes available Merits Limitations

» encourages learning & modelling

+ Reliability * Time
» decreases time required to assess + Explicitness  Resources
cases
» Transparency * Complex designs

- does not have automatic database
lookup

« assessor has to find relevant
information on database and enter on
spreadsheet.

Logistic methods Logistic method

. pro_bqbility f_or drug _ca_lusation _using Arimone et al (2006) proposed
logistic function, (statistically weighted new approach based on
by consensual expert judgement)

+ In the absence of any argument in « logistic function to model expert
favour /disfavour of drug responsibility, judgment _
sum of weights is equal to 0 and - scientific weighting using a
probability of drug causation fixed at statistical approach
0.5.

- If arguments in disfavour of drug Provides range of causation
responsibility, sum of weights inferior probability from .01 to .99

to 0 and the probability less than 0.5

« If arguments in disfavour of drug
responsibility, sum of weights inferior
to 0 and the probability less than 0.5
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- - Crude results obiained from the multilinear regression on logit( p)
Loglstlc method and rounded weighting for the final model
Statistscal
Criteria weights  95% C1 Final weight
(" [ time of onset ki
Incompatible -3.95 (—4) STOP
Not suggestive -1 -1
Unknown or not available o - (1]
IE * decha"enge Compatible 021 =0.64; 1.06 05
E Highly suggestive 072 —0.41; 185 1
- Dechallenge
= rechallenge Against the role of the g~ — - -05
b Not conclusive or not o = o
© + search for non drug-related causes available
-t Suggestiv 0.42 =0.33; L17 05
o "
) + risk factor(s) » — —05
E < Not ancmpted or not o - o
. . . interpretable
o + reaction at site or validated laboratory Bl b4l —0BL1ET 08
m R . Search for non-drug-related
@ test in favor of drug’s responsibility causes
u Nondrug cause highly —2.21 —3.74; —0.69 =2
o probable
© + previous reports or publication of similar Mot investigated sndfor 0 & o
possible nondrug cause
H Nondrug causes ruled out .86 =0.01; .72 1
~ event, andlor symptoms suggestive of a Sk kg, Tt g moariicin
Ruled out or absent o — o
drug causation Well validated and present 053 —0.19:126 05
- Reaction at site of application,
or relevant and reliable
laboratory test strongly
in favor of the drug
responsibility
Unrelated or not available o - o
Present andfor positive 0.38 —0.57: 1.32 05
Previous reports of similar
drug—event associations
and symptoms evocative
of a drug causation
Reaction not previously —0.38 =1.75;: 098 -0.5
reported and type B
reaction®
Not available 0 _— o
Labeled reaction andfor type A 0.24  —0.6; 1.08 0.5
reaction®
* Reaction type according to Rawlins and Thompson, 1977 [22].

Logistic methods Logistic method
Probabilities of drug causation corresponding to sum of scores
(by logistic transform)* 17
Final score, sum of weights Corresponding probability, %
0.75 4
-4.5 1 >
-4 2 =
=35 3 ol 0.5
=3 5 o
=25 8 o
- 12 0.25
—1.5 18
-1 27 0 t } } } {
-0.5 38 -4.5 -3 -1.5 0 1.5 3 4.5
0 50 Final score
05 62
1 73 Criteria not in favour Absence Critenia in favour
15 32 of drug responsibility of relevant of drug responsibility
” a8 information
25 92
3 95
35 97
4 98
45 99
* Probability of drug causation p = 1/[1 + exp(—final score)].
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Case reference report

68-year-old man had a medical history
of chronic lymphoid leukemia, allergy to
amoxicillin, and hematuria attributed to
aspirin 15 years ago. He was
hospitalized from April 6 to 14 for acute
myocardial infarction and treated with
aspirin 250 mg/day, ramipril,
furosemide, potassium chloride, and
ropinirole. On April 18, he reported a
melena but said that the symptoms
occurred when the therapy was begun.
The etiologic search confirmed anemia
(hemoglobin 8.3 g/dL) and a duodenal
ulcer.

The issue is to determine if the
occurrence of the melena is related to
the aspirin.

Case reference report

Time to onset

Aspirin was started on the day of the
event but prior to its occurrence.
Therefore, the time to onset is
considered compatible (score: 0.5).

Rechallenge and Dechallenge

rechallenge & dechallenge criteria not
relevant

considered “not conclusive or not
available” (score: 0 for each criterion).

Case reference report

Search for non-drug-related causes

Assessing search for non-drug-related
causes consists of reviewing main
possible nondrug causes of adverse
event. Another alternative could have
been a gastric carcinoma; this was
ruled out by endoscopy which showed
presence of duodenal ulcer. There is
no reasonable alternative nondrug-
related explanation for this adverse
event. This criterion is quoted as
“nondrug causes ruled out” (score: 1).

Case reference report

Risk factors for drug reaction

occurrence of hematuria with aspirin
15 years ago and the age of this patient
(68 years) are well-validated risk
factors for melena with same
medication. This criterion is
considered “well validated and
present” (score: 0.5).

Reaction at site of application or
relevant and reliable laboratory test
strongly in favor of drug responsibility.

neither reaction at site of application
nor validated laboratory test in favor of
responsibility for the drug (score: 0).
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Case reference report

Previous reports of similar drug—event

associations and symptoms evocative

of adrug causation.

» Melena is an expected effect of aspirin;
considered “labeled reaction and/or
type Areaction” (score: 0.5).

Transform to final probability.

- Sum of weighting scores is 2.5.
Transformation of this value by the
logistic formula leads to a probability of
.92.

Logistic method

Drug Saf. 2010 Nov 1:33(11):1045-54. doi: 10.2185/11537780-000000000-00000.

Comparison of three methods (consensual expert judgement, algorithmic and probabilistic
approaches) of causality assessment of adverse drug reactions: an assessment using reports
made to a French pharmacovigilance centre.

Théophile H', Arimone Y, Miremon-Salamé G, Moore N, Fourrier-Réglat A, Haramburu F, Bégaud B.

Table VII. Sensitivity, specificity, posifive predictive value (PPV)
and negative predictive value (NPV) of the logistic method and the
French aigorithm taking experts’ consensus as reference, where
neutral consensual expert judgements, ie. p=0.45-0.55, wene
considered as possibly in favour of drug responsibility

Parameler Logistic method French algorithm

Senstiity 0% 032
Specicity 042 0%
PRy 084 0%
NPV o7 030

CONCLUSIONS: Agreement between the three approaches was poor, and only satisfactory for drug events judged as drug-induced by
consensual expert judgement. The logistic method showed high sensitivity at the expense of poor specificity. Conversely, the algorithm had
paor sensitiity but good specticity. The comparatively good sensitivity and positive predictive values of the logistic method suggest that it
may be more useful in the roufine or automated assessment of case reporis of suspected but stil unknown adverse drug reactions. With a
substantial rate of false positives relative to true negatives (low specificity), the logistic method does not replace, but can be complemented
by, criical clinical assessment of individual cases in evaluating drug-related risk

Logistic method

statistically weighted
with reference to
expert judgement

Poor specificity

Overestimation of
probability of drug
causation.

New version of Logistic method

- weighs different options offered by
each criterion with statistical approach
based on a consensus of two groups of
senior experts as reference

- probability for drug causation is
decreased in the absence of
investigations to rule out alternative
causes forthe event

« discriminant value is improved
because all probability values from 0 to
1 can now be produced.

» assessment process is fast & more
appropriate

Theophile et al, 2012
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New version of logistic method

1) Time to onset.

Incompatible -5

Not suggestive - 0.48647
Unknown or not available 0
Compatible +0.72218
Highly suggestive +0.79190
2) Dechallenge

Against the role of the drug -1.32394
Non-conclusive or not available 0
Suggestive +0.45961
3) Rechallenge

Negative - 0.97045
Not attempted or not conclusive 0
Positive +0.1911
4) Search for other aetiology

Another cause highly probable -2.74122
Required and not investigated or/and another possible cause - 1.04487
Not required and/or not applicable 0
Another cause ruled out +0.16723
5) Risk factor(s) for drug reaction

Ruled out or absent 0

Well validated and present +1.18048

6) Reaction at site of application or plasma concentration known as toxic or validated
laboratory test

Unrelated or not available 0

Present or/and positive +1.25352
7) Previous i on the drug and

Reaction not previously reported and type B -0.42331
Not available0 0

Not well known or previously published once or twice +0.02686
Well known and labelled reaction +0.36131

New version of Logistic method

Table 4. Sensitivity, specificity, PPV, and NPV of the initial and new
versions of the logistic method taking expert consensus as
reference on a randomly sample of 59 drug-event pairs

Initial version of the New version of the
logistic method logistic method

Sensitivity 1 0.96
Specificity 0.33 0.56
PPV 0.89 0.92
NPV 1 0.71

Abbreviations: PPV, positive predictive value; NPV, negative pre-
dictive value.

Parameter

New version of Logistic method

Comparison of three methods (an updated legistic probabilistic method, the Naranjo and

Liverpool for the of routing case reports using
expert as
Tiobopese H'. A . Msemgent Sasemi © Armgne ¥ Bibggesd B

# Author information

Abstract
BACKGROUND: An ugriaind probabilistic Causaly 2SSESEMEnt Mesod and e Lverpoot aigon
Paranjo SO, 60 of INe MOs! Used a7 SCEpled CusaNly ASSESSment Methoss, have

prEsenied a5 3 mproved version of the
Deen propossd

U PRANTACOVIgANCE. TESURS provided by T b
& £82h compared

ang and
th & CONSEnsLRal Sxpiel jdgesment Laken a3

asasted by Expent JUAgEMEnt untl (EACRINg COMENSus S by MeMmDErs of 8 PRATACOVIGLANCE Uil uSing the
arang and Liverpool Aigornems. Focabines ghen §
andd the Liverpoc! AIgOrTms wene companed a5 well 25 T sensi

pregiane vaes
the range. IOR 0.54-
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ntion cblaned iR he Liverpoct
possitie’ (61 %) a0 protable’ (30 %) olowed
posEive and negative precicave values were 0.96, .56, 052

e 8 By ERCVIEING i
assessment of advarse drug reactions in foutine practics

New version of Logistic method

Tabled Camality sssessments given by the four approaches for the 59 drug—event pairs

Case Expert Logistic metiod  Namnjo  Liverpoal  Case  Expent Logistk method  Narnjo  Liverpol
no.  probability  probability csegory  ctegory  m.  probsbilty  probsbility category  category
1 001 L] Doubtful Unlikely 3 o7 084 Passible Possible
2 018 023 Paorsible TPossible £ -3 072 LEE] Probsble Probable
3 018 032 Passible Possible B o7s 082 Passible Possible
4 o2 043 Possile  Powible 3 075 062 Possible  Passible
5 030 078 Probshle Probable s o7s on Passible Possible
6 047 043 Pussible Possible * o 084 Pussible Possible
7 047 082 Passible Possible o 078 082 Passible Possible
1] 048 051 Passible Possible ® 078 088 Probsble Probable
9 oa8 051 Possile  Posible % 080 on Possible  Possible
10 os 051 Passible Possible 0 08 08S Pussible Possible
08 051 Pessible  Posible 41 081 084 Possible  Passible
12 s 043 Passible Possible a2 081 098 Probsble Probable
13 s 078 Probshle Definite -8 083 082 Passible Possible
14 0353 08s Probsble Probable £ 084 081 Probsble Probable
15 054 051 Possible  Posible 45 084 04 Probable  Probable
16 035 082 Possible  Posible 46 086 062 Possible  Possible

17 0ss 094 Probable Probable a 0s7 094 Probsble Probable
18 os? 054 Paossible Posible 8 088 054 Probable Probahle
19 058 054 Paossible Possible 0 088 094 Probsble Probable
0 06l 054 Possible  Powible 0 092 095 Probable  Probable
u 0l 064 Possible  Powible 51 093 083 Probable  Probable
2 063 082 Pussible Possible = 093 094 Probsble Probable
23 083 084 Passible Possible s 093 096 Almest Definite

certsin

24 083 082 Passible Possible “ 094 094 Probsble Probahle
25 088 051 Passible Possible = 09s 048 Passible Possible

