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Member States requirements :: MHRA

e Collecting reports of ADRs
from health professionals and
patients — & encouraging this

 Notifying signals to EMA

 Benefit risk assessment as
Rapporteur/ lead Member State

« Communicating safety
Information

 Monitoring effectiveness of risk
minimisation
e Operating quality systems




Good Vigilance Practices GVP f;:;:.:;'- MHRA

INTRODUCTION Legal Basis and Structure of Pharmacovigilance Guidance
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MODULE VI  Management and Reporting of ADRs
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Helping to make medicines safer
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Helping to make medicines safer Q
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Patients’ contribution to ADR reporting

* Pre legislation data period - 02/07/2011 - 01/07/2012
** Post legislation data period -02/07/2012 - 01/07/2013
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Encouraging ADR reporting

D|d you You can report

side effects
yourself

triangulo negro?

As a patient, you have the right to report unwanted side effects of medicing
directly to the authorities. You can also report a side effect on behalf of La unidn Europea (UE) ha introducida una nueva forma de identifcar

aquellos medicamentos que estan siendo sometidos a un seguimiento
particularmente riguroso.

someone in your care, such as a child or relative. P oot st o e gt bt e v, o com o

siguiente frase:

W “Este medicamento esta sujeto a seguimiento adicional.”

Remember to speak to your doctor or pharmacist if you are worried abour any suspected side effects. Una vez comercializados an la UE, tados los medicamentos e someten a un sequimiento
! ! riguroso. Sin embargo, los medicamentos con el tridngulo negro son controlados atin
mas que los demas.

Esto sucede generalmente porque hay menos informacién sobre ellos en comparacién
con otros, por sjemplo perque son nueves en el mercado.

Ne significa que el medicamente sea menos seguro.

Why report a side effect? | How do I report a side effect

Como paciente, usted debe informar de cualquier efecto adverso del que sospeche tras

We are always learning more about medicines. If you think a medicine has caused a side tomar un medicaments, sobre todo i dicko medicamento presenta &l tringalo neo,
ﬁect IEESE l:h El:k thE acka E |Eaﬂ Et th at Puede notificar los efectos adversos a su médico, farmacéutico o enfermera.
0 H T E ambién puede notificarlos directamente a las autoridades sanitarias de medicamentos
Although they are tested extensively in clinical P the packag . o i sane o] eatema Ge o eatin viaentn on dhve pae. P uese crasntr
comes w|th the med icine fDr mformat“:,n an informacién al respecto en | prospecto del medicamenta o en la pagina web de las

autoridades sanitarias de medicamentos en su pais.

trals before they are authorised, not
everything can be known about their side

hI:IW to I'EpDIt It. Notificando estos efectos, usted puede ayudar a las autoridades sanitarias a evaluar si
los beneficios de un medicamento se mantienen mayores que sus riesgos.




V¥ Additional monitoring # MHRA

Black triangle ¥ assigned to
new active substances and
certain other categories

Printed next to product name in ,‘ =
professiona| advertisements and *
drug formularies -

Tells health professionals to
report all reactions —_—
- around 70 - 80% UK reports

are black triangle drugs




UK Strengthening reporting
In National Health Service

England

Integrated reporting route

Stage Three: Directive
Improving medication
error incident reporting
and learning

Medication Safety Officers

Alert reference number:  NHS/PSA/D/2014/005 Alert stage: Three - Directive

NHS England and MHRA are werking ogether to simplify and increase reporting, improve data report quality, maximise
learning and quide practice te minimise harm from medication errors by:

*  sharing incident data between MHRA and NHS England reducing the need for duplicate data entry by frontline staff;

. . . .
| I t d I «  providing new types of feedback from the National Reporting and Learning System (NRLS) and MHRA to improve
learning at lacal level;
Local multidisciplinary groups i s
national levels; and,
g up a National Medication Safety Network as a new forum for discussing potential and recagnised safety issues,

dentifying trends and actions <o improve the safe use of medicings. The network wil lso work with new Patient Safety
Improvement Collaboratives that will be set up during 2014

