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Presentation Overview

• HPRA / EMA

• Licensing Process

• Vaccine Pharmacovigilance

• HPV Vaccine (Gardasil) Licensing and Safety

• Adverse Drug Reaction Reporting



Areas covered by the HPRA Regulatory Role

Legal frameworks have evolved and expanded the regulatory 
role across a range of areas over the past 20 years







Scientific committees:
• Committee for Medicinal Products for Human Use (CHMP)
• Pharmacovigilance Risk Assessment Committee (PRAC)
• Committee for Medicinal Products for Veterinary Use (CVMP)
• Committee for Orphan Medicinal Products (COMP)
• Committee on Herbal Medicinal Products (HMPC)
• Paediatric Committee (PDCO)
• Committee for Advanced Therapies (CAT)

• Biologics Working Party (BWP)
• Patients' and Consumers' Working Party
• Quality Working Party (QWP)
• Safety Working Party (SWP)
• Scientific Advice Working Party (SAWP)
• Biosimilar Medicinal Products Working Party
• Biostatistics Working Party
• Blood Products Working Party

• Cardiovascular Working Party
• Central Nervous System Working Party
• Infectious Diseases Working Party
• Oncology Working Party
• Pharmacogenomics Working Party
• Pharmacokinetics Working Party
• Rheumatology/Immunology Working Party
• Vaccines Working Party (VWP)

Working parties of Experts: 

European Medicines Agency (EMA)



Centralised Licensing Process

 Application to EMA

 CHMP Rapporteur and Co-Rapporteur

 PRAC Rapporteur and Co-Rapporteur

 Peer Reviewer 

 Assessments/recommendations CHMP/PRAC  (210 
days)

 Approval by EU Commission (SPC/PL)

 Post-market surveillance/Pharmacovigilance 



Gardasil Summary of Product Characteristics/
Package Leaflet

• Most common adverse reactions observed in Clinical Trials were injection site

reactions and headache (mild to moderate)

* Postmarketing Events



Licensing of Vaccines

• Pre-Clinical Assessment

• Quality Assessment

– Formulation, Manufacturing Process

– Compliance, Specifications

• Clinical Assessment

– Immunogenicity

– Efficacy

– Safety



Vaccine Licensing and Safety

Dynamic Balance of Risks and Benefits

• Real

• Perceived

Risks

Benefits



Factors Contributing to the Licensing and Safety 
of Vaccines

Vaccine 
Intrinsic External/Host



Vaccine-Intrinsic Factors

• Type of Vaccine

– e.g. Live attenuated, Inactive/Toxoid, Subunit, 

Recombinant

• Adjuvants, Stabilisers, Preservatives

• Combined Vaccines 

• Vaccination dosing and schedule

• Route of administration



External/Host Factors
• Disease Epidemiology

• Age-groups

– Paediatric/Adult/Elderly

• Sub-Populations

– Pregnancy

– Immunocompromised

• Medical/Vaccination History

– e.g. previous vaccines and vaccination sites

• Vaccination Schedules



Vaccine Licensing and Safety
• High level of safety required and tolerance of risk low

– Healthy population

– Public perception of disease

– Mass immunisation/Subpopulations

• Causality assessment  of an adverse event may be difficult

– Temporal association

– Dechallenge/Rechallenge

– Multiple Vaccines

• Complex biological products with complex manufacturing processes

– Multiple antigens, live organisms, adjuvants, preservatives, stabilisers

• Communication

– Media/Internet/Campaign Groups



Vaccine Safety



Vaccine Safety 

Anti-Compulsory Vaccination Hymn (Late 1800s)

Brothers in heart united/Raise we our voice today/Now let our vow be
plighted/To sweep this law away./Say shall our little children/Suffer around us
still,/Curs’d by a cruel custom/Doomed by a despot will. Brothers, we’re
marching onward/Progress lies on before;/Fain would the hand of
terror/Close up the burning door./Seizing our new-born infants,/Blighting
their lives with pain;/Filling their veins with poison,/Tainting each tender
brain Brothers, our fathers suffered,/Died that we might be free;/Died that a
faith unfettered,/Right of each soul should be,/Yet doth a dark
superstition/Peril the health of all;/Built on the sands of error,/Pray we it soon
may fall!

Source: The Historical Medical Library of The College of Physicians of Philadelphia.



Media
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Vaccine Pharmacovigilance

• Vaccine Pharmacovigilance defined as “the science and

activities relating to the detection, assessment,

understanding and communication of adverse events

following immunisation and other vaccine or

immunisation related issues and to the prevention of

untoward effects of the vaccine or immunisation”

CIOMS/WHO Working Group on Vaccine Pharmacovigilance 2012.
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Legal Framework 

Directive 2010/84 EU : Regulation (EU) No 1235/2010

Adverse Reaction : noxious and unintended effects resulting not only from the
authorised use of a medicinal product at normal doses, but also from medication
errors and uses outside the terms of marketing authorisation, including the misuse
and abuse of the medicinal product.”

