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Prlmum non nocere” (First do no harm)

Hlppocrates 500BC
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Pharmacovigilance

Pharmacovigilance 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”

The Safety of Medicines in Public Health Programmes: Pharmacovigilance an essential tool, World

Health Organization, 2006
Ra;ID Do not copy © 4
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Objectives of
Pharmacovigilance

e Improve patient care and
safety

e Improve public health and
safety

e encourage safe, rational and
appropriate use of drugs

e promote understanding,
education and clinical training
In pharmacovigilance

November 2, 2007
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Pharmacovigilance
Reporting Process
(movement of information)
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lllustrative Representation of National
Pharmacovigilance Programs

National Pharmacovigilance Program
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lllustrative Representation of National
Pharmacovigilance Programs

Policy Recommendations and
Fine tuning of Public Health Programs
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Impact of ADRs in USA

« 1.2 million hospitalized patients in
20041

« Cost of drug-related morbidity and
mortality >$177.4 billion?

 ADRs are the 4th - 6th leading
cause of death3

1 Exilhauser, Owen AHRQ 2007
2 Ref. Ernst & Grizzle J Am Pharm Assoc. 41: 192(2001)
3 Lazarou et al JAMA 1998;279: 1200 - 1205

November 2, 2007
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Examples of Product Recalls
and Product Safety Concerns

* Even developed countries with stringent regulatory
authorities, have withdrawn several drugs from the
market in the past few years

« Experience/data shows 4% to 5% of drugs on the
market are withdrawn and about 20% receive ‘black
box’ warnings (safety concerns not previously
identified)

Drug Year Examples of Serious and
Unexpected Adverse Events

Leading to Withdrawal of Drug

Thalidomide 1965 Fhocomelia
Practolol 1975 Sclerosing pentonitis
Clioguinol 1970 Subacute nedropathy
Benoxaprofen 1982 Mephrotoxicity, oncholysis,
cholestatic jaundice
Terfenadine 1997 Torsade de pointes
Rofecoxib 2004 Cardiovascular effects

November 2, 2007
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Importance of
pharmacovigilance

 Complete safety data (especially for
unexpected and serious adverse
events) can only be captured
through pharmacovigilance

|t cannot be captured through
clinical trials which are conducted In
an “artificial environment.”

— In clincial trials

e patients are not taking any other
medications

* do not have concomitant infections

 are taking the drug short-term (during the
duration of the trials only) and

« are not part of vulnerable groups (e.g.,
children, pregnant women, elderly, etc.)

Ra;ID Do not copy © 13
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Safety concerns with
Anti-Retrovirals

Product Potential ADRs and Risks

Abacavir Hypersensitivity, potentially fatal,
up to 5%

Didanosine « Pancreatitis — often fatal, very

difficult to manage
* Neuropathy

Indinavir  Lipodystrophy--disfiguring change
Ritonavir of fat distribution identifies HIV+
Saquinavir patients on ARV treatment

» Leads to discontinuation

» Severe skin reactions — potentially
fatal

Safety of ARVs in pediatrics Is
largely a 'black box’

November 2, 2007
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PROMOTING SAFETY
OF MEDICINES
FOR CHILDREN

Adverse effects associated with
antiretroviral medicines have been
reported to occur in up to 30% of HIV-
Infected children on antiretroviral
therapy. [Examples of ADR’s included]:
hepatotoxicity, raised serum amylase
without symptomatic pancreatitis,
zidovudine-(AZT-) induced anaemia,
nevirapine- (NVP-) induced

rash, didanosine- (ddl-) induced pain in
the abdomen, stavudine- (d4T-) induced
angioedema.

Most of the adverse effects are
reversible by modifying the dosaqge
or omitting the offending medicine.




