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ADR Detection

Subjective report

Patient complaint

Objective report

Direct observation of
event

Physical exam

Abnormal findings

Laboratory test

Diagnostic procedure
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(Lazarou J. et al., 1998)
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Despite the rigorous process for drug approval and regulation,
several important medications (more than 30 agents) have
been removed from the market because of serious ADRs over
the past 30 years.




Comparing pre- and post-marketing

paradigms
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Preapproval

People running and participating

in the trials are on the alert for
problems resulting from taking
an "experimental” drug

Large-scale, randomized phase
Il drug registration trials have
robust processes to document
adverse events

Drug companies are highly
motivated to quickly get these
trials fully accrued and
completed

Drugs are guilty until proven
innocent

In a postmarketing setting, things are

very different—and more challenging

Postmarketing

% People assume drugs are safe
and often ignore toxicities or do
not associate them with the

right drug or any drug at all

© Adverse event reporting is
dependent on patient/physician
perception, and initiative is an
inadequate sensor

% Drug companies are in an
“innocent until proven quilty”
mode and not incented to
quickly ferret out causalities

% Drugs are innocent until
proven guilty
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History of ADR Reporting

Thalidomide disaster in eatly 1960s
provided the catalyst for development of

drug safety legislation worldwide @_\

In 1963, the UK Committee on Safety of
Drugs (CSD) was formed.

In 1964, the wotld’s first ADR reporting
system was established by the CSD.

e

1968, WHO Programme for International
Drug Monitoring was started.
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Number of UK spontaneous suspected adverse drug
reaction reports received 1964-2006
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*In 2000, a large number of reports were received because of a nationwide meningitis C vaccination
campaign, in which we piloted Yellow Card reporting by nurses, and because of the introduction of
bupropion (Zyban) for smoking cessation, which continued into 2001 (1).




The WHO Programme for International Drug Monitoring

Year

2014

2012 |

2010
2008
2006
2004
2002
2000
1998
1995
1993
1991
1987
1984
1976
1974
1972
1968

' =

L1

1

20 40 60 80 100 120
Number of countries reporting to WHO database of ICSRs, VigiBase

140
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Countries participating in the WHO Programme for International Drug
Monitoring, with year of joining.

Full Member Countries [125)

Afghanistan 2016
Andorra 2008
Angeola 20132
Argentina 1554
Armenia 2001
Australia 1968
Austria 1951

Bangladesh 2014
Barbados 2008
Belarus 2006
Belgium 1577
Benin 2011
Bhutan 2014
Bolivia 2013
Botswana 2009
Brazil 2001

Brunei Darussalam
2005

Bulgaria 1975
Burkina Faso 2010

Cambodia 2012
Camercon 2010
Canada 1968
Cabo Verde 2012
Chile 153585

China 1992
Colombia 2004
Dem Rep of Congo
2010

Costa Rica 1991
Cote d'Ivoire 2010
Croatia 15952
Cuba 1994

Germany 1968
Ghana 2001
Greece 1350
Guatemala 2002
Guinea 2013

Hungary 1590

Iceland 1950

India 1998

Indonesia 1330

Islamic Republic of Iran 1998

Irag 2010
Ireland 1952
Israel 1373
Italy 1975

Jamaica 2012
Japan 1972
Jordan 2002

Kazakhstan 2008
Kenya 2010

Republic of Korea 15992
Kyrgyzstan 2003

Lao People’s Democratic
Republic 2015

Latvia 2002

Liberia 2013

Lithuania 2003

The Former Yugosiav Republic of
Macedonia 2000
Madagascar 2009

Oman 19935

Panama 2016
Feru 2002
Philippines 1995
Poland 1872
Portugal 1993

Romania 1976
Russian Federation
1998

Rwanda 2013

Saudi Arabia 2009
Senegal 2003
Serbia 2000
Sierra Lecne 2008
Singapore 19393
Slovakia 1993
Slovenia 2010
South Africa 1992
Spain 1984

Sri Lanka 2000
Sudan 2008
Suriname 2007
Swaziland 2015
Sweden 1968
Switzerland 1991

United Republic of
Tanzania 19532
Thailand 1984
Togo 2007
Tunisia 19593
Turkey 19387
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v In Confidence M%é
COMMITTEE ON SAFETY OF MEDICINES SUSPECTED ADVERSE DRUG RE ACTIONS MEDICINES CONTROL AGENCY

If you are suspicious that an adverse reaction may be related to a drug or combination of drugs please complete this Yellow Card. Please report all
adverse reactions for black triangle (V) drugs and only serious adverse reactions for established drugs. For additional reporting advice please see page
10 of the BNF or the MCA website www.open.gov.uk/mca/mcahome.htm. Do not be put off reporting because some details are not known.

