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The role of the Health Products Regulatory
Authority (HPRA) is to protect and enhance
public and animal health by regulating

medicines, medical devices and other health
products.
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ngoing improvement in
medicines regulation

« 50 years of EU regulation

« 20 years of EMA

« 5 years since adoption of
Phvig legislation

Bﬁ@aéﬁé e 3 years of PRAC

* 1 year of HPRA
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Official Journal of the European Union 31.12.2010

DIRECTIVES

DIRECTIVE 2010/84/EU OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL

of 15 December 2010

amending, as regards pharmacovigilance, Directive 2001/83/EC on the Community code relating to

medicinal products for human use

(Text with EEA relevance)

(2)

Pharmacovigilance rules are necessary for the protection
of public health in order to prevent, detect and assess

adverse reactions to medicinal products placed on the
Union market, as the full safety profile of medicinal

products can only be known after they have been
placed on the market.




The EU public health challenge HPRAO
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5% of all hospital admissions due to ADRs
5% of all hospital patients experience an ADR
ADRs 5t most common cause of hospital death

197,000 deaths per year in EU caused by ADRs

, . 5910 lives per year and
Total societal cost €79 billion €237m could be saved

Latest news on Pharmaceuticals




Pharmacovigilance Risk Assessment HPRA
Committee PRAC

thority

REGULATION (EU) No 1235/2010 the Mandate shall
cover...
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PRAC membership

Appointed by each
Member State:

Appointed by the European
Commission (public call for
expressions of interest):

e 1 member + alternate e 1 patient organisations! rep +
e 27 + EEA countries non voting alternate
members e 1 healthcare professionals! rep +
alternate @& - =

e 6 members to ensure relevant
expertise available

1 Criteria for involvement in EMA
activities
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7 September 2015
EMA/PRAC/596669/2015
Procedures Management and Committees Support Division

Pharmacovigilance Risk Assessment Committee (PRAC)
Draft agenda for the meeting on 07-10 September 2015

Chair: June Raine — Vice-Chair: Almath Spooner

07 September 2015, 13:00

19:00, room 3/A

08 September 2015, 08:30 — 19:00, room 3/A

09 September 2015, 08:30

19:00, room 3/A

10 September 2015, 08:30

16:00, room 3/A
Organisational, regulatory and methodological matters (ORGAM)

24 September 2015, 10:00 — 12:00, room &/B, via teleconference



PRAC recommendations —-implementation or
updates to product information in all MSs -
consistent outcomes for EU citizens HPR Ao
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ADR reporting and
Additional monitoring
scheme

hpraia .
. You can report
side effects

We encourage people | ! yourself

to report suspected

side effects so that we

have more information _ N

available about the As 3 piiaen; *;;uu ha;f tTa ng:r'ut to repcrlrt unwa:ttad i.j|de gitcts OE r;m#::;:es.

- Irecory 2 autnoroes. You can also repdit a sie on DENa

OUMDWC_E O.N USI-E of mediicines, someane In your care, such as a child or relative.

This helps us to _ _

e |C|nes an . . Remember to speak o woor doctar or pharmactst if you are warred abiout any suspected s efes.
d ﬁ monitor their safety.
SIde € ec.ts L Why report a side effect? | How do I report a side effect?
L ., We are always leaming more ahout medicines. If you think a medicine has caused 2 side
Medicines can _help us live longer Alrough they s tested el lmcal | 1SS lesse chac the package st tht
and healthier |NES-ThE')’ can hE|p trials before they are authorised, not ﬁﬂeril:e!pun _nme ine Tor information on
. . everything can be known abouk their sida )

cure or treat an illness or disease
and can also prevent some What is a side effect?

conditions from deve |meg A side effect is when scmething unwanted or

in the first place. unintended happens after taking a medicine. In
many cases, side effects to medicines are mild
and you can continue to take the medicine.

During the course of our lives, it is likely that However. for some ceoole the side effects can
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Safety signals: Faster detection and management of
new and changing safety issues
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Medication errors: improvements to reduce the burden
of harm

.. . Lead Development - _ - -
HMA Medication Errors Action Plan 2014-2015 - _ ICSR reporting to EV - medication
i 1 Consultation/Input errors (EEA)
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Implementation) L 1 i -
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Sources of evidence: expansion of data streamg’;
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‘Hierarchy’ of evidence -

FUROPEAN MEDICINES AGENCY

and regulatory decision making

systematic review or meta-analysis of RCT's
at least one RCT

. at least one well-designed controlled study without
randomisation

. at least one well-designed quasi-experimental study,
such as a cohort study

non-experimental descriptive studies, e.g. comparative
studies, correlation studies, case—control studies and
case series

expert committee reports, opinions and/or clinical
experience of respected authorities
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Referrals to PRAC: major assessments delivering
labelling for safe and effective use of medicines