Importance and
URGENCY of

pharmacovigilance

We are accelerating the use of new drugs
In new environments, which are mostly
devoid of pharmacovigilance activites

e Faster scale up of public health programs due
to availability of new funding from major
donors such as the Global Fund, World Bank,
PEPFAR, UNITAID, etc

 New drugs are reaching developing countries
In greater numbers and more quickly because
of new funding from several donors, including
the Bill and Melinda Gates Foundation

November 2, 2007
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Current Status of
Pharmacovigilance

IN MOST DEVELOPING
COUNTRIES, THERE IS
PRACTICALLY NO CULTURE OF
PHARMACOVIGILANCE

AND DRUG SAFETY.

AS A RESULT, THERE IS ALMOST
NO EVIDENCE ON THE SAFETY OF
DRUGS IN PUBLIC HEALTH
PROGRAMS.

November 2, 2007
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Top Ten Contributors to
WHQO Database

OTHER 11%

NLD 2%

THA 2%
SWE 2%

ESP 2%

AUS 5%
USA 48%

FRA 5%

CAN 5%

GBR 12%

Globally, only about 500,000 to 600,000 adverse

event occurrences are captured annually—
developing countries account for less than 5% of all

ADR data

Only developing country represented is Thailand
which started pharmacovigilance in 1983

Ra;ID Do not copy © 19
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Current Status of PV In Africa

Strong
P'vigilance
Capacity

Weak
P'vigilance
Capacity

Source: UMC Analysis
November 2, 2007
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Current Status of PV In Africa

Strong
P'vigilance
Capacity

Data is Gathered,
Analyzed, Shared and
Processed into Policy

Data is Gathered,
Analyzed, Shared

Data is Gathered

May have an office or
a person, areporting
form, but minimal or

no activity

Weak
P'vigilance
Capacity

Source: UMC Analysis
November 2, 2007 y
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Current Status of PV In Africa

Strong
P'vigilance
Capacity

Data is Gathered, outh Africa, Algeria,
Analyzed, Shared and [ Morocco, Tunisia
Processed into Policy

Data is Gathered,
Analyzed, Shared

Ghana, Tanzania,
Zimbabwe, Nigeria

Data is Gathered Mozambique, Uganda,
Sierra Leone,

Madagascar

Botswana, DRC, Eritrea,
Ethiopia, Cameroon,
Senegal, Zambia + all
other African countries

May have an office or
a person, areporting
form, but minimal or

no activity

Weak
P'vigilance
Capacity

Source: UMC Analysis
November 2, 2007
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Summary of Key Points--
Pharmacovigilance in PHP

e |t has to be done—there are
significant risks and deaths
assoclated with it

It must be established urgently
(in existing and new treatment
programs)

e How do we do this? What Is
the RaPID Approach

November 2, 2007
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“All things are a poison and none is without poison;
it is the dose that determines it is a poison.”
Paracelsus "father" of toxicology (1500AD)




RaPID Overview

Current situation in country
RaPID’s Approach
Mission
Principles
Process
Activities

November 2, 2007
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Mission

e To conduct pharmacovigilance on
behalf of public health programs

and

e To strengthen national
pharmacovigilance capacity in
developing countries

November 2, 2007
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Guiding Principles

e Establish complementarity with National
Programs

e Strengthen local capacity

 Focus on the big three killers (AIDS, TB,
Malaria)

e Focus on the most vulnerable
populations

 Implement quickly using a ‘RaPID™
Force’—in months, not years

 Leverage IT to connect global specialists

* Use the findings to formulate policies
for patient safety

 Ensure sustainability

November 2, 2007
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RaPID Overview

Current situation in country
RaPID’s Approach
Mission
Principles
—>Process
Activities
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3 Key Activities of the
RaPID™ Program

6uueus releq

Data Gathering
4 ncounty

November 2, 2007
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Overall Architecture of RaPID™ Program
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RaPID™ Process Flow

RaPID Office
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Key activities and roles of partners

Implementing Orqg

Analyze Pharmacovigilance Capacity In-Country

Assess Public
Health Programs
for HIV/TB/Malaria

Assess Assess Donor
Pharmacovigilance And Partner Support
Capacity of Country for Pharmacovigilance