There is at least a reasonable possibility of there being a causal relationship
between a medicinal product and an adverse event

Adverse event following Immunisation : any untoward medical occurrence
which follows immunisation and which does not necessarily have a causal
relationship with the usage of the vaccine. The adverse event may be any
unfavorable or unintended sign, abnormal laboratory finding, symptom or
disease”
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Gardasil Safety Monitoring
• To end of April 2017, 1087 adverse reaction reports received by HPRA

• Majority of national reports have been non-serious and consistent with adverse
events as described in the product information:

– Including injection site reactions, headache, myalgia, fatigue, malaise,
gastrointestinal symptoms and skin reactions.

– Hypersensitivity reactions including a small number of anaphylactic-type
reactions reported.

– Vaccination related events of dizziness and syncope frequently reported

– Some reports describe a range of symptoms: changes in menstrual cycle,
concentration tiredness, joint pain, numbness, seizures, weight gain/loss

• National data pooled at a European database (Eudravigilance) with global
reports data for signal detection activities.



Gardasil 

• 1087 suspected Adverse Reaction Reports received
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Evaluation of Pharmacovigilance Data

SAFETY

MONITORING

Decision
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signal
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Risk
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Benefit/Risk 
evaluation



Data Collection and Analysis
• Data Collection

– Formal Studies

– Routine Surveillance

• Standardised case definitions, reporting, investigation and assessment
allows merging/comparison and exchange of data

• Background incidence rates - A critical aspect of the analysis of
spontaneous reporting data and data from studies is the collection of
background information on incidence of Adverse Events.

• Assessment of causality for events associated with vaccines aided by
knowledge of their background incidence rates. (Observed vs.
Expected analysis)



Regulatory history : Gardasil
Commission authorisation 20/9/2006

• Approximately 216,500,000 doses distributed and 72 million subjects 
vaccinated since market introduction

• Approved in 132 countries world-wide. No registration revoked or 
withdrawn for safety reasons

Post Marketing Evaluation:

• Cumulative safety data on all suspected adverse reaction  reports 
included in the EV database,

• Published medical literature/Epidemiological studies and additional 
clinical trial results 

• Assessments of Periodic Safety Update Reports (PSUR’s) which the 
company was required to submit to the competent authorities at 
defined intervals 
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Incoming PSUR (Incoming Centralised) Gardasil 19/01/2017 FINALISED

Incoming PSUR (Incoming Centralised) Gardasil 02/02/2016 FINALISED

Incoming Article 31 PRAC Referral HPV vaccines January 2016 FINALISED

PSUR (Incoming Centralised) Gardasil 09/12/2014 FINALISED

PSUR (Incoming Centralised) Gardasil 22/01/2014 FINALISED

PSUR (Incoming Centralised) Gardasil 30/01/2013 FINALISED

PSUR (Incoming Centralised) Gardasil 10/10/2011 FINALISED

PSUR (Incoming Centralised) Gardasil 12/10/2010 FINALISED

PSUR (Incoming Centralised) Gardasil 19/10/2009 FINALISED

PSUR (Incoming Centralised) Gardasil 21/10/2008 FINALISED

PSUR (Incoming Centralised) Gardasil 08/11/2007 FINALISED

PSUR (Incoming Centralised) Gardasil 04/05/2007 FINALISED



EU Referral Procedure

July 2015 :  Focus on CRPS and POTS

Reviewed:
 All available data and analyses regarding CRPS and POTS from clinical trials and 

post –marketing safety data

 Scientific literature, data from Eudravigilance and studies submitted by Member 
States including Denmark, as well as information from Japan

 Detailed information submitted voluntarily by the public and patient groups, 
including those from Ireland 

 Advice from the Scientific Advisory Group on vaccines, whose expertise was 
supplemented with additional European experts on these syndromes and in the 
areas of neurology, cardiology and pharmacoepidemiology

 Consensus PRAC CHMP EU Commission 
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EMA referral on Gardasil
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Virtual press briefing on HPV vaccines
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Proactive communication 



EMA response to Nordic Cochrane 
Collaboration



HPRA Website – www.hpra.ie

• Dedicated page on HPV School 

Immunisation programme.

• Includes links to HSE national 

immunisation guidelines, product 

information, publications, national 

monitoring experience, and EMA 

publications and assessment 

reports.

• Explains how to report side effects 

to the HPRA



Communications to Healthcare Professionals



Vaccine Safety Stakeholders

Vaccine Safety

Vaccinees/
Parents

Healthcare 
Professiona

ls

Departmen
t of 

Health/Pub
lic Health 

Authorities
/NIAC

Vaccine 
Manufactu
rers/Scienti

sts

Regulatory 
Authorities
/European 
Medicines 

AgencyECDC/VAE
SCO

European 
Commissio

n

WHO/GAC
VS

Media

Campaign 
Groups



Conclusions
• Complex Biological Products

• Dynamic Benefit - Risk Balance

• European Collaboration (Global)

• Application of standardised pharmacovigilance standards and 
terminology in adverse event surveillance systems

• Importance of detailed Adverse Drug Reaction reports

• Effective  communication and collaboration with stakeholders

All essential in addressing the real and perceived Benefit / Risk Balance
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‘Avoiding risk is impossible, but managing it is 
critical to sustained success’



Thank You

Questions/Comments?
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