The Yellow Card Scheme for reporting suspected adverse drug reactions to the MHRA will continue to operste as
normal

. . .
National Medication S afety NETWOIK | ctions oo comon 5 om0
All large* healthcare providers Small* healthcare providers <0 improve medication saety.
including NHS Trusts, community including general practices, The MSO can also use learning
pharmacy multiples, home dental practices, community o influence policy, planning
healthcare companies and those pharmacies and those in the and commissioning as part
in the independent sector should: independent sector should: of clinical governance in the
- - - & identrfy a board level director continue to report medication commissioning organisation;
Oversight by medical or nursin e W o e
chief pharmacist) or in ca'n'r\u"lty using the e-form on the NRLS & regularly review information
pharmacy and home heaith care, the website, or other methods and from the NRLS and the MHRA
superintendent pharmacist, to have the take action o improve reporting 10 support improvements
responsibility to oversee medication and medication safety locally, in reporting and learning
error incident reporting and learning; supported by medication safety and to take local action 1o
é identfy a Medication Safety Officer champions in local professional improve medication safety. This
- - - (MS0) and email their contact details committees, networks, muli- should done by working with
10 the Cantral Alerting System (CAS) professional groups and medication safety champions in
eam. This persan will be a member commissioners. local professional committees
of a new National Medication Safety Healthcare commissioners and networks, and with a new
Network, support local medication including Area Teams, and or existing mult-professional
error reporting and learning and act as Clinical Commissioning Groups group
the main contact for NHS England and are invited to Supporting information
MHRA; and, A identify a M5O and email their *More detailed information 1o support
identify an existing or new multi- contact details to the CAS team.  the implementation of this quidance is
professional group to regularly review This person will be a member of  ayajlable at:
medication error incident reports, the National Medication Safety ngland.ris.u
improve reporting and learning and network, support reporting and
take local action to improve medication Iearning and take local actions
safety.

Patient Safety | Domain 5
www.england.nhs.uk/patientsafety

NHS England: patientsafe iries@nhs.net
MHRA: pharmacovigilanceservice@mhra.gs. gov.uk




Reporting ADRs direct from::. “ MHRA
doctor’s clinical systems ™%

Electronic Yellow Card reporting introduced in clinical systems

SystmOne GP system - 20% of GP practices
In 2013 - 51% GP reports from SystmOne

2007
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2011

2012

2013
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Using mobile technology

Innovative medicines initiative
Collaboration between

regulators, academia & industr =
Development of a mobile app forg |
— ADR reporting |

— Provision of information to
users

Evaluation of using social media
data to identify ADRs

——



Use of new IT for ADRs i MHRA

M=AOL B Ml & 4:26em

Art
Masterworks of Art -
Frida Kahlo and Diego

Med App checks
skin lesion,
transmits image




Adverse drug reaction i MHRA

data management
Member States decide
@hwﬁ?@ﬁm@@

whether to maintain in
house data management
systems or solely use
EudraVigilance

EudraVigilance full
functionality by 2016




Signal detection by MS i MHRA
for EV substances

Eudravigilance — 3419 substances
: e Member
States take
420 CAPs on URD
(signals monitored by lead _r0|_e fOr
EMA) monltorlng
~ 1750 to be substances
allocated to a on EV
lead member
state for Li
L e List kept
~3000 on existing signals g P .
signals monitoring under review
list e-RMR




Methodologies for signals % MHRA
example HPV vaccine

A S .
e Vaccine
iy e
¥ Eat }“‘ﬁ Wolume 31, Issue 43, 9 October 2013, Pages 49614967

£k

14273

Bivalent human papillomavirus vaccine and the risk of fatigue
syndromes in girls in the UK

Katherine Donegan, Raphaelle Beau-Lejdstrom, Bridget King, Suzie Seabroke, Andrew Thomson, Philip
Bryan - &
Wigilance and Risk Management of Medicines, Medicines and Healthcare products Regulatory Agency, London, UK