Develop a Customized RaPID Pharmacovigilance Approach for Prog

Co-Develop RaPID

Pharmacovigilance Establish a Customize Establish RaPID
Protocol For ADR Infrastructure
Approach Implementin f In-Count
for Country p g orms n-Country
RaPID
Gather Data and Ensure Quality
WHO/UMC
WHO/UMC to to Train Dedicated Data Data
Train New Country ‘RaPID Force’ Screened Transferred to
In-Country Program to Gather ADR/ for Accuracy / RaPID’s Data
RaPID Staff Officers and Data and Quality Entry Office
PV team

Analyze Data

Enter ADR g;l?sd;ﬁ; Share Reports
Data into Assessments with Global
National Vigiflow® Experts for
Database Eel PEEIVEs Review
Reports

Provide Support for Policy Change

In-country
PV Dept,
WHO, RaPID
team

ram

In-country
PV Dept,
WHO, RaPID
team

Present Analysis Provide
and Findings Support Sgall(r)%;?ta
to the Country in Policy y
Program Generation

UMC, WHO,
Swissmedic,
In-country
PV Dept,
RaPID team

RaPID Data
entry team,
In-country
PV Dept,
UMC, WHO

In-country
PV Dept,
WHO, UMC,
Swissmedic,
RaPID team
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www.rapidpharmacovigilance.org

-n.'ﬁl"‘lﬁé+ \
2 Upload
1P ADR
O RallD FApStS

RAPID PHARMACOVIGILANCE IMPLEMENTATION IN DEVELOPING COUNTRIES

HOME | MISSION | CURRENT SITUATION % | OURAPPROACH | PARTNERS | TEAM | PUBLICATIONS ‘® | CONTACTUS

ﬂ INDIAN INSTITUTE OF HEALTH MANAGEMENT RESEARCH

-

tie UPPSALA
MONITORING
CENTRE o 2
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Current Consortia Partners

ebaifings ISR
Uppsala Monitoring Centre (UMC)

An independent centre of scientific excellence, the Uppsala Monitoring
Centre is responsible for the collection of data about adverse drug reactions
from WHO member states from around the world, and the generation of
signals of drugs which might possibly have problematic side-effects.
Currently 82 countries are actively contributing to the database.

| F—

Indian Institute of Health Management Research (IIHMR)

Established in 1984 in Jaipur, IIHMR is the first of its kind of institution in
India, with attention solely focused on health systems management. The
Institute undertakes training, research and consultancy in health
management and has collaboration with international organizations such as
UNFPA, UNICEF, @ WHO, World Bank, ODA, DANIDA, KFW & GTZ,
NORAD, CARE and USAID. International collaborations have been
established with University of North Carolina, USA to offer masters
programs to candidates from South-Asia.

Ecumenical Pharmaceutical Network (EPN)

The Ecumenical Pharmaceutical Network (EPN) is an independent,
apolitical non-profit Christian organization that works with its 80 pan-
African members to provide health services in 31 countries. EPN's
ultimate beneficiaries are in line with the 'Health for All" ideal; however
there is a specific emphasis on the poor and the marginalized. The
members include Christian Health Associations (CHAs) and Drug
Supply Organizations (DSOSs).

wowissmedic will collaborate with RaPID on a project basis with a focus

on Vigiflow® ‘-P
RalID Do not copy © 38
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WHO
MEDICINES STRATEGY

COUNTRIES AT THE CORE

2004-2007

November 2, 2007
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Complementarity to current
WHO Medicines Strategy

Quality and safety: assuring the quality
and safety of medicines by strengthening
and implementation of regulatory and
quality assurance standards, with a focus
on

-3 Assuring the quality, safety, and efficacy of
priority medicines, especially for HIV/AIDS,
TB, and malaria, by establishing standards and

training tools.