26 087 0rs Passible Possible % 098 098 Probsble Definite

27 068 on Paossible Possible o 096 095 Probsble Probable
% 069 054 Possible  Powible % 097 095 Probable  Probable
29 089 062 Passible Possible » 098 098 Probsble Definite

0 0% 091 Probable  Probable
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New version of Logistic method

Table § Seasitivity, specificity, postive predictive value (PPY), negative peedictive valoe (NFV) and sccetacy of the updased logisic, the
Narasjo and Liverpool metods, taking expens consemis 15 refesence

Loghstic meshod Karanjo metiod | Narsnjo method 1 Liverpool method | Liverpool method 2
Seamitivity 09 1 042 [ 042
o o an 039
36 0.9 [
1 0n ]
a9 0ss 0 (™

Positive

predictive

capacity

Probabilistic/ logistic
methods (Bayesian approaches)

Require precisely quantified
information to model probability
distributions for each parameter
even if, in certain cases,
assumptions can be made

Not well suited to routine use due
to complexities involved and
expertise required

Expert Judgement

Event or laboratory test abnormality. with plausible time
relationship to drug intake

Cannot be explained by disease or other drugs

Response to withdrawal plausible (pharmacologically.
pathologically)

Event definitive pharmacologically or phenomenologically
(ie. an objective and specific medical disorder or a
recognized pharmacologic phenomenon)

Rechallenge satisfactory. if necessary

Probable/ Event or laboratory test abnormality. with reasonable time
likely relationship to drug intake

Unlikely to be attributed to disease or other drugs
Response to withdrawal clinically reasonable

Rechallenge not required

Certain

Possible + Event or laboratory test abnormality, with reasonable time
relationship to drug intake
* Could also be explained by disease or other drugs
+ Information on drug withdrawal may be lacking or unclear
Unlikely « Event or laboratory test abnormality. with a time to drug

intake that makes a relationship improbable (but not
impossible)
Disease or other drugs provide plausible explanation
Conditional/ + Event or laboratory test abnormality
unclassified + More data for proper assessment needed. or

« Additional data under examination
Unassessable/ + Report suggesting an adverse reaction
unclassifiable « Cannot be judged because information is msufficient or
contradictory
Data cannot be supplemented or verified

Algorithms

Questions Yes | No | Don't know
Presence of previous conclusive report on adverse reaction. 0 0
Dhd adverse event appear subsequent to administration of suspected drug? [ +2 | -1 0
Did adverse event improve on drug discontinuation or on administration of | +1 | 0 0
specific antagonist?
Dhnd the adverse event reappear when the drug was re-administered? 41 ] -l 0
Are there any altemative causes other than the suspected drug thatcould | -1 | +2 0
have caused the reaction on their own?
Did the adverse event reappear when a placebo was administered? -l |+l 0
Was the incriminated drug detected in toxic concentrations in blood 0 0
(fluds)?
Did the adverse event worsen on increasing the dose or decreased in H[0 0
severity with lower doses?
Past history of any similar reaction to the same or similar drugs. + |0 0
Was the adverse event d by objective evidence? |0 0

Total score 0- Doubtful 1-4 Possible, 5-8 Probable, >9 Definite
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New version of logistic method
1) Time to onset.
Incompatible -5
Not suggestive - 0.48647
Unknown or not available 0
Compatible +0.72218
Highly suggestive +0.79190
2) Dechallenge
Against the role of the drug -1.32394
Non-conclusive or not available 0
Suggestive +0.45961
3) Rechallenge
Negative -0.97045
Not attempted or not conclusive 0
Positive +0.1911
4) Search for other aetiology
Another cause highly probable -2.74122
Required and not investigated or/and another possible cause - 1.04487
Not required and/or not applicable 0
Another cause ruled out +0.16723
5) Risk factor(s) for drug reaction
Ruled out or absent 0
Well validated and present +1.18048
6) Reaction at site of application or plasma concentration known as toxic or validated
laboratory test
Unrelated or not available 0
Present or/and positive +1.25352
7) Previous i ion on the drug and
Reaction not previously reported and type B -0.42331
Not available0 0
Not well known or previously published once or twice +0.02686
Well known and labelled reaction +0.36131

Which is the best METHOD for
CAUSALITY ASSESSMENT ??7?

Due to lack of reproducibility &
validity, no single method is

universally accepted.

O———GHOK AUO—0

Editorial Policy and Disclaimer

The objective of this newsletter is to impact news to the readers and the

newsletter is circulated free of cost. Description or reference to any
information or publication does notimplement endorsement by us.

Ever effort has been made to ensure the timeliness and accuracy of
information presented in this newsletter. The authors, editors and publisher
will not in any way be held responsible for the timeliness of information,
errors, omissions and inaccuracies in this publications. Users are advised to
recheck the information with original resource material before applying to

patient care or other purpose.

This issue is Pharma Web is also available online at the Trust website :

www.pictrust.com

,
O N

G
TGAQ\\ JI@A /]
Pharma Web Jul. - Aug. - Sep. - 2017




ROLE OF HEALTHCARE PROFESSIONALS INCLUDING

PHARMACISTS IN PHARMACOVIGILANCE

Dr. Guru Prasad Mohanta,
Professor of Pharmacy, (Former National Technical Officer,
WHO Country Office for India), Annamalai University, Annamalai Nagar
(Lecture delivered during Pharmacovigilance Training Course conducted by Trust - 3rd to 5th August 2017)

Medicines are Different from
Other Commodities

“The one who pays does not decide and
one who decides does not pay”

“The one who decides is often paid”

Quotes

¢ | do not want two diseases: one nature

made and one doctor made.
Napoleon Bonaparte

« | firmly believe that if the whole of the
material medica, as now used, could be
sunkto the bottom of the sea, it would be
all better for mankind and the all the

worse forthe fishes.
Oliver Wendell Holmes, 1860

Monitoring ADRSs ---

« Notjust restricted to reporting of safety
aspects.

« ADRs have the potential to provide
insights into Structure — Activity
Relationship; Pharmacodynamics;
Pharmacokinetics; Genetic Factors.

« May leadto other novel indications.

Concerned Parties in
Pharmacovigilance

« Drug Regulatory Authority
« Pharmaceutical companies
» Healthcare Professionals

« WHO and UMC

« National Centre

» Academia

» Media and Consumer Organizations

Who are Health Professionals?

They maintain health in humans through
the Application of Principles and
Procedures of Evidence Based
Medicines.

Medical Doctors

Nursing Professionals

Midwifery Professionals

Dentists

Pharmacists

Are we recognized as
Health Professionals?
» 2002 Health Policy
» Pharmacists’ Day
« 2017 Health Policy
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FIP Statement of Policy
The Role of the Pharmacist in
Pharmacobigilance

« PV is a clinical discipline and it serves
as an indicator of standards of clinical
care practiced.

e Healthcare system with PV in the
system:

« Ensure safety by minimizing the
occurrence of ADR to medicines
and reduce fatalities resulting from
them.

« Provide warning network among
the various healthcare providers,
regulators, manufacturers and
consumers so that remedial action
can be exercised in a timely and
orderly manner.

FIP Statement - Responsibilities

« Early detection of ADRs and other drug
related issues.

« Monitoring the effectiveness of
medicines.

« Source of information and critical
evaluation of drug information — the
degree to which the clinicians are
informed of principles of PV and
practice according to them will have
alrge impact on quality.

- In addition to identifying the early

detection of ADR, they would be able to
identify the special groups with
exceptional sensitivity.

A Report on
Challenges & Opportunities
for Pharmacist in Health Care in India

Pharmacists need to be actively involved
in the surveillance of drug safety issues
within the context of their practices.
Greater participation by pharmacists in all
practices settings would be an important
tool to increase the reporting of ADRs and
other drug-related problems in
pharmacovigiance.

Pharmacy educators should ensure that
the curriculum is so amended that the
importance of pharmacist in
pharmacovigilance gets properly
highlighted.

Community Pharmacy
To begin with:

e Maintain ADR forms, report any
ADRs related by patients to the
centre as applicable under the
National and other
Pharmacovigilance programmes.

To progress with

e Take up ADRs reporting as a
professional responsibility

 Enroll with reporting centres,
publicize and report ADRs

e Be alert to identify potential case /
screening of ADRs
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Hospital Pharmacy

To begin with

« Identifying, reporting ADRs
» Awareness aboutthe system

To progress with

« Pharmacists play a proactive role in
having ADR detection, reporting, and
monitoring system in place in the
hospital. The pharmacist maintains all
the records, as well as disseminates
information received from the reports to
the healthcare team

Clinical Pharmacy

Physicians in our country are always busy,
and cannot of ten afford much time for a
patient. Sometimes a patient needs to get
an appointment to report a complaint after
taking a medicine. Generally a patient
chooses not to report the same, to avoid a
cumbersome process of seeking an
appointment. In some cases, physicians
also avoid ADR reporting in anticipation
that patients may get scared. Pharmacists
being the most easily accessible health
care professionals, can serve an important
role in ADR monitoring programme, by
acting as a link between the patient and
the doctor/the regulatory authorities.

Hospital Based Approach

ReportinganADR

Investigation and Analysis

Discussion and Evaluation of report
Reporting to National Centre /
Manufacturer / Regulating
Authorityance gets properly
highlighted.

National Health Programmes
e TB, HIV Programme

Pharmacists need to be actively involved
in the surveillance of drug safety issues
within the context of their practices.
Greater participation by pharmacists in all
practice setting would be an important
tool to increase the reporting of ADRs and
other drug-related problems in
pharmacovigilance.

Competence

Dr. Marie Lindquist, Director of Uppsala
Monitoring Centre, compares the
Pharmacovigilance activities with
observational skills of the Sherlock
Homes. With his attention to every detail
and its meaning and implication help
Sherlock to analyze the situation in logical
way and solve the mystery. She quotes
Sherlock “when you have eliminated
the impossible, whatever remains,
however improbable, must be the
truth”.
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Competency

e They are more likely to identify and
report important ADRs, if they have
confidence:

« Ability to diagnose, manage and
prevent such reactions;

« Enhanced awareness of balance
between the benefits and harms of
the medicines;

« Quality information is accessible.

KAP - Pharmacists
[Perspectives in Clinical Research]

D. Pharm. 40 [10]

B. Pharm. 80 [20]

M. Pharm. 125 [31]
PhD 45 [11.5]
PharmD 100 [27.5]

Knowledge

Table 2: Knowledge of ADR reporting and
monitoring by pharmacists

Questions Response

Yes No Not sure
n (%) n (%) n (%)

Do you know what are ADRs? 381 (95) 9 (2.5) 10 (2.5)
Are you aware about the national 230 (57.5) 110(27.5) 60 (15)
pharmacovigilance program?

Do you know the nearest 120 (30) 220 (55) 60 (15)
pharmacovigilance center

located from your working place?

Do you believe all drugs 20 (5) 360 (90) 20 (5)
available in the market are safe?

Do you believe herbal products 64 (16) 296 (74) 40 (10)
have no ADRs, i.e. they are safe?

ADRs associated with herbal 25 (6) 295 (74) 80 (20)
products should not be reported

Attitudes

Table 3: Responses of professionals to the
attitude related questions

Questions Response
Yes No Not
sure
Do you think reporting ADR is a 325(81) 40(10) 35(9)
pharmacist's duty?
Do you think serious ADRs 340 (85) 40(10) 20(5)

encourage pharmacists to report it to

the relevant authority?

Do you believe ADR reporting should 360 (90) 24 (6) 16 (4)
be made mandatory for practicing

pharmacists?

ADR reporting in India is not widely 320(80) 20(5) 60(15)
promoted by relevant authorities

Are you interested in participating in 350 (87.5) 20(5) 30(7.5)
the ADR reporting system?

What is your expectation from the
pharmacovigilance program?
Someone from the local 300 (75)
pharmacovigilance center to

coordinate with you

Responses n (%)

Practice
Table 4: ADR reporting in your workplace (practice)
Questions Response
Yes No Not sure

Did you observe any ADR
cases in your practice?
If yes, then to whom have you

190 (47.5) 170 (42.5) 40 (10)

Responses n (%)

reported
HOD of your institute 50 (26)
Drug manufacturer 27 (14)
Government of India 3(1.5)
cpsco 70 (37)
Other 40 (21)

Is ADR reporting form available 100 (25) 250 (62.5) 50(12.5)
at your workplace?