Maximised sequential probabillity ratio testing
for observed vs expected signals

Donegan et al 2013, Vaccine 31, 43, 4961-7



Maximised SPRT for ME/Chronic Fatigue Syndrome for girls aged 12/13 years (2008-2009)

—=—Critical value
——10% events reported

: /\ A
25% events reported
50% events reported
5 —¥—75% events reported
—0— 100% events reported
3
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Assessment responsibilities ::

 Risk Management Plans Y
for all medicines

 Moving towards single
assessments for periodic
safety update reports

e |ncreased activities with
PASS & In future PAES

* Using all available data
sources including patient
registries, and
pharmacoepidemiological
approaches




Taking lead role in Referral

Rapporteurship and Co-Rap referral procedures initiated at PRAC in 2013

4 44 4 4

4 o s
3
37 |
| 2 2 2 m Rapp
Co-Rapp
. 11 1 1 1 11 1 11 1 1 1 1 1

1 _./ — s




Assessment of PSURs i MHRA

EURD list facilitates harmonisation of data
lock points & submission frequency for
PSURSs for medicines containing same
active substances or combinations
subject to different MAs authorised in >1 MS

Allows single assessment of related
PSURs to strengthen benefit-risk

Single assessments of PSURSs started
with centrally authorised medicines in 2013,
expanded to active substances contained in
In both centrally and nationally
authorised medicines in April 2013



Monitoring impact of action in MSH "'- MHRA

BMJ Impact of new

BMJ 2013;346:1403 doi: 10.1136/bmj.f403 Page 1 of 9 War n i n g S an d
]
reduced pack

RESEARCH  sizes for
paracetamol in UK

Long term effect of reduced pack sizes of paracetamol
on poisoning deaths and liver transplant activity in
England and Wales: interrupted time series analyses
©88] oPEN ACCESS

50

Keith Hawton professor of psychiatry and direct: Legislation introduced (3rd quatet, 1958)

researcher', Sue Simkin researcher', Sue Dodc
statistician®, William Bernal reader in hepatolog
Navneet Kapur professor of psychiatry and popt

No of deaths

- == Trend before legislation
----- Trend after legislation
—-— Predicted deaths based on pre-legislation trend

0 '
1AMA3 1AA4 AAAE 1ANS 1AAT 1AAS TANA IAAA TAAT AAAT A3 AANG IANE nnd 3AAT 2008 2009

Fig 1 Suicide and open verdict deaths involving paracetamol only, in people aged 10 years and over in England and Wales
1993-2009, and best fit regression lines related to 1998 legislation arter years



Operating Quality Systems *#* MHRA

 Requirement for Quality Management Systems
* Independent audits must be conducted

« Audit reports need to be submitted to the EC
o Assessment of systems s
 Resources
e SOPs
e Etc etc.

e System runs alongside
benchmarking initiative




trengthening Member States
harmacovigilance capability

Overall Aims of SCOPE

ollaboration for Operating Fharmacoviglanca in Eurcpe (SCOPE) Jairt Acton
Byl L0 i the affective Implementation of the European Pharmacovigilance
into effect in June 2012 by the Natonal Competent Authorities (NCAs) in EU L] L]
www.scopejointaction.eu ded by The Consumers, Health and Food Executhve Agency (CHAFEA), with E l | < O m m I S S I O n
the member state partners, SCOPE aims to provide practical tools and guidance

eir pharmacovigilance systems ar =0 ensure that those developments are
future. This Jaint Action will enabi dinated pharmacougilanc:
ch will lead to a consistent aporoach across all member states

= =
ade up of eight work packages, three of which are harizental, and carry out J O I n t ACt I O n

areas of the praoject. The other frve wrork packages are erncal; these will deliver
. [ANEING from improvements in Adverse E'rug Feaction reporting
aliny gement systems SCOPE will use the benefits of a central cross-

erations in

ture to bring noticegble improvements to the pharmacovigilance systems of

L]
5tztes. A key alm is to help lesser resourced MCAs develop skills and capacity In P ro e‘ :t Starte d
to benefit citizens in thair territory and the whole network,

Strengthening Collaborations for