Support to national drug regulatory authorities

through asseszment, information exchange,

and capacity building.

Support to ensure that countries are able to
carry out post-marketing safety monitoring
of new medicines such as ARVs and

antimalarials which are scheduled for use

among populations on a wide scale.

Novembe?G02 @307 WHO Medicines Strategy

Ra;ID Do not copy ©
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Achieving WHO Expected Outcomes

Excerpt from WHO
Medicines Strategy:

Meeting the challenges 2004-
2007

Over the next four years WHO
will:

Promote pharmacovigilance RaPID appro
through activities and Annual is a way to
Meetings of the National
Centres participating in the accelerate the
International Drug Monitoring plementation
Programme. armacovigilan

Collaborate with existing B N GO
pharmacovigilance centres
for capacity building in
countries currently not included
in the Programme.

It is, in effect,
helping to
operationalize
HO’s vision a
strategy

Maintain normative activities,
including the annual meetings
of the Advisory Committee on
the Safety of Medicinal
Products and the production of
guidelines in the Safety of
Medicines series.

Increase efforts to provide
training in pharmacovigilance.

November 2, 2007
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Enter a new report

From the top menu, choose report handling — new report you will then be given
the choice between entering a standard case or a parent child case (if your report

CONCEINs two Persons).
The left hand menu while entering a new report 15 shown below.

The first page shown is the report info page. Enter known

contacts

data in the fields given on this and the followmng pages. The

give feedback . .
order of work is shown in the left hand menu. To move to the

user guide
next page as shown in the menu, either click in the menu or

n click on next at the bottom of the page.
. report info

patient  The page overview shows the entered data and there it will

tests and : . .
procedures | also be seen if any mandatory fields are nussing, or if errors

3. medical histary | have been found in the entered data.
4 reactions
5 drugs Do not forget to save the report regularly. While saving it 1s
& assessment  also possible to add or edit the report comments and to
7 OvErYiew
generate a report Id (unless the report already has an Id).
&, Save
a, print report | When a report has been opened for editing, it will be seen as

checked out for all other users on the list reports page. To make
the report available for everyone again the user has to check in the report. To do this
choose report handling — list reports in the top menu, find the report in the st

and click on the link check in next to the report.

November 2, 2007
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Appendix 2

List of reports page

e UPPSALA
MONITORING
CENTRE

raport handling saarch

New report

List of reports

send report

Interface Overviews

and statistics axt

list reports

To display the reports that are to be

assessed, click on list reports.

regional centre
(2]

sort by

cortacts
EREE e After specifying your search criteria, press the refine botton fo see all reports to be assessed.

user guids
receive date
From to

(dd rnm ooyl (dd rrm ooy

report 1d
fram to Z008-00023

include reports under regional assessment

refines clear form

This code
(year - five

digits) is the
report Id.

prirt s=lecked reports sel=ct all

Header

Recsive date s

@ FLE Ora

Fegional Centres
cannot search on
List of reports

pags-

clear selected

To view a repoct in the list,

click on the wrew icon.

Reports with suggested ADAs andfor drugs from the UMC

Reccive dote

To commit a complete
repaort, click on the

2005-00005 test

27 D1 20065 (158] @ q

conemeit icon. (Not for

Reports under central assessment

Header

To add comments

Receive date

to & report, click on []2005-00007 Urcodedtest-drug [

25 01 2005 (157] 5 O, "or)

the comeament icon 2005-00006 testUnoadedirag D

253,13”;';671 B QED

Fegional Centze.)

Created by Checked outby
B nchzsher

B "7

and edit.

<@ mA TS §

Toseta repoft as a

[]200s-00013

—
Test uncoded 2006-01-27 g To open a report in the

L55]

B "ty duplicare, click on the

[[]2005-0000%

[[]2005-00011 Test - send to NG [0

Tast-Titls changs NC 2uus-:L-_l1£t click on the e icon.