Does your workplace provide
information regarding the
procedure of reporting ADRs?

150 (37.5) 200 (50) 50 (12.5)

Do you feel that you are 120 (30) 230 (57.5) 50(12.5)
adequately trained in ADR
reporting?

Does yourworkplace encourage 120 (30) 180 (45) 100 (25)
you to report an ADR?

Financial compensation for time and 100 (25)
energy spent
T —
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Take Home Message

“No medicine is 100% safe for all people in
all circumstances”

“Itis understandable that the patients die of
lack of access to medicines.

But, it is not acceptable that the patients
die of medicines.”

This is a noble and satisfying area to work
in Pharmacovigilance. Let’'s ensure the
medicines available for us as well as for
our future generation Safe and Effective.

What we can do as
Health Professionals?

Detect, investigate, manage and report
ADRs, medication errors and quality
issues;

Counsel Patients;

Educate trainee professionals;

Help in establishing a PV system in
health setup.

Seven Deadly Sins
[William Inman]

- The mistaken believe that only safe
drugs are approved for use.

» Fearoflitigation.

« A sense of guilt for having caused the
harm.

« Ambition to collect and publish a
personal series of cases.

» Ignorance of mechanism for reporting
suspected reaction.

- Diffidence about reporting a mere
suspicious.

« Lethargy or indifference to doctor’s
responsibility to contribute to the
general advancement of knowledge.

Minimum Data Required —
For Causality Analysis

An identifiable source of information or
reporter.

Anidentifiable patient.

Name(s) of the suspected product(s).
A description of the suspected
reaction(s).

Causality Assessment

Is there a convincing relationship
between the drug and event?

Did the drug actually cause the event?
+ Certain (Definite).

Probable.

Possible.

Unlikely.

Unclassified (Conditional)
Un-assessable (Unclassifiable).
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Career Opportunities

Clinical Research - Excellent
Opportunities for Building Career.

PSUR Mandatory.

All the Big Indian Pharma companies
have Pharmacovigilance department
and they hire large number.

Software companies like TCS,
Accenture, WIPRO, Cognigent, Infosys
etc.

CROsforthe PV.

Government — PV Officer in every
district

Some Free Source of Information

e Pharmaceutical Newsletter
(www.who.int/medicines )

« Pharmacovigilance Toolkit:
http://pvtoolkit.org/

« Australian Prescriber
(www.australianprescriber.com)
WHO
 Uppsala Reports pHarRMACEUTICALS
(www.wh o - NEWSLETTER
umc.org)

Ultimate Goals of Pharmacovigilance
The rational and safe use of medical
drugs

The assessment and communication
of the risks and benefits of drugs on the
market

Education and informing of patients

GHOK ARESO
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INTEGRATING NATIONAL HEALTH PROGRAMS WITH PvPI

by

Dr. C. Ramachandra Bhat,
Professor & HOD, Department of Pharmacology & Coordinator,
Regional Pharmacovigilance Centre, Kilpauk Medical College, Chennai
(Lecture delivered during Pharmacovigilance Training Course conducted by Trust - 3rd to 5th August 2017)

Utilizing the hospitals

Creating surveillance centres eadymade, laptop-based data entry

-
C Sample size — based actions

Recruiting willing Doctors

Training for medical and
paramedical staff

Intensive monitoring for
some selected drugs

ADR Recording for

. Follow-up interviews
every patient

YR YERYERY
NI NI AN
NI NI AN

Daily reports C Involving medical personnel
Advantages Previous studies done and findings
« Looking into numerator and + Long term use and follow up (Dr
denominator Kalaiselvan et al)
» Risk/benefit analysis
« Sharing info with clinicians * Regularinteractive sessions
« Splitting the work among different
centres - ability to produce rates, rapid results,
and early detection of signals, fewer
Main issue missing data and less reporting bias

« Doubts about reporter’s identity and

institution’s identity - active pharmacovigilance

surveillance/CEM for newly launched
FDCs
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Specific issues
Drug standards

Storage standards

Medication errors

Vaccine reactions

New vaccines being introduced

No spontaneous reporting culture

Differentiate

Actual ADR s| | Other issues

Some strategies
Cohort event monitoring
Targeted spontaneous monitoring

Patient-centred education
materials/audio visual aids

Programmes for
Communicable Diseases

National Vector Borne Diseases
Control Programme (NVBDCP)
Revised National Tuberculosis Control
Programme

National Leprosy Eradication
Programme

National AIDS Control Programme
Universal Immunization Programme
Integrated Disease Surveillance
Programme

Programmes for
Non Communicable Diseases

National Cancer Control Program
National Mental Health Program
National Diabetes Control Program

National Program for Control and
treatment of Occupational Diseases

National Program for Control of
Blindness

National program for control of
diabetes, cardiovascular disease and
stroke

National program for prevention and
control of deafness

National Nutritional Programs

Integrated Child Development
Services Scheme

Midday Meal Programme
Special Nutrition Programme (SNP)

National Nutritional Anemia
Prophylaxis Programme

National lodine Deficiency Disorders
Control Programme
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Programs related to Uniqueness of some programs

System Strengthening /Welfare - No patients involved-Healthy people

« National Rural Health Mission only involved-No typical Dr-patient

relationship

* Reproductive and Child Health  Increasing responsibility in relation to
Programme r/b ratio

« National Water supply & Sanitation « Causality assessment may be difficult
Programme ¢ Medical personnel may be absent

» 20 Points Programme Risks in programs

Benefits of integrating » Parental consent?

+ unknown cases are reduced « Parental presence ?

» More favorable outcomes of ADRs « Mass distribution of drugs

+ Good reporting rate - Coincidental events

Recommended Often missed
+ Good pharmacovigilance practice . Some diseases may cause more
« Coordination ADRs to drugs — to be closely
monitored

« Signal assessment committees
» Death auditsin programs
» Follow-up of pregnancies

Disease
Steps preferred

e Training
« Capacity building ‘

« Possibility of drug interactions is an
important clinically relevant area

« Use oftechnology
« Fastcollection and analysis of data

GHOK ARESO
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EDUCATE NEXT GENERATION PHARMACIST AND PATIENTS

by
Ms. V. Veeralakshmi,
Arulmigu Kalasalingam College of Pharmacy, Krishnankoil, Srivilliputtur(Tk)

Note: This article was awarded 3rd Prize in the Essay Competition conducted by our Trust

Introduction
Pharmacy like every other health care professional is changing rapidly. Aimost

every aspect of its knowledge and practice base is affected by external change-technological
developments, changing patient expectation, new professional governance's requirements, and
developments in other professions. The Pharmacy education in our country has tremendous
expansion in last one decade. Now we have today over 600 pharmacy colleges with annual intake
of over 60,000 students at Diploma, Bachelor and Master level. However, the standard in
Pharmacy education has been eroded by rising tides of mediocrity. There is a growing concern
about the future of pharmaceutical education in India and it being affected by sweeping changes
in the global economy. Moreover qualities of Pharmacy education imparted by our institution have
everlasting impart on quality of health care offered to our society. There is an urgent need to
initiate an academic exercise aimed at attaining revamping of curriculum, keeping in pace with
current and emerging trends in the field of pharmacy. Any delay on our part in meeting present
and future requirements of Pharmacy curriculum will be actually felt by the coming generations of
our students. On the continuation of our work for the progress of Pharmacy profession, in the
present work various suggestions have been made supported by student's survey in the form of
simple questionnaire. This study explored the experiences and expectations of B. Pharmacy
students of pharmacy education as a prelude for designing revised and advanced Pharmacy
education.ting leadership skills in the pharmaceutical industry and hospital-based pharmacists.

Suggestions
Regarding this some of the solutions and suggestions such as modification of

syllabus, computer aided Pharmacy education and digital technological teaching methods
should be implemented digital technologies and other methods such as video lectures and
teleconferences can be used. AICTE/PCI  should work in the establishment of separate
pharmaceutical universities in views of proper planning and co-ordinate development of the
Pharmacy education system. An interaction between
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industry - academic institution is a matter of great relevance in the present context of globalization
of pharmaceutical education. Six months industrial training and three months hospital training
must be mandatory for all the students at the degree level. Regular revisions of practical
curriculum keep space with the emerging trends in the Pharmacy field. Notable elements of
quality education are the quality of students being admitted, qualification of the teachers, quality
of the teachers, quality of teaching, laboratory training, examination pattern and research
activities. That will enhance by all India Entrance examination for Pharmacy and conduction of
seminar, refresher course, workshops etc forteachers.

GIVING SPECIALSTATUS TO PHARMACY COURSE
- Establishment of separate pharmaceutical university in every state.
« Allthe India entrance examination for admission in Pharmacy course.

NEED FOR CHANGE: MODIFICATION OF SYLLABUS
« Marketing course should be included which also contains atleast one month field

training.
« Teaching of cellular / molecular biology in depth that will help in growing cell lines so vital

toin-vitro testing of drugs.
 Introduction of regulatory affairs and patent filing course at the graduate level.
 Deletion of certain topics like trigonometry, coordinate geometry, Laplace etc in maths

as they are not much use in Pharmacy.

IMPLEMENTATION OF COMPUTER AIDED PHARMACY EDUCATION
- Introduction of graphical representation and mathematical calculations in

biopharmaceutical complexities by computer aided programming.
 Digital technologies with computer aided learning by software like CHEMWINDOW,

STAT-100, and PCCA, etc.
 Digitallibraries inwhich software like SIGMAPLQOYis used fordataanalysis.

IMPLEMENTATION OF DIGITALTECHNOLOGICAL TEACHING METHODS
» Video lectures:- From eminent persons in the field of pharmaceutical education and in

industry.
- Teleconferences:- Although not very popular in India so far but such conferences will

enable students to ask questions from eminent people anywhere in the world.
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INDUSTRY —INSTITUTEINTERACTION
 Introduction of six month training should be mandatory after sixth semester.
 Introduction experts should be associated as guest faculty so that students as well as

faculty member should get exposure to industrial environments.
« Collaboration with industry should be mandatory for the colleges so that industry invest

time, money, equipment and technology in Pharmacy colleges so that in return, a
finished product (read student) fitfor the industry will produce.

ENHANCEMENT OF FACULTY TEACHING SKILLS
« Organising and participating in professional development activities like seminar,

refresher course and workshop.
« Highleveltraining should be organized in collaboration with industry for teachers.
« Encouragement should be given to pharmacy teachers to attend international

conferences and visit abroad.

TRANSFORMATION OF PRACTICAL CURRICULUM
» Proper balance should be maintained between patient and industry oriented practical

courses.
« Three month hospital training should be organised to better understand the subject of

pharmacology.

COLLABORATION WITH FOREIGN PHARMACEUTICAL INSTITUTE
 International exchange and cooperation in pharmaceutical education should develop.
e The statutory bodies such as AICTE, PCI etc should encourage international

cooperation and networking among institution.

CONCLUSION
As the tidal waves of change are gathering force at the foreseeable horizon and

are likely to surge forward with great speed and thrust, we take note of these moments of change
and prepare our boats t withstand the same. If we move with the waves we may be sailing towards
an advanced future, if we do not, we are sure to get tumbled culminating in disarray &
disorganisation, choice is ours. These are changes we need in pharmaceutical education to
develop and strengthen the profession for this millennium .On the basis of survey and data
obtained, it was concluded that these restructuring is highly essential to meet up the future
requirement of pharmaceutical educations in the era of globalisation & liberalization.
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INFORMATION

M. PHARM & PHARM D SCHOLARSHIPS 2016-17 AWARDED BY TNPSWT

Profile of 3 Rank Projects

PHARMACEUTICS

Name: Mr. Subharaj Saha

Project Title: Design & Characterization of nano- structured lipid carriers for oral
bioavailability enhancement of Atozanavir through lymphatic targeting.