PATIENT DETAILS Patient Initials: Sex: M/ F Weight if known (kg):

Age (at time of reaction): Identification (Your Practice / Hospital Ref.)*:

SUSPECTED DRUG(S)

Give brand name of drug and

batch number if known Route Dosage Date started Date stopped Prescribed for
SUSPECTED REACTION(S) Outcome

Please describe the reaction(s) and any treatment given:

Recovered [ ]
Recovering []
Continuing [ ]

Date reaction(s) started: Date reaction(s) stopped: Other =
Do you consider the reaction to be serious? Yes / No

If yes, please indicate why the reaction is considered to be serious (please tick all that apply):

Patient died due to reaction Eoi] Involved or prolonged inpatient hospitalisation =
Life threatening = Involved persistent or significant disability or incapacity |
Congenital abnormality [ Medically significant; please give details:

* This is to enable you to identify the patient in any future correspondence concerning this report
Please attach additional pages if necessary
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OTHER DRUGS (including self-medication & herbal remedies)
Did the patient take any other drugs in the last 3 months prior to the reaction?  Yes / No

If yes, please give the following information if known:
Drug (Brand, if known) Route Dosage Date started Date stopped Prescribed for

Additional relevant information e.g. medical history, test results, known allergies, rechallenge (if performed), suspected drug interactions. For
congenital abnormalities please state all other drugs taken during pregnancy and the date of the last menstrual period.

REPORTER DETAILS CLINICIAN (if not the reporter)
Name and Professional Address: Name and Professional Address:
Post code:
Post code: Tel No: Tel No: Speciality:
Speciality: If you would like information about other adverse reactions
Signature: Date: associated with the suspected drug, please tick this box |::|
Send to Medicines Control Agency, CSM FREEPOST, LONDON SW8 5BR or if you are in one of the following NHS regions:
to CSM Mersey, FREEPOST, Liverpool L3 3AB or CSM Scotland, CARDS, FREEPOST, Edinburgh EH3 9YW
or CSM Northern & Yorkshire, FREEPOST 1085, Newcastle upon Tyne NE1 1BR or CSM Wales, FREEPOST, Cardiff CF4 1ZZ

or CSM West Midlands, FREEPOST SW2991, Birmingham B18 7BR
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Where to send the reports?

L 4yl 2 A_ua\_,al_quaJ\_,cngJ_i_,u_a_\’ KJ.A
JJ\J 9 \Jsc_\_ajt.a_a—s\.a_m_,_a _,d_x_i;_q J_\J.J
S Jidsel 5 glaya @bl ag @yl Gy

Tel: 021-88895208

Fax: 021-88914744

Mail box: 17775-466
E-mail: iadrmc@fda.gov.ir

“Please place all forms in special boxes located in the pharmacy
or nurse station of each hospital ward.”
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SUMMARY

What is known and Objectives: Ceftriaxone, a third-generation
cephalosporin antibiotic, is used for a vast variety of infec-
tious diseases. Different types of adverse reactions are
reported to be induced by ceftriaxone; however, there is lim-
ited published information on spontaneous adverse reactions
collected by a national pharmacovigilance centre. This study
was conducted to evaluate ceftriaxone-induced adverse drug
events, registered in the Iranian pharmacovigilance database
during a 10-year period, and to identify preventive measures
for reducing ceftriaxone-induced adverse events.

Method: All adverse events registered in the Iranian pharma-
covigilance database from 1998 through 2009 were screened
for ceftriaxone-related adverse events. The extracted data were
categorized based on patients” demographics and previous
history of allergic reactions to antibiotics. Assessment of
system—organ classes, seriousness and causality of reactions
was performed according to World Health Organization scale.
The preventability was analysed based on Schumock

What is new and Conclusion:

Severe and life-threatening adverse reactions induced by cef-
triaxone are of great concern. Rapid intravenous injection,
unlabelled use and previous patient history of allergic reac-
tions to cephalosporins or penicillins are risk factors that
should be guarded against.

WHAT IS KNOWN AND OBJECTIVES

Ceftriaxone, a semi-synthetic, third-generation cephalosporin
antibiotic, has a wide spectrum of activity and is used for a vast
variety of infections. Ceftriaxone is the drug most frequently
associated with safety signals in the Iranian National Pharmaco-
vigilance (IPC) database.! Adverse drug events (ADEs) induced
by ceftriaxone may occur in about 10% of patients receiving
the product, but have led to drug discontinuation in <2% of
these patientf;‘2 Immunoglobulin E-mediated hypersensitivity
reactions to cephalosporins may occur because of antibody
complexes with the beta-lactam ring or various cephalosporin
side chains.? Anaphylactic reactions from cephalosporins are
. . . 4
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