L=s]
T 2T (155)

[Fcheckin rg duplicate icon. (Mot for

i Fegional Centre))

D 200&-00047

datz check afer reassess D

29 D1 2006 (153]

[]2008-00022 AT [Z) test 1-2-3 D

3L 01 2005 ([151)

[[]2006-00023 AL audit trail test 1-2-3 D

3101 ZonG {151)

|
-

testing 2006-02-01 Dl
tact 2005-02-05 [ |

To print several

reports in the list,

To pant a repoct in the List,
click on the pninticon.

Click on the link check in
when you have finished

(510, ' 5 | |
w ot ot T e ot o

B0 D[ 0D | &0 e
EIE;@
: /J‘
\V/ [ o

—J(Las]

check the boxzes and
click the prins sefected
reperis hutton.

Reports under regional assessment

editing a repost, to make
it availzble to others.

~—

Header change date Created by Checked out by

Test-Mew report 30 06 Z00& rctescer rctescer
2006-00010 Test report [d 2006-01-27 1A D5 Z0" t’__.__\ rotester rotester

tast - new repart To delete a ceport in the List, click on rctaster rctaster
Z006-00012 Test-Report 1d (no delets) 2 the frarhicon. You can o;ﬂT delete retecter retecter

Empky report reports you have created yousszelf and rotester?
2008-00004 Tasthicz only reports without a report Id. rotester rote ster
2005-00016 Test-1E+rce a— rotester

prirt selecked reports salzct all

November 2, 2007

clear selected

™

RallD

Do not copy © 48



Report info page

To give feed-
back to #he
UMC at any
time dusing

the process,

To stact entecing a repost, select new
report from the top mean.

The top mennu contains general
functions for handling reports,
eg listing and sending reports.

ihe UPPSALA report handling | | search and statistics | | exit
MONITORING :
CENTRE new report send report list reports

click on the
Sive feedback
link

cortacts
give fesdback

user guids

report info

patiert

tasts and

procedures

Erf C?::Pliﬁe . medical history
duecl::gh.tie reactions
steps given in drugs
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term and cocrespoading
information from the

feport.
a repart info
I patiert
2 tasts and

procedures

3. medical history

4. reactions
i drugs
&, ascesemaent
T OWEFY B
5, LR

2 prink report

For WHO-ART users it
15 possible to suggest a
aew texm by clicking on
the swier mew ferme link, of
an appropridte reaction
15 not found.

e UPPSALA report handling saarch and statiskics Bt
MONITORING
CENTRE

new report send report list repoits

reme - ———
Here you can switch between
redctions that you have entered,
no 1D - no headar to add more mfoermation on
each reaction.

Reaction{s) / event(s)

dets Cycpspsis
gefzdz  Nouses meve wp
dedsts Diarrhoea geoue oo

If you click on the link weve ap

|%
fig
lis
B
2
3
e

in 2 specific order.

yvou can choose to sort the terms

To add s new reaction,

click on the 444 wew
reaciion link. The reaction showa hese iz the
one you have chosen above.

/|

November 2, 2007

7:n5 et date of o end date of reaction

——

Reoction J event [}

reaction term | [Teeds zearch term (1]

enter new term [T

reaction

[dd mm cowy ) idd mm o coy )
duratien of | | w |E [+
reaction
cutcome of O recoveredirecolved ) fatal - unrelated to reackion chaar
reaction . . .
lC-"rranl::l:-\-nanr|ng.-’rrasn:ull‘-'lng ) fatal - reaction mar be contnbotory
O recovereddresolved mith sequeale € fatal - due to reaction
oot recoveredsnot resolved ) unknown
treatment of | 7
reaction

Relatedness of drug to reaction
This 15 the cansality
assessment. It is
avadable on both
reactions and

drugs page.

Dyspepsia

A
|

|
|

Diarrhoea | o |'@‘
|

|

HNausea

check ertriac nest

™

RalID Do not copy © 50
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