College: J S S College of Pharmacy, Ooty

Guide's Name:

Dr. D. Nagasamy Venkatesh

PHARMACEUTICAL CHEMISTRY

Name:
Project Title:

College:
Guide's Name:

Mr. M. Madhuraj

Design, Synthesis, characterization & Biological Evaluation of some
novel heterocyclic derivatives as anti-tubercular agents.

College of Pharmacy, Madras Medical College, Chennai

Dr. A. Jerad Suresh

PHARMACEUTICAL ANALYSIS

Name:
Project Title:

College:
Guide's Name:

Mr. Birendra Kumar

Development and validation of a HPLC method for the determination of
Ranolazine residues on pharmaceutical manufacturing equipment
surface by swab sampling method.

Vinayaka Mission College of Pharmacy, Salem

Dr. B. Jayakar

PHARMACOLOGY

Name: Mr. A. Vijaya Ragavan

Project Title: Neuropharmacological assessment of Desmodium gangeticum in Partial
sciatic nerve ligation in rat model: Role of inflammatory mediators”

College: PSG College of Pharmacy, Coimbatore

Guide's Name:

Dr. M. Ramanathan
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PHARMACOLOGY

Name: Mr. D. Balaji

Project Title: Screening of Eye Irritancy using Canavalia ensiformis (Jack Bean) seed
extract — An Alternative approach for animal model.

College: Mother Theresa Post Graduate & Research Institute of Health Sciences,
Puducherry

Guide's Name: Prof. Dr. S. Kavimani

PHARMACOGNOSY

Name: Ms. S. Shanmuga Priya

Project Title: Formulation and Standardisation of Polyherbal Haematinic Capsules & its
Pharmacological Evaluation

College: College of Pharmacy, Madras Medical College, Chennai

Guide's Name: Dr. P. Muthusamy

PHARMACY PRACTICE
Name: Ms. Hesly Rajan
Project Title: A Retrospective study of prescription pattern and cost analysis of selected

drugs used in coronary artery disease and angioplasty in cardiac patients
College: Swamy Vivekananda College of Pharmacy, Tiruchengode
Guide's Name: Dr. T. Tamilselvan

PHARM D- PHARMACY PRACTICE

Name: Ms. Anu Joy Thomas, Ms. Anu Maria Jose,
Ms. Liz Mathew, Ms. Manju Rosy Jose
Project Title: Dose Optimization of Meropenem in critically ill patients — A population

pharmacokinetics
College: J S S College of Pharmacy, Ooty
Guide'sName: Dr.K.P.Arun
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NEWS

USFDA Issues Warning Letter to Hyderabad-Based Vista Pharma

The USFDA has issued a warning
letter to the manufacturer facility of the city-
based Vista Pharmaceuticals Ltd, for
‘significant violations’ of current good
manufacturing practice (CGMP) regulations
for finished pharmaceuticals.

The US Food and Drug Administration
(FDA\) officials had visited the facility located at
APIIC Industrial Estate, at Gopalapalli in
Nalgonda district in Telangana, from
September 19t0 23, 2016.

"This warning letter summarizes
significant violations of current good
manufacturing practice (CGMP) regulations
for finished pharmaceuticals. See 21 CFR,
parts 210 and 211," the FDA letter said.

"Because your methods, facilities, or
controls for manufacturing, processing,
packing, or holding do not conform to CGMP,
your drug products are adulterated within the
meaning of section 501(a)(2)(B) of the Federal

Food, Drug, and Cosmetic Act (FD&C Act), 21
U.S.C.351(a)(2)(B),"itsaid.

The letter was issued on July 5 and
addressed to Dhananjaya Alli, Managing
Director of Vista Pharmaceutical Ltd.

The company officials were not
available for comments.

"The violations cited in the letter are
not intended as an all-inclusive list and the
company is responsible for investigating these
violations, for determining the causes, for
preventing their recurrence, and for
preventing other violations," the FDA added.

"Failure to correct these violations may
also result in FDA refusing admission of
products manufactured at the facility into the
United States under section 801(a)(3) of the
FD&CAct, 21 U.S.C.381(a)(3),"itadded.

Source: ET Healthworld, 13thJuly 2017

O—GrOK AO—0

Telangana: Fake Pharma Firm Busted, Rs 5 Crore Goods Seized

The special operations team of
Rachakonda on Thursday busted a fake
pharma manufacturing unit in Chaitanyapuri
and seized huge quantities of drugs.

According to the police, the owner of
the unit, Ramakrishna, had the licence to
distribute drugs manufactured by other
companies. However, he recently started a
manufacturing unit. Most of the products he
manufactured were meant for pregnant
women and children.

The police seized huge quantities of
tablets, tonics, milk powder, protein
supplements and other products used by
pregnantwomen and children.

Mr. P. Venkateshwarlu, inspector of
the special operations team, said that goods
worth over Rs 5 crore have been seized. The
drug control administration has been
informed. Hunt is on to nab the partner,
Rajender Reddy.

Source: Deccan Chronicle, 13th October 2017.
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US FDA Panel Nod For Biocon Breast Cancer Biosimilar

A US Food and Drug Administration
panel unanimously recommended approval
for Biocon's biosimilar breast cancer drug,
sending the Indian biopharmaceutical
company's shares to a record high on Friday.
The recommendation takes Biocon closer to
getting the FDA's marketing approval for
Trastuzumab, which has a multi-billiondollar
market globally. Trastuzumab, developed
originally by Roche, is one of the most
commonly used drugs to treat HER2-positive
breast cancer. The Swiss company's drug is
sold under the brand Herceptin worldwide and
Herclon in India. A biosimilar is a copy of a
biologic drug.

Biocon's shares rose as much as
10.19 per cent to an all-time high of Rs 404
10.19 per cent to an all-time high of Rs 404 on
the Bombay Stock Exchange, before paring
the gains and closing Friday's trading at Rs
399.20, still up 8.88 per cent in a market that
remained little changed. The stock has gained
19 per cent this week.

Biocon has developed the biosimilarin
collaboration with US drug maker Mylan. The
US FDA's Oncology Drugs Advisory
Committee voted 16-0 in favour of the eligible
indications of the original product, the panel
tweeted early Friday Indiatime.

The next step for the two companies is
to get a final approval from the US FDA to
commercially launch the product. Biocon
hopes for this approval by September 3,
Chairperson Kiran MazumdarShaw said.

The product will be manufactured by
Biocon for all markets globally and italso has a
profit-sharing arrangement with Mylan for its
markets. Globally, the trastuzumab market

opportunity is close to $6.9 billion and in the US
alone it is around $2.6 billion at the originator
product price, she said.

While the development is positive for
the company, some experts said it also signals
the need for Biocon to strengthen its technical
capabilities, especially since the French
regulator had recently found quality-related
lapses during a pre-approval inspection at its
Bomassandra plant for three of its products.

"This is only the start of the process.
There is no reason to be positive or negative at
the moment," said Surajit Pal of Prabhudas
Lilladher. "This process is also expected to
take care of the GMP (Good Manufacturing
Practice) activities currently under question,"
he added.

Biocon aims to address all concerns
about its drug product facility over the next one
quarter in an "expeditious manner" in order to
seek an early re-inspection, Ma zumdar-Shaw
said. She added that Biocon was awarded a
GMP certification for its drug substance facility
for trastuzumab and pedfilgrastim, another
biologic drug used in the treatment of cancer.

Meanwhile, analysts said the 19 per
cent gain in the stock this week has been
excessive, given the risks related to production
of this medicine.

"The current price fully captures the
upsides in this stock," said Vishal Manchanda,
analyst at Nirmal Bang. "There are multiple
risks that investors must account for before the
drug goes into production. The main one being
a delay in approval due to eight observations
given by the US FDA and 11 serious
observations by the European regulator
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recently. If the drug's production is delayed by
more than a year, the first-mover advantage
for the company could be gone.”

Analysts said there were also other
players also that are looking to capture
market share in this drug and that they will be
filing for approvals in the coming months for
the drug, reducing the market opportunity for
Biocon.

Some analysts prefer Aurobindo
Pharma over Biocon because that stock could
see a faster re-rating while its valuations
continue to be cheap. Aurobindo Pharma is
trading at 15 times its expected fiscal 2018
earnings, while Bioconis at46.4 times.

Source: The Economic Times, 15th July 2017.

O—— GO AQO—0

Bad Medicine! Pfizer, Cipla, DRL, Other 63 Drug Firms Fail Quality Test

Pfizer, ‘Dr Reddys Laboratories and
Cipla are among 66 drug makers that have
some of their products failing quality tests
carred out by the country’s drug regulator.

Samples tested from these companies
were found to be not of standard quality during
a drug survey carried out through the National
Institute of Biologicals over two vyears,
according to a Central Drugs Standard Control
Organisation (CDSCO) notification posted in
its website. At least five samples of drugs from
these companies failed the tests during the
2014 -2016 survey, CDSCO said

According to the notification, 25
samples by Pfizer, nine each by Dr Reddy's
and Alembic, seven by Cipla and six by Zydus
Healthcare were found to be not of standard
quality. It didn't specify the drugs that failed the
tests.

A Pfizer spokesperson said the
company was unable to confirm authenticity of
products picked for the tests, or the evidence
of the alleged deficiencies “as the due process
of providing a sealed market sample was not
followed".

Samples of the company's products
were found to be fully compliant with all
required specifications during tests at

independent FDA-approved laboratories, the
spokesperson said, adding that this was
communicated to the regulatory authorities
and no further action was recommended.

“Pfizer places the utmost importance
on product quality and patient safety. All Pfizer
products released in the market meet every
national and international testing
specification,” the spokesperson said.

Other companies ET contacted for
comment did not respond until press time.

The survey, conducted to check the
proportion of substandard drugs in the
country, had tested 47,012 samples from
1,719 manufacturing units, CDSCO said.
Around 3.16% of these samples were found to
be not of standard quality, while 0.02% were
spurious.

India expects to bring down the
proportion of its substandard drugs to 2% over
the next three years to match global
standards. The country's drug regulator has
been engaged in risk-based inspections of
over 250 manufacturing plants as part of its
efforts to achieve this goal.

Source: The Economics Time, 21st July 2017.
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Medical Devices to Carry MRP on Packs From Jan 1, 2018: Govt

Medical devices will have to
mandatorily carry maximum retail price (MRP)
on packages from January 1, 2018, the
governmentinformed Parliament.

Minister of State for Road Transport
and Highways, Shipping and Chemicals and
Fertilisers Mansukh L Mandaviya said in a
written reply in the Lok Sabha that the move
followed amendments to the Legal Metrology
(Packaged Commodities) Rules, 2011.

He said the consumer affairs, food and
public distribution ministry has issued
amendments making the rules "applicable to
medical devices also".

"The rules make printing and labelling
of MRP on the package mandatory. These
rules shall be applicable from 1.1.2018,"
Mandaviya said.

He was responding to a query on
whether any guideline was likely to be issued
or has been issued by the ministry for medical

devices to declare MRP.

The minister further said that under the
Legal Metrology (Packaged Commodities)
Rules, 2011, every package must bear the
name, address, telephone number, e-mail of
persons or of office that can be contacted in
case of consumer complaints.

"The amended rules shall be
applicable to e-commerce companies also,"
he said.

In March, drug price regulator NPPA
had stated that the 22 medical devices which
have been notified as 'drugs' must all carry

MRP on packs.
These devices included heart valves,
surgical dressings, condoms, stents,

disposable hypodermic syringes and
orthopaedic implants, among others. RKL
ARD

Source: ET Healthworld, 2nd August 2017.
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No More Freebies: India Plans Crackdown on Marketing by Drugmakers

India, one of the world's largest
markets for pharmaceuticals, is drawing up its
first set of marketing rules for drugmakers,
restricting gifts and trips offered to doctors and
pharmacists to 1000 rupees ($15), according
to adraft proposal seen by Reuters.

While such rules are common
elsewhere in the world and adhered to by large
pharmaceutical companies, they are not setin
stone in India, where campaigners have long
demanded a crackdown on unethical selling
practices. These have included gifts ranging

from electrical appliances to foreign junkets to
encourage doctors and pharmacists to
prescribe and stock certain medications.
Currently, India has only a voluntary marketing
code that critics say is ineffective.