Pharmacovigilance related referrals started per year

2014 5

2013
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Example - Sodium valproate in pregnancy

Indications in EU include
epilepsy, bipolar disorder &
migraine

Use in women of child
bearing potential varies
across Europe

Nature and magnitude of
developmental risk needs to
be better understood

Patient representatives
contributing to decision



SEFTEMBER 2014

HPRADRUG SAFETY

HPRAO

Sl Health Products

Regulatory

AUthorIty ook prevented automatic download of some pictures in this message.
(HPRA)

Interchangeable Medicines. Further information on interchangeable
medicines can be found on the HPRA website.

sultation on
Iraft 2. Risk of Abnormal Pregnancies in Women taking Valproate
wnal Containing Medicines
ipetency
1ework for In December 2014, the HPRA highlighted im portant Safety Information
macists on Medicines containing Valproate and the Risk of Abnormal Pregnancy
King in Outcomes.
T zer Care
dstighightod o bZndaditcn T continus to racchva the DSN, The HPRA and Epilepsy Ireland have brought to our attention that many
ofthe Drug Scfty Newsiter (SN plsa ristoron the HPRA weksio women of child bearing age who take medicines containing valproate
(generally prescribed for the treatment of epilepsy or bipolar disorder)
Mational Cancer have not been informed by their healthcare professional that they are at
Control an increased risk of abnormal pregnancy outcomes, Pharmacists should
Programme ensure that female patients, of child bearing age, are informed of and
Toolkits understand:
s the risks associated with valproate during pregnancy;
_ s the need to use effective contraception:
EUPW"""E CPD s the need for reqular review of treatment;
Opportunities s the need to rapidly consult a healthcare professional if they are

planning a pregnancy or if they become pregnant.

Further information and educational materials, available to healthcare

E| HPRA Drug professionals and patients, can be found in this HPRA notice on Medicines
Safety Containing Sodium Valproate. Pharmacists are encouraged to bring
Newsletter these, and any other appropriate educational materials, to the attention

of relevant patients presenting in the pharmacy.

| <] ik kil b +n
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Life-cycle pharmacovigilance - What we are trying to
achieve: Protect and promote — two sides of the same
coin

Protect Promote

‘safety’ ' ‘efficacy’
-Through detection and Fulfil unmet medical
management of side needs

effects

Support product lifecycle and innovation through better data
collection
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* Proactive enabler: planning for data collection,
management of risk and monitoring of use.

« Reactive responder: analysis and integration of various
data streams — updated advice to optimise use.

* Provides: assurance that data will be available once a
product is on the market to allow actions for risk
minimisation and benefits optimisation

* Enabler: product development and
authorisation (supports the lifecycle)

2-4 yrs 5-6 yrs 1-1,5 yrs

Product Development Project

Start Development Submission of Application to Authorities

Patent protection — 20 yrs



Lifecycle benefit risk management and HPR AO

risk proportionality in practice A e TR
 Timely access to medicines. A e
- Managing risk. ¢ ‘ab
* Improving access to high quality patient o - A
information. ¥ Imeroving
« Collecting and evaluating safety data — '
establishing safety in use.
« Responsive to public health challenges
and changes in health care delivery.
» Expanding the parameters of OTC
medicines — patient empowerment
facilitated by the enhanced role of
pharmacy.
> T P ARMACEUTICAL SOCIETY OF IRELANI

e here:

of Non-Prescription Levonorgestrel 1500mcg
swnesss  for Emergency Hormonal Contraception

= Home = Phanmacy Practice = Pharmmacy Practice Updates = Update on

evtrrorson st tnemertes o P Erreorren Guidance for Pharmacists on the Safe Suppl
PS PPy

T Update on Domperidona Pharmaceutical Society of Ireland

------

October 2014: Version 3 January 2015

oooooo Subseguent 1o the Delow, the PSI issued Sun

products containing domperidone. See relates
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PRAC improvement themes HPRA
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Keeping up the PACE - advancing regulatory science

Pm“t::“ ‘E:I Accessible and
E;:;Eﬁ public open PhVig

systems
protection

Collaborative &
convergent
T Making a difference — outcomes.