"In India, corruption and bribery of
doctors is widespread," said Samiran Nundy,
one of India's leading gastrointestinal
surgeons. "l've seen a range of ways in which
this works, from presents to doctors to paying
for them to attend conferences in places like
Thailand."
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"It's great that marketing rules are
coming into place, but there are a huge
number of regulations in India that are not
enforced," he added. "l hope that these will be
enforced.”

Apart from limiting marketing
spending, the draft proposal drawn up the
Department of Pharmaceuticals and being
reviewed by India's law ministry would also
forbid drugmakers from making misleading
claims around the curative abilities and
efficacy of drugs.

The rules also impose strict limitations
on the number of trial samples offered to
doctors.

An official at the Department of
Pharmaceuticals declined to comment on the
specifics of the draft, but told Reuters that the
order was being reviewed.

The official, who asked not to be
named, said no timeline has yet been set on
the implementation of the new rules.

According to the draft seen by
Reuters, a failure to abide by the rules will
result in a marketing ban on a drugmaker for
more than a year depending on the degree of
the violation, and the confiscation of "all
packets of the highest selling brand of drugs"
made by that company.

The seized drugs will be handed over
for use at government hospitals across the
country.

Companies can turn a marketing
suspension order into a cash fine, according to
the proposal. They will have to pay penalties of
between 500,000 rupees ($7,800) and
100,000,000 rupees ($1.56 million) to reverse
a marketing suspension order, depending on

the severity.

MANDATORY CODE

In a letter last year, Tapan Sen, a
member of Rajya Sabha, urged the
government to act on drafting a mandatory
code on the marketing of pharmaceuticals,
citing irregular practices by several
companies.

Indian media reported that the letter
said the country's largest drugmaker, Sun
Pharma, Abbott India and privately-held
Macleods Pharmaceuticals were among
drugmakers found to have sent doctors on
"pleasure trips.”

Abbott said at the time that it had a
strict policy against providing gifts and other
incentives to doctors, while Macleods refuted
the allegations.

A Sun spokesman told Reuters the
company organises 'continuous medical
education' programmes to educate doctors,
not promote its products, and these are
compliant with the voluntary marketing
guidelines set by the governmentin 2015.

The current draft says companies will
be allowed to organise screening camps or
awareness campaigns at public health
centres, but it bars advertising by stealth and
mandates that doctors involved in such events
be paid commensurate to their average daily
income.

To ensure implementation of the rules,
an 'Ethics Compliance Officer' of the rank of
joint secretary to the Indian government would
be appointed.

Pharmaceutical marketing practices
have long been a subject of controversy
globally. In India, where health insurance is
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scarce and many rely on pharmacists for
medical advice, critics say sketchy practices
have led to the over-prescription of strong
cocktail drugs, causing drug-resistance.

GlaxoSmithKline was battered by a
bribery scandal in China that landed it with a
record $490 million fine in 2014.

It went on to slash the number of sales
reps and overhaul its business globally,
stopping sales-based incentives for drug reps
and reducing paid junkets for doctors.

Source: ET Healthworld, 2nd August 2017
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Prices of Orthopaedic Implants to be capped

Data on usage and pricing need to be
studied first

After capping the price of cardiac
stents, the National Pharmaceutical Pricing
Authority has started work on a similar
exercise for orthopaedic implants. As with
cardiac stents, implants can have huge
margins, ranging from 200% to 500%, making
them very expensive for patients and insurers.
So expensive, in fact, that some people
choose to live in pain or with heavy medication
rather than opt for surgery.

The NPPA has had two meetings with
stakeholders, including members from the
Indian Orthopaedic Association and
manufacturing companies, to gather data on
the costs of making the implants, landings
costs, sale volumes, the number of surgeries
of each type across the country. “How does
one know what are they doing on the ground
level?” NPPA's chairman Bhupendra Singh
asks. “There is no standard norm on how
much profit they can make. To get clarity, we
have started collecting all the data that we
can.” The NPPA wants to ensure that it gets
pan-India source data without relying on third
parties.

Complex Task

The sheer variety of implants makes
this a very complex task. This complexity is
because the human body has 206 bones,
ranging from the long thigh bone, to the tiniest,
a carpal bone behind the fingers in the hand,
and over 700 joints. There are modern
implants available to help every bone to knit
together after a break or fracture, what the
medical world calls 'trauma’. To oversimplify
for the layperson, they broadly fall include
screws, nails, plates, wires, clips, and there
are more than 2000 variations in size, shape
and material based on where the implant is
needed and what problem it is trying to solve.
And then there are joint replacements,
including those for the knee, hip, shoulder,
elbow, hand, which each has several
variations, based on the material used.

Prices vary drastically too. Imported
implants are way more expensive than
indigenous ones. For example, a cemented
hip replacement varies from Rs. 50,000 to Rs.
70,000, while an uncemented one ranges from
Rs. 75,000 to Rs. 1.60 lakh. For knees, a
cemented implant would range from Rs.
75,000 to Rs. 1.20 lakh, and a state-of-the-art
prosthesis that offers better results could go
up toRs. 2.20 lakh.

Source: The Hindu, 3rd August 2017.
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Unethical Drug Trials: Doctors Facing Charges to Move HC

After the Medical Council of India (MCI)
released orders to suspend eight senior
doctors of MY Hospital over allegations of
unethical drug trials, their fate now lies with
MCI's state unit.

The doctors in question have decided
to approach the high court seeking a stay
against the suspension and are only waiting for
the lawyers' strike to come to an end.

Simultaneously, MGM Medical College
is looking into other options in case the state
body of MCI suspends the doctors.

While Dr VS Pal holds the post of
superintendent of MY Hospital, Dr Hemant
Jain is superintendent of Chacha Nehru
Children Hospital. Dr Anil Bharani and Dr
Asheesh Patel are professor and assistant
professor respectively in the Medicine
Department.

Dr Anil Bharani said, “I only came to
know about this information through
newspapers and no copy from MCI has
reached to me. If | do receive it, | will think
aboutgoingto court.”

Apart from Dr Pal serving as
superintendent of Government Mental
Hospital, Dr Ujjav Sardesai, Dr Ajay Paliwal
and Dr Pali Rastogi are from the psychiatry
department. Dr Ram Ghulam Razdan was
recently removed from the post of

superintendent of Government Mental Hospital
after his name surfaced for allegedly giving
'‘wrong' information to the media about the
deaths at MYH due to an alleged shortage of
oxygen reported a month ago.

Dr VS Pal said, “I did not receive any
official information regarding any action of
suspension from MCI. When | receive it, | will
decide my further course of action.”

The suspension of these doctors, who
also take care of administrative work and teach
students, will be a matter of great concern for
the college administration.

“MCI has instructed the state body of
the medical council and now only the action is
left. The decision has not been communicated
tous,” Dean Dr Sharad Thora told TOI.

He added that in case an order is
arrived at, the work of the psychiatry
department will be affected the most as almost
all the doctors will face a three-month
suspension.

“In this case, we will seek directions
from the state medical council for alternative
arrangements so that patients, students and
the administrative works will not be affected,”
Dr Thora said.

Source: ET Healthworld, 5th August 2017
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GST FAQ: Drugs & Pharmaceuticals

Question 1: Whether formulations cleared
have to be assessed to GST under transfer
price mechanism or on the basis of MRP
printed onthem?

Answer: The assessment of drugs and
formulations under GST would be on the basis
of transaction value at each level of supply
with end to end ITC chain for neutralizing the
GST paid atthe procurement level.

Question 2: What are the requirements for
clearance of physician samples distributed
free of cost?

Answer: In case of clearance of physician
samples distributed free of cost, the ITC
availed on the said samples has to be
reversed in view of the provisions under
Section 17(5)(h) of the CGST Act, 2017.No tax
is payable on clearance of physician samples
distributed free of cost as the value of supply is
zero and no credit has been availed.

Question 3: What is the procedure for
movement of time expired medicines from the
retail outlets to the manufacturer for
destruction?

Answer: In such cases, the manufacturer
may issue a credit note within the time
specified in sub-section (2) of section 34 of the
CGST Act, 2017 subject to the condition that
the person returning the expired medicines
reduces his ITC. Subsequently, when the time
expired goods are destroyed, the
manufacturer has to reverse his ITC on
account of goods being destroyed. Where the
goods are returned after the time limit
specified in section 34(2) of the CGST Act,
2017, the registered person returning the
goods shallissue ataxinvoice, asitis a supply

within the meaning of Section 7 of the CGST
Act, 2017.

Question 4: How loan and licensee units carry
out their operations in GST regime?

Answer: GST law does not have any special
provision for loan and licensee units. Where
the contract are in the nature of performance of
job-work, these units can opt to follow the
procedure laid down in section 143 of the
CGSTACct, 2017 i.e. the principal can send any
inputs etc. to such units without payment of tax
and the principal can clear the goods from the
premises of such units if the principal declares
these units as his additional place of business
or where such units are themselves registered
under section 25 of CGSTAct, 2017.

Question 5: What
clearances effected to Special
Zones?

is the treatment of
Economic

Answer: The clearances effected to the SEZ
are zero rated supplies in terms of Section 16
of the IGST Act, 2017. Accordingly, the
supplier can claim refund of IGST paid on such
supplies or clear the same under bond/ letter of
undertaking and claim refund of the unutilised
ITC.

Question 6: Whether SEZ unit located in a
State requires a separate registration under
GST?

Answer: The SEZ unit located in a State is
treated as a business vertical distinct from
other units located in the State outside the SEZ
[first proviso to Rule 8 of the CGST Rules,
2017 read with Section 25 of the CGST Act,
2017]. Hence, separate registration is required
to be obtained for the unitlocated in SEZ.
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Question 7: Whether ISD registration is
required to be obtained separately?

Answer: In terms of second proviso to Rule 8
of the CGST Rules, 2017 read with Section 25
of the GST Act, 2017, every person being an
Input Service Distributor has to make a
separate application for registration.

Question 8: What is the transitional credit that
can be availed on the existing stocks held by a
registered person under GST, who was not
required to be registered under the existing
law?

Answer: In terms of Rule 117(4) of the CGST
Rules, 2017 (transitional provisions) read with
Section 140(3) of the CGST Act, 2017, a
registered person who was not registered
under the existing law and who is not in
possession of any document evidencing
payment of central excise duty in respect of the
goods held in stock, shall be allowed credit at
the rate of sixty per cent on such goods which
attract central tax at the rate of nine per cent or
more and forty per cent for the other goods of
the central tax applicable on supply of such
goods after 01st July 2017 and the said
amount shall be credited in the electronic
credit ledger after the central tax payable on
such supply has been paid. In case where
integrated tax is paid, the amount of ITC would
be at the rate of thirty per cent and twenty per
cent respectively of integrtaed tax. This facility
is available for a maximum period of 6 months
from the appointed day (i.e. upto 31st
December, 2017) or till the goods are sold out,
whicheveris earlier.

Question 9: Whether a manufacturer can
avail deemed credit in respect of transitional
stocks on the appointed day in respect of the
stocks for which duty paying document is not

available?

Answer: In terms of the proviso to Section
140(3) of the CGST Act, 2017, the
manufacturer is not eligible to avail deemed
credit in respect of transitional stocks, for
which duty paying document is not available.
Such credit is not available in case of SGST
except where VAT was payable on the basis of
MRP.

Question 10: Whether deemed credit is
available in respect of goods purchased from
tax free zones?

Answer: The deemed credit in terms of Rule
117(4) of the CGST Rules, 2017 (transitional
provisions) read with Section 140(3) of the
CGST Act, 2017 would be available in respect
of the goods, which were not unconditionally
exempt from the whole of the duty of excise
specified in the First Schedule to the Central
Excise Tariff Act, 1985 or were not nil rated in
the said Schedule. As the goods purchased
from tax free zones were exempted from duty
payment under a Notification issued under
Section 5 of the Central Excise Act, 1944 and
not Nil rated in the First Schedule to the
Central Excise Tariff Act, 1985, the deemed
credit would be available in respect of such
goods held in stock on the appointed day.

Question 11: What is the obligation cast on
the Registered Person in case of purchases
from Unregistered Person?

Answer: In terms of Section 9(4) of the CGST
Act, 2017 read with Section 31(3) ibid, the
Registered Person procuring the taxable
supplies from an Unregistered Supplier has to
raise invoice and pay GST on reverse charge
basis in respect of such supplies.
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Question 12: What is the treatment of
supplies made from erstwhile tax free zones?

Answer: Since GST is a destination based
consumption tax with seamless transfer of ITC
credit, no exemptions are accorded to
supplies made by erstwhile tax free zones.
Accordingly, the goods cleared from erstwhile
tax free zones would be subjected to GST from
the appointed day (01st July, 2017).

Question 13: What is the effect of non-
payment of consideration in respect of taxable
supplies received by the recipient?

Answer: If the recipient fails to pay to the
supplier the amount towards the value of
supply along with tax payable thereon within a
period of one hundred and eighty days from
the date of issue of invoice by the supplier, the
amount of input tax credit availed
proportionate to the amount of consideration
not paid would be added to his output tax
liability along with interest thereon. The ITC so
reversed can be reclaimed by the recipient
after payment of consideration along with tax
payable there on subsequently. This provision
is not applicable in respect of deemed
supplies made without consideration in terms
of Schedule | tothe CGST Act, 2017.

Question 14: Whether separate sequence
numbers can be maintained for invoices
issued by the Registered Person in respect of
supplies made under GST?

Answer: In terms of Rule 46(b) of the CGST
Rules, 2017 single or multiple series of
invoices can be raised by the Registered
Person for the supplies made under GSTas
long as such invoice numbers are unique for a
financial year.

Question 15: Which is the document
required to be issued by the Registered
Person for supply of goods from one premises
to another premises under the same
registration number?

Answer: In terms of Rule 55(1)(c) of the
CGST Rules, 2017 such movements have to
be effected under the cover of a delivery
challan along with any other document that
may be prescribed in lieu of the e-way bill.
Question 16: Whether discounts can be
claimed as an abatement from the price for
assessing GST?

Answer: In terms of Section 15(3) of the
CGST Act, 2017, the value of supply for
charging GST shall not include any discount
which is given before or at the time of the
supply if such discount has been duly
recorded in the invoice issued in respect of
such supply. The value of supply shall also not
include any discount which is given after the
supply has been effected, if such discount is
established in terms of an agreement entered
into at or before the time of such supply and
specifically linked to relevant invoices and ITC
attributable to such discount has been
reversed by the recipient of the supply.

Question 17: What are the relevant
provisions for movement of transitional goods
lying at the premises of contract manufacturer
on or after appointed day?

Answer: The procedure for movement of
transitional goods lying at the premises of
Contract Manufacturers/ Loan Licencee is
governed by the provisions under Section
141(1), (2) & (3) of the CGST Act, 2017.

Source: The Hindu, 6th August 2017
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Study Says A Steroid Used to Treat Kidney Ailments Has Adverse Effects

A steroid used to treat a kidney
disease, common in India, itself causes
unacceptable levels of infections among
patients, a new study has found and stressed
the need to change the existing treatment
guidelines.

The study conducted by the George
Institute for Global Health found that treatment
with pills of methylprednisolone is linked to a
large increase in the risk of serious adverse
effects such as infections, gastrointestinal and
bone disorders among patients with IgA
nephropathy and those having excess protein
in their urine.

IgA nephropathy is a kidney disease
that occurs when the antibody
immunoglobulin A (IgA) gets deposited in the
kidneys.

"Up to 30 per cent of all people with IgA
nephropathy will eventually develop end-
stage kidney disease. Decreased kidney
function, persistent proteinuria, and
hypertension are the strongest risk factors,"
said Vivekanand Jha, Executive Director --
GIGH India.

Jha is one of the authors associated
with the study which was published in the
Journal of the Americian Medical Association.

Methylprednisolone is also used to
treat conditions like skin diseases, rheumatic
disorders, allergies, asthma among others.

In the study, participants with IgA
nephropathy and proteinuria (presence of
excess proteins in urine) were randomly
assigned to oral methylprednisolone for two

months, with subsequent weaning over 4 to 6
months.

Recruitment was planned in several
countries including China and India but after
2.1 years' median follow-up, it was
discontinued because of an unexpectedly
high rate of serious adverse effects, including
infections, gastrointestinal and bone
disorders, it said.

Serious events occurred in 20
participants (14.7 per cent) in the
methylprednisolone group vs 4 (3.2 per cent)
in the placebo group, mostly due to excess
serious infections, including two deaths, the
study said.

"Although the results were consistent
with potential renal benefit, definitive
conclusions about treatment benefit cannot
be made, owing to early termination of the
trial," says Vlado Perkovic of the George
Institute for Global Health, Sydney, and a lead
author of the study.

Professor Hong Zhang of Peking
University First Hospital, Beijing, added that a
limitation of the study was that the recruitment
was stopped earlier than planned because of
excess adverse events and so the power of
the study was less than predicted, and both
risks and benefits might be overestimated
thus.

India is currently leading global
recruitment in the follow up low-dose testing
trial which will investigate how the benefit of
treatment will be available to the patients
without the risk. Eight Indian centres are
participating.
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"Our effort is to see that the treatment
should produce benefit, but with no side effect
orrisk as was seen in the first phase.

"A series of steps are being taken to
mitigate this risk in the second phase - this
includes reducing the dose and giving it for
slightly longer duration, and use of prophylaxis
against the common infections like TB, and
lung infections," said Jha.

The George Institute for Global Health
works on a broad health landscape and
conducts clinical, population and health
system research aimed at changing health
practice and policy worldwide.

The Institute has been ranked among
the top 10 global institutes for impact for the
last several years.

Source: ET Healthworld, 6th August 2017.

O—GrOK AO—0

Indian Pharma Market Growth Declines by 2.4% in July 2017

Due to GST Implementation

The Indian Pharmaceutical Market
growth declined by 2.4 per cent during the
month of July 2017 to Rs. 9,280 crore due to
the first month of GST roll out. The operational
issues like difficulties in software updation, the
stockist billing was hampered to a large extent
leading to a decline in market growths for the
month of July 2017. Monthly growth has been
pulled down by the volumes of the established
products. FDC related market show a de-
growth of 23.3 per cent while the non FDC
market declined by 1.9 per cent.

According to AIOCD Pharmasofttech
AWACS Puvt. Ltd report, Anti-infectives sales
declined by 15.8 per cent, while dermatology
achieved growth of 7 per cent. Gastro
Intestinal and Vitamins segments registered
decline of 1.9 per cent and 2.3 per cent.
However, maaujor chronic therapy like anti-
diabetic has shown a positive double digit
growth of 12.9 per cent. Cardio segment and
CNS posted growth of 4.5 per centand 1.5 per
centrespectively

Among the top 10 corporates, Intas
has the highest growth of 7 per cent followed
by Abbott at 4.5 per cent Zydus at 3.3 per cent.
Glaxo after few months of positive growth has

slipped to a degrowth of 2.5 per cent. 22
corporate from leading top 50 companies
registered positive growth. Sun Pharma
postfolio showed a degrowth of 2.2 per cent
Total 36 companies launched inlast 36 months
and three companies cross Rs. 10 crore in
revenue

The revenues of Indian companies
declined by 3.3 per cent during July 2017 while
the MNC were stagnant at one per cent
months growth. Amongst the top 50 MNCs
Boehringer Ingelheim which grew at 17.3 per
cent while Eli Lilly was growing at 11.5 per cent
followed by Novartis at 10.3 per cent. In the
non- NLEM category Indian companies
declined at a Rate of 2.1 per cent whereas
MNCs grew at 1.9 per cent

From therapy perspective 11 therapies
have shown a positive growth for the months of
July 2017. Respiratory market posted a
degrowth of 16.2 per cent, Gastro intestiinal
market declined at 1.9 per cent, pain &
analgesics market also declined at 5.7 per
cent. In chronic business, Anti-diabetic market
grew at 12.9 per cent and cardiac at 4.5 per
cent, Neuro/CNS was stagnant at 1.5 per cent
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From regional perspective 9 regions
have posted positive growth for month of July
2017. North East market grew the highest at
53.9 per cent followed by North Rajasthan at
20.5 per cent and Mumbai city at 11 per cent.
Amoxycillin  plus Clavulanic acid market
posted a de-growth of 13.6 per cent in July
2017. However, Glimepiride plus Metformin
market grew at 5.5 per cent. The market of
Paracetamol plain showed a de-growth of 23.7
per cent

Among the recently launched
molecule, Azilsartan is now valued at Rs. 29
rore there are 35 brands alrealdy launched.
On MAT basis with Zilarbi (Emcure) leading
follwed by Aztric (Intas) and Azildac (Zydus.
Lulicionazole segment is worth Rs. 144 crore
on MAT basis. Total 149 brands and 425 SKUs
launched in July 2017 and within the
antidiabetic category there are 4 brands
launched in the months of July 2017.

Source: Pharmabiz, 14th August 2017

O——— GrOK ALKO—0

India Grants Pfizer Patent for Blockbuster Brand Prevenar 13

India has granted US drug giant Pfizer
a patent for its blockbuster vaccine, Prevenar
13, used to protect children against life
threatening pneumococcal diseases. The
approval comes over a decade after the
company applied for the patentin the country.
Pneumonia is one of the leading cause of
deaths of children under five years of age.
India has seven pneumonia related deaths per
1,000 live births, according to the 2016
Pneumonia and Diarrhea Progress Report by
John Hopkins Bloomberg School of Public
Health.

Prevenar 13 is approved to prevent
pneumococcal pneumonia and invasive
pneumococcal diseases caused by 13 strains
of streptococcus pneumonia, according to
Pfizer. The vaccine provides the “broadest”
serotype coverage of any pneumococcal
conjugate vaccine available in the world today,
the company's spokesperson told ET.

Pfizer subsidiary Wyeth's application
for grant of Prevenar 13's patent “entered
national phase” in October 2007, according to
the Indian Patent Office's document that
granted the approval. Over the years, this
patent application has been opposed by

Indian vaccine maker Panacea Biotec and
global medical humanitarian organisation
Médecins Sans Frontiéres (MSF).

According to those opposing the
application, Pfizer's vaccine lacked the
novelty for it to be considered for a patent but
the patent office, in its approval on August 11,
dismissed these arguments.

According to the office, Pfizer has
demonstrated “surprising effects” that have to
be considered as establishing that the vaccine
isinventive.

“We are pleased to note that the
validity of the Prevenar 13 patent has now
been recognized by the Indian Patent Office,”
a Pfizer spokesperson told ET.

“Supported by extensive clinical
research and real-world experience, each
dose of PCV 13 requires 400 different raw
materials, 580 manufacturing steps, 678
quality tests and two and a half years to
produce...Pfizer remains committed towards
further enhancing access of this vaccine in
India, both in the market as well as through
partnership with the Government to expand
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introduction in the public program.”
Prevenar 13 was launched in India in
2010, according to the spokesperson.

The vaccine has consistently been one
of Pfizer's strongest performing brands,
experiencing year-on-year growth in the “mid
double digits” and capturing 18% of the Indian
vaccine market, according to Pfizer's 2016
annual report.

This March, the Indian government
introduced Pfizer's PCV 13 vaccine into its
national immunisation program through a
program funded by Gavi, the Vaccine Alliance.
Around five states (approximately 5.15 million
babies) are expected to be covered in the first
phase.

Source: The Economics Times, 23rd August 2017.

O——— GrOK ALKO—0

Maha FDA Issues Show Cause Notices to Hospitals for

Reuse of Catheters, Overcharging Patients

Against the backdrop of increasing
number of cases of reuse of catheters across
hospitals in Mumbai, Pune and Nashik,
Maharashtra Food and Drug Administration
(FDA) has flagged this issue with the central
government and served show cause notices
(SCN) to around 8 corporate hospitals which
were involved in the unethical practice of
reusing catheters and overcharging patients
subsequent to its reuse at the point of care.
These hospitals are reported to have charged
patients as much as 77% of the retail price

Catheters are used to manage urinary
incontinence which includes standard
catheter which is a thin, flexible, hollow tube
that is inserted through the urethra into the
bladder and allows the urine to drain out. A
catheter is used for draining a person's
bladder and is ordered by a physician for many
different medical purposes.