National Patients

he:lthcare
EXECUTE

systems Y

Individual
Overall Pharmacovigilance
e system activities
Ise
IMPACTS \

eeeeeeee Product-Specific

Marketing
authorisation
holders \
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Using pharmacogenomics to define
populations at risk of ADRs

O

EUROPFPEAMN MEDICIMNES AGEMNCY

S C1E®MN CE MEDICIMNES HE A LT

1 10 January 20143

2 EMASZSI13ITI 2013

3 Committee for Meadicinal Producks for Human Use (CHMP)

a Guideline on key aspects for the use of pharmacogenomic

E methodologies in the pharmacovigilance evaluation of

& medicinal products

7 Draft
Crraft Agreed by Pharmacogenomics Waorking Party April 2013
Adoption by CHMP for releass for consultation 20 December 20132
Start of public consultation 20 January 2014
End of consultation (deadline for comments) 30 July 2014
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EUROPEAN MEDICINES AGENCY

Incorporating new methodologies &
building on the best practices




ldlng on the strengthened pharmacovigilar
system — now piloting adaptive pathway¥’RA
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

19 March 2014
EMA/254350/2012
Senior Medical Officer

Pilot project on adaptive licensing

There is currently much debate about adaptive pathways for new medicinal products to come to the
market. The terms 'staggered approval’, ‘progressive licensing’, and ‘adaptive licensing” have been
used, often interchangeably, to describe the same broad concept. More recently, the term ‘Medicines
Adaptive Pathways’ (MAPs) or '‘Medicines Adaptive Pathways to Patients’ (MAPPs) is discussed as
potentially more appropriate terminology. For the time being, and in the interest of internal
consistency, the term ‘adaptive licensing” (AL) is used throughout this document.



Transformative medicines HPRAO
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Risk Management Plans to facilitate early
accedss to medicines in areas of high unmet
nee

PRIME medicines procedures under
development — new supported pathways.

Enhance systems for real-world real-time
evaluation:

Characterising safety
Evaluating effectiveness

Informing patient stratification

Evolution of the product label

Informing use of medicines and better patient
outcomes. ADA-SCID gene therapy
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Conclusions

Last three years have seen great progress in realising potential of EU
Pharmacovigilance legislation & role of PRAC.

Experience has demonstrated areas where a strengthened, clarified
or simplified approach needed

This will be the basis for developing a focussed work plan for 2016

Ongoing collaboration between all stakeholders essential to
achieve highest standards of public health protection in EU.

‘The best way to predict the future is to create it’.

PRAC work plan Alan Kay
2015 - Adopted by the Committes on 25 June 2015
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Anyone who stops learning is old,
whether at twenty or eighty. Anyone who
keeps learning stays young.

Henry Ford

3 1IOP

INSTITIUID COGAISIOCHTA NA hEIREANN
IRISH INSTITUTE OF PHARMACY
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Links to some key initiatives and web-resources

Requlatory science:

* www.ema.Europa.eu

« www.hpra.ie
« PROTECT signals, epidemiological

studies, benefit risk assessment, data .

In pregnancy:
http://www.imi-protect.eu/
* ADVANCE - establish framework for
vaccine studies

http://www.advance-
vaccines.eu/?page=home

* WebRADR - apps for reporting and
social media for signals
http://web-radr.eu/

 Impact of pharmacovigilance

* Registries

HPRAI3

AtUd RIITgS!t
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Capacity building:

« EC Joint Action — Collaboration among
Member States:

http://www.scopejointaction.eu/

ENCePP — networking and guidance
for s http://www.encepp.eu/

* Good Pharmacovigilance Practices
http://www.ema.europa.eu/ema/index.
Jsp?curl=pages/regulation/document
listing/document listing 000345.jsp

« EU Network Training Centre
Other:

Increase proactivity — pilot of scientific
advice www.ema.europa.eu
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nature.com » journal home » current issue » correspondence » full text

NATURE REVIEWS DRUG DISCOVERY | CORRESPONDENCE -2 A=

Proactively managing the risk of marketed drugs:
experience with the EMA Pharmacovigilance Risk
Assessment Committee

FPeter Arlett, Geraldine Portier, Roberto de Lisa, Kevin Blake, Noel Wathion, Jean-Michel
Dogne, Almath Spooner, June Raine & Guido Rasi

Affiliations | Corresponding author

Nature Reviews Drug Discovery 13, 395-397 (2014) | doi:10.1038/nrd3713-c1
Published online 22 April 2014

@ PDF "!, Citation r- Reprints X, Rights & permissions E Article metrics :

This journal has previously reported on initiatives to increase proactivity in the surveillance and
management of drugs on the market and considered how this might influence drug (medicinal
product) development programmes (Nature Rev. Drug Discov. 11, 255 (2012))". We now report on
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Lifecycle benefit-risk management oo
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EU Pharmacovigilance and Risk Management

as enablers for:

Transition from magic moment to life-span
management.

Toolkit development for evidence generation -
safety and efficacy.

Managed utilisation.
Stakeholder collaboration.

Better information for patients and their health
professionals.
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Adaptive Licensing

... The adaptive-licencing process is based on a
hrospectively-planned process? It starts with the early
authorisation of @ medicine in a restricted patient population,

followed bydterative phases of evidence-gathering>and the
adaptation of the marketing authorisation to allow broader

patient‘ populations to access medicine...”

@ulti—stakeholder dia@