Informs Maharshtra FDA
Commissioner Pallavi Darade, “Hospitals
have been given 15 days time to reply to the
SCNs failing which they will face prosecutions
as per the provisions of the law.”
A letter on the same has also been sent to the

central government, state health ministry and
state medical education department as well to
apprise them of the unethical practice so thata
policy decision could be taken forward jointly
on the same and actions can be taken based
onthe current set of rules as provisioned under
the law with reference to each department and
jurisdictions

After coronary stents, around 14 more
medical devices that were rampantly sold at
inflated rates in hospitals, could see a price
regulation in the coming months. The list
includes orthopedic implants, intraocular
lenses and artificial heart valves to
consumables such as syringes, needles and
catheters

The drug pricing regulator National
Pharmaceutical Pricing Authority (NPPA) is
also planning to collect data on pricing and
availability of orthopaedic implants and other
medical devices from different sources to help
notify their ceiling prices soon.

Against the backdrop of rampant practices of
overcharging of coronary stents at the point of
care, NPPA had fixed prices of coronary
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after bringing it under National List of Essential
Medicines (NLEM) following adverse market
reports of unethical markups at every stage of
the supply chain

Maharashtra FDA had in the past
seized orthopaedic implants worth Rs. 2.31
crore from a Mumbai based manufacturer who
was manufacturing, stocking and supplying
products in a clandestine manner without a
license. The implants were illegally
manufactured, stocked and supplied in
Bhiwandi in violation of Drugs and Cosmetic
Rules. Further to this, orthopaedic implants
were also seized from Akola worth Rs. 4.40
lakhs

Orthopaedic implants is one such
product which is subject to unethical markups
in the supply chain and it has been given to
understand and patients are fleeced at the
point of care through the hospital - dealer
nexus.

Section 18(c) prohibits stock,
distribute and sale of the medical devices,
except Licence issued under Drugs and
Cosmetics Rules, 1945. This is an offence
attracting penalty of imprisonment of 3 to 5
years and fine of minimum Rs. 1 lakh, as
prescribed under Section 27(b)(ii) of the said
Rules.

Source: Pharmabiz, 23rd August 2017

O——— GrOK Ao —0

Abbot withdraws Absorbable Stent, Makes No Mention of Safety Concerns

Abbott has globally halted the sale of
its bioresorbable cardiac stent Absorb,
ostensibly due to "low commercial sales". Its
statement announcing this on Friday had no
reference to how sales had fallen drastically
due to safety concerns.

Before stent prices were capped in
India earlier this year, Indians were paying
more than twice as much as European and US
consumers for Absorb. Also, Absorb sold here
at a huge premium over normal drug eluting
stents despite trials conducted abroad
showing increased risk of heart attack and
patients having to be put on blood-thinning
drugs for longer with these so-called superior
stents. These results led several countries to
restrict the use of Absorb to only clinical trial
sites.

A few cardiologists in India, closely
identified with promoting these stents, had
opposed price control of bioresorbable stents,

which sold at about Rs 1.9 lakh before the Rs
31,000 cap imposed by the drug pricing
authority. In the US, the price was about
$1,500 or about Rs 1 lakh and in Europe it was
even lower at about 900 euros. The use of
bioresorbable stents in India was more than
five times as high as in developed countries,
but there has been no investigation into the
safety of patients implanted with these
devices.

Given the poor uptake of Abbott's
bioresorbable stents and safety concerns
regarding these surfacing in the US, Canada,
Australia and the European Union, the
National Pharmaceutical Pricing Authority
(NPPA) recommended allowing the company
to withdraw these stents from the market.
However, the Central Drug Standards Control
Authority (CDSCO), meant to safeguard
patient interests and ensure the safety of
drugs and devices, did not suspend the
commercial use of the Absorb as most
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countries had done. CDSCO issued a device
alert regarding Absorb warning about
increased risk of major cardiac events
including cardiac death, heart attack or
additional procedure to re-open the treated
heart vessel. Yet, it left it to patients and
doctors to report any adverse events though
there is no proper mechanism for reporting
such events or collecting information on them,
especially for devices.

Abbott had filed an application for
withdrawal of Absorb soon after price control
claiming it was not commercially viable at the
controlled price but said nothing about safety
concerns. Absorb was less than 1% of Abbott's
global stent sales, which shrunk further with
the restrictions.

After ordering all stent companies to
maintain their stocks for six months following

price control in February, NPPA asked them to
submit weekly reports on stent
production/import and distribution. Based on
the data submitted, the NPPA found that the
share of the three multinational companies,
which was about 70-80%, remained at about
65% even after the price cap. In the case of
Absorb, the data showed that there was hardly
any import and no movement of stocks from
May to July.

Bioresorbable stents, which prop open the
artery and eventually gets absorbed into the
body are considered to be the technology of
the future. A few companies other than Abbott
too have brought in bioresorbable stents into
the market. Abbott too is said to be working on
anext generation bioresorbable device.

Source: Times of India, 10th September2017.

O——— GrOK AQO—0

Pharma Majors Knock at Niti Aayoqg's Doors with

Concerns over New Drug Policy

Drug industry lobby groups have
reached out to Niti Aayog with their
apprehensions and suggestions in the hope
that their message will reach the Prime
Minister's Office.

Indian drug companies have
approached the government's think tank Niti
Aayog, seeking some changes in the recently
floated draft drug pricing policy, industry
insiders said.

Drug industry lobby groups such as
Indian Pharmaceutical Alliance, Indian Drug
Manufacturers Association and The
Federation of Pharma Entrepreneurs have
reached out to National Institution for
Transforming India (Niti Aayog) with their
apprehensions and suggestions in the hope

that their message will reach the Prime
Minister's Office (PMO).

They hope that Prime Minister
Narendra Modi can offer some tweaks that
would take in account industry's concerns
over some key issues that they said the draft
policy prepared by the department of
pharmaceuticals has overlooked, industry
insiders said.

Members of Niti Aayog are expected to meet
the PMO with the industry's concerns this
week, they said.

The Rs 98,000-crore drug industry has mainly
objected to three proposals in the draft policy
floated last month: one drug one brand,
curbing retailer margins, and mandatory
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bioavailability and bioequivalence (BA/BE)
test for all drugs approved by state regulators
and also future renewals.

The industry said the move to restrict
companies from using different brand names
for drugs with same active ingredient would
affect the marketing reach and business
prospects of drug companies.
Having different brand names gives
accountability to the sales force, and doctors
also prefer brand names to identify a product
with appropriate therapeutic benefit,
companies said.

“Abolition of brand names for single
ingredient drugs will in fact discourage
innovation as companies will be denied option
to distinguish an innovative generic product
from me-too generics,” Indian Pharmaceutical

Alliance (IPA) said in its written note to Niti
Aayog.

“To be credible, the policy should cite
evidence to support its observation that “giving
brand names to generic drugs hampers real
innovation,” it said. ET reviewed a copy of
IPA's letter.

Drug companies have also objected to
mandatory quality control BA/BE tests for all
drugs, including for future renewals of
manufacturing licenses.

Companies say the government should first
establish ample BA/BE study centres and
provide relevant infrastructure before
introducting these requirements.

Source: The Economic Times, 25th September 2017.

O——— GrOK AQO—0

TRYING AND TESTING

What You Should Know Before You Opt for
A Clinical Trial so You Have The Safest
Experience Possible

Clinical trials in India have got a bad
rap, but things are changing, say doctors and
scientists who lead them. “Think of scientific
research as something for the greater good of
humankind; something that benefits society,
even if notimmediately, then in the generations
to come,” says Professor Thangarajan
Rajkumar, head of the Molecular Oncology
department at Adyar Cancer Institute,
Chennai. He speaks with reference to clinical
trials in India, and our reluctance to be a part of
them, perhaps partly because of our country's
history of corruption with regard to them and
partly because there are no sure-shot results.

“India now has one of the most
streamlined systems of research, with strict

ethics committees and a vigilant Drugs
Controller General of India (DCGI),” says Dr
Pooja Sharma, Senior Scientist at Medanta
Institute of Education and Research, and
founder of PARTAKE, Gurgaon, a patient
education programme.

Colin Gonsalves, founder of the Human
Rights Law Network (HRLN), disagrees
vehemently, especially in cases where people
see no way outand cannot afford treatment.

He speaks of unconscionability, when a
legal contract is tilted against a vulnerable
party, in this case, the patient. He hopes to see
the nexus between pharma companies and the
medical fraternity broken.

As long as clinical trials are allowed in India
though, it is worth knowing a few basics if you
are offered one.
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All trials are listed either on the Clinical
Trial Registry (clinicaltrials.gov), a resource
provided by the US National Library of
Medicine or on the Clinical Trials Registry —
India (ctri.nic.in). Every trial has a number you
can identify it with.

Trials are of two types: investigator-
origin trials and pharma- or medical-device-
driven ones. The former is led by an
institution/clinician and could be funded by the
institution itself or by a government agency. In
the latter, research is designed by the
company, the clinicians are chosen by them
and the team of researchers are given a fee by
them. Bilateral agencies may also fund certain
trials, and these may be done through the
governmentor certain NGOs.

Informed consent is at the heart of
enrolment, so it is the participant's right to
know of every aspect of the trial. There is a 16-
point check-list for this, including letting the
patient know of the nature of the research,
what the study is about, what it hopes to prove,
what previous studies say on the subject,
risks, possible benefits, compensation (life
and disability insurance, travel allowance,
compensation for loss of wages).

There is a confidentiality clause that
does not allow the person's name to be
disclosed. A person can opt out of any study at
any point in the process without being
penalised and can continue to have the
standard of care treatment provided.

All expenses of the medical treatment
are borne by the funding agency, including
toxicity management (either due to the new
drug or the standard of care, like chemo).

Every trial will have to be approved by
a government-recognised ethics committee,

consisting of an amalgam of people, ranging
from clinicians, priests, lawyers, sociologists
and social workers. This body of people is
available for the person enrolled in the study.
They also monitor the trial and will take a call
on compensation in case of any adverse
event.

Questions to ask
If you or anyone you know is offered a trial,
ask these questions and insist on the
answers in writing. You may also choose to
runitby alawyer.

What is the drug/device and what is it meant
for?

Has the drug/device been tested abroad or
anywhere else in the country?

What phase is the trial at?
What are the possible adverse effects?

What is the standard line of treatment? (Some
diseases may not have this).

Why am | being offered this trial if there are
already best practicesin place?

Is it going to be a placebo trial and will
treatment given be as per current standards?

Is the new drug/approach in addition to the
standard line of treatment?

What is the cure rate with the standard line of
treatment and will the new medicine enhance
it (if there is some data on this)?

Will it reduce the time spent in the hospital (in
case of a procedure/modality)?
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By joining the trial, what is the level of toxicity |
will be exposed to, and how will it impact my
life? Will the benefit be greater than the
toxicity?

Is it possible to withdraw from the trial without
compromising treatment?

Who will the agreement be with? (It should be
with the funding agency, not an intermediary).

Who is the sponsor? Who is the principal
investigator? Which is the institution that the
research is taking place?

Is there is an insurance policy in place and what
areitsterms?

Source: The Hindu, 2nd October 2017.

O— GrOK AQO—0

USFDA Approves First Test to Screen Zika Virus in Donated Blood

The U.S. Food and Drug
Administration (FDA) has approved for the
first time a test for detecting the Zika virus in
donated blood.

The Zika virus is transmitted primarily
by mosquitos (Aedes aegypti), but it can also
spread through blood transfusion and sexual
contact.

The cobas Zika test, manufactured by
Roche Molecular Systems Inc., is intended for
use by blood collection establishments to
detect Zika virus in blood donations, not for
the individual diagnosis of Zika virus infection,
the FDA said.

“Screening blood donations for the

Zika virus is critical to preventing infected
donations from entering the U.S. blood supply,”
Peter Marks, Director of the FDA's Centre for
Biologics Evaluation and Research.

The testis a qualitative nucleic acid test
for the detection of Zika virus RNA in individual
plasma specimens obtained from volunteer
donors of whole blood and blood components,
and from living organ donors.

The test's clinical specificity was
evaluated by testing individual samples from
blood donations at five external laboratory
sites, resulting in clinical specificity of more
than 99 per cent.

Source: The Hindu, 7th October 2017

O——— GMOR AUKO——0

Drug Makers May Have to Declare 'Ex-Factory' Price on Medicine Packs

With a view to bring transparency in
drug pricing, the government plans to make it
mandatory for pharmaceutical companies to
disclose the MRP as well as a medicine's 'ex
factory' price on its packs of medicines.

The proposal has perturbed
pharmaceutical companies as it will put their

manufacturing cost and profit margins in the
public domain — elements considered part of
their business strategy.

The health ministry has prepared a
notification, suggesting changes to the Drugs
and Cosmetics Rules which, once approved,
would mean drug-makers will have to declare
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the price at which the medicine is
manufactured exclusive of taxes and all other
costs, including logistics, trade margins and
other marketing expenses etc.

The notification is likely to be issued
soon for comments from stakeholders, an
official said.

The industry is concerned that
declaring the ex-factory cost on packs will not
only put them at a disadvantage by giving
away the manufacturing cost to global players,
but also create a trust deficit among the
general public, who may not understand the
nuances behind the gap between ex-factory
and retail prices.

"This is a meaningless move by the
government as it will not serve any purpose
but only project the industry in a poor light. The
layman, who does not understand the
difference between the two, would assume
that the industry is cheating with such a high
MRP," said DG Shah, secretary general,
Indian Pharmaceutical Alliance.

In general, the difference between the
ex-factory cost and MRP is huge. Especially, in
cases of contract manufacturing — which is very
common in India- the gap is often significantly
high .This is because the ex-factory price
reflects only the manufacturing cost to take the
product to the market . Officials say the move
is aimed at primarily controlling profit and trade
margins and bring in more awareness among
consumers to enable them to make an informed
choice. However, the Indian drug
manufacturing industry, already feeling the
pinch of price cap etc, feel any such move may
mean “death ofthe industry”.

The domestic pharmaceutical retail
market is currently pegged at over Rs 1lakh
crore. In 2014 , when the government had
brought in the existing drug pricing regime
17% of the industry by volume was under price
control. However, with more stringent norms
and caps, the purview of price control increased
to 24 % by December 2016, industry estimates
show.

Source: Times of India, 10th October 2017.

O——— GMOR AUKO——0

Trump Promises Action on Drug Prices that may Impact India

US President Donald Trump has
promised to bring the cost of prescription
drugs way down and let other countries pay
more for these medicines in a new policy that
could have implications for India.

He told his Cabinet members at a
meeting at the White House yesterday that the
prices of prescription drugs in the US have
gone through the roof.

"If you look at the same drug by the
same exact company made in the same exact
box and sold some place else sometimesit's a
fraction of what we pay in this country," he
said.

Trump did not mention any country, but
his policy on prescription drugs, which was
discussed during his Cabinet meeting could
have implications for India.

This is because for instance, early this
year India's National Pharmaceutical Pricing
Authority (NPPA) fixed the price of drug eluting
stents at USD 450 and bare metal stents at
uUsSD 110.

NPAA has said that it intends to take
similar measures for other costly medical
devices.
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"The world as usual has taken
advantage of the United States. They are
setting prices in other countries and we are
not. The drug companies frankly are getting
away with murder," Trump said in his opening
remarks.

"We want to bring prices down to
whatever the other countries are paying or at
least close to that," he said.

"They (other countries) are setting

such low prices that we're actually subsidising
other countries. And that's just not going to
happen anymore," Trump said.

"This has been going on for years
where our people are paying so much more. |
don't mean they are paying two per cent more.
They are paying double, triple, quadruple. They
are paying so much more thatitis very unfair to
the United States as usual," Trump said.

Source: ET Healthworld, 17th October 2017.

O— GrOK AQO—0

Price Control Didn't Hit Medicine Availability

Stringent government-mandated
price control has not affected availability of
essential medicines as retail data showed that
sales of such items registered over two-fold
growth in the pharma market.

While the domestic pharma market
grew by 3% between 2015 and 2016, sales of
products under the National List of Essential
Medicines (NLEM) grew by 7% in terms of
volume in the same period, Pharmatrac
AIOCD (All India Organisation of Chemists
and Druggists) data compiled through retail
sales at chemists and pharmacists has
showed.

Prices of medicines listed under
NLEM are capped by the government through
the National Pharmaceutical Pricing Authority
(NPPA).

Not just sales, but the share of price-
controlled drugs in the pharma market also
increased to 24% by the end of 2016 from
17% in June 2014 on a monthly basis.

The data is welcome news to policy
planners as it allays concerns that firms could
curtail production or discontinue drugs under

price control, thereby defeating the
government's objective of making medicines
more affordable.

In 2015, the health ministry revised
NLEM to add over 100 medicines, expanding
the purview of price control. In early 2016, the
government brought critical medical devices,
including coronary stents, under the list.

“The use of medicines listed in NLEM
has risen sharply, fulfilling major objectives of
the DPCO (Drug Price Control Order), 2013,
and NLEM, 2015. It is obvious that the industry
has not shied away from manufacturing or
supplying NLEM products,” said D G Shah,
secretary general, Indian Pharmaceutical
Alliance.

Experts said a few drugs whose
margins were severely impacted and volumes
were low might see reduced availability but
overall, data indicated that price control had
increased accessibility while maintaining
viability.

“Prices are capped based on a formula
which takes care of margins for all supply chain
stakeholders. We also ask companies to
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produce data if they are affected. There are
provisions for revision if margins are hit,” an
official said, adding the government and the
regulator were monitoring data.

The data showed that even in terms of
value, the growth in sales of price-controlled
medicines on a monthly basis surpassed that
of the pharma market. In June 2014, price
controlled drugs worth Rs 789 crore were sold,
which grew to Rs 1,368 crore in December
2016 —arise of 73%.

On the other hand, the overall Indian
pharmaceutical market, which includes
medicines outside price control, recorded a

growth of 38% from Rs 6,636 crore in June
2014toRs 9,132 crore in December 2016.

However, annual data in terms of value
showed a growth of 5% in case of products
under NLEM between December 2015 and
December 2016, whereas the overall market
grew at 12% in the same period. This may be
indicative of MRPs coming down, a source
said. Total sales of India's local pharmaceutical
market is pegged at over Rs 1 lakh crore, of
which price-controlled drugs contribute around
16%.

Source: Times of India, 23rd October 2017

Popular Antacid Samples Fail Quality Tests,

Company Claims they Were Counterfeits

India's apex drug regulator has
flagged Indian drug major Sun Pharma's
popular medicine brands'Pantocid’ and
'Pantocid DSR' for failing quality tests last
month. At the same time, the firm claims the
samples of these brands that were tested by
the regulator were fake imitations of its
products.

Batches of the two antacids have
figured in an alert listing 22 medicine brands
with samples found sub-standard by the
Central Drugs Standard Control Organisation
(CDSCO), the highest authority on medicine
quality in India.

The Pantocid and Pantocid DSR
tested by CDSCO were not manufactured by
Sun Pharma, the official spokesperson for the
Mumbai-based drug maker said.

“They were counterfeit medicines, this has
been verified by additional testing and also an
on-site visit by a joint audit conducted by Drug
Control Department and the Sikkim State

FDA,” the person told ET.

Pantocid is used to treat acid-related
diseases of the stomach and intestine, while
Pantocid DSR is primarily used for acidity,
nausea and vomiting. Both brands have the
second largest share of their respective
categories, according to pharmaceutical
market research company AIOCD
PharmaTrac.

Counterfeit medicines are fake copies
ofa genuine product. They fall under a category
of substandard drugs called SSFFC
(substandard/spurious/falsely-labelled /
falsified / counterfeit).

The samples of the brands in question
failed dissolution and assay tests, according to
CDSCO's latestdrug alert published this week.

Sun Pharma has requested CDSCO to remove
the two brands from its latest drug alert
because the entries “are misleading,”
according to the spokesperson. “At Sun,
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quality and safety of our products is non-
negotiable,” stated the person, adding the
company protects its products against
counterfeits by working with central and state
drug regulators.

Findings of a government survey
conducted between 2014 and 2016 to check
the proportion of substandard drugs in India
had found 3.16% of the samples it tested to be
sub-standard, while 0.02% were spurious.

Another prominent brand CDSCO has
issued an alert on this month is 'Clop' (30gm),
Ahmedabad-headquartered Zydus Cadila’s
topical cream for allegic disorders. Samples of
this cream have failed assay tests, which are
carried out to determine the ingredients and
quality of the product.

The regulator's latest alert also
includes medicines used by patients with
diabetes and high blood pressure. For
instance, samples of hypertension and chest

pain medicine brand 'Amtas-AT 25' by
Ahmedabad-based Intas Pharmaceuticals
have also failed assay tests.

ET is still awaiting responses from Intas
and Zydus Cadila on the regulator's findings

Pantocid (40 mg) captures nearly 20%
of the Rs 627.3 crore pantoprazole market,
while its 20mg tablets has nearly 2%, according
to PharmaTrac. Pantocid DSR captures over
16% of the Rs 769.5 crore domperidone +
pantoprazole market.

Zydus' Clop has the third largest share
of the Rs49.2 crore clobetasol market at a little
over 8%, according to the research firm.

Intas' Amtas-AT 25 figures in the top 10
atenolol+amlodipine brands, with its 50/5 mg
tablets holding 3.34% and its 25/5mg tablets
nearly 1% of the Rs469.1 crore market, shows
data from PharmaTrac.

Source: ET Healthworld 18th October 2017
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EVENTS
INAUGURATION OF IPA-SALEM LOCAL BRANCH
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Prof. K. Chinnaswamy, President, Tamilnadu State Pharmacy Council, Chief Guest
inaugurated IPA Salem Local Branch on 01.07.2017 at Vinayaka Missions College of
Pharmacy, Salem. Thiru. J. Jayaseelan, Vice-President, IPA-Tamil Nadu branch was
the Guest of Honour. Dr. V. R. Rajendran, Vice-Chancellor, Vinayaka Missions
University presided over the function, Dr. B. Jaykar, President of IPA-Salem local
branch and Registrar, Vinayaka Missions University felicitated the function.

During this function a one day Seminar on “Advances in Cell-Based Screening in Drug
Discovery and Development”. Dr. R. Vadivelan, Prof, JSS college of Pharmacy Ooty,
Dr. R. Sowmiya, Director, Greensmedlabs, Chennai and Dr. Karthi Natesan, Chonbuk
National University, South Korea were the resource persons and delivered the lectures
on cell based screening of drugs. Around 200 delegates from various pharmacy
colleges and life science courses were participated in this program. Prof. Dr. R. Kothai,
Dept. of Pharmacology proposed vote of thanks.
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PHARMACIST DAY CELEBRATION

The world Pharmacist Day was celebrated on 25th September 2017 by IPA TN
branch. During this programme an awareness programme on the subject of “Your
Pharmacistis at your service” was organised at various places in and around Chennai
city like Marina Beach, Besent Nagar Beach, Anna Nagar, Ashok Nagar, Old
Mahabalipuram Road, Tambaram, Perambur and Puducheery. The celebration
concluded with valedictory function at Hotel Savera, Chennai. Dr. D. Natarajan,
Pharma Consultant, gave a lecture about the role of Pharmacist in development of
medicinal plant and various system of medicines like Ayurveda, Siddha and Unani.

Further at Faculty of Pharmacy at Dr MGR Medical University, Maduravoyal,
Chennai. Mr. M. M. Yousuf the past president IPA(TN) and Dr. hari Krishnan, Principal
of the College organised a gathering to highlight, the Role of Pharmacist and their
important in Research area of Healthcare. The function was attended by the
president of the University Mr. E. V.S Arun Kumar, Mr. K. Ravi Kumar, Secretary and
Dr. Shanwas Khan, Medical Director.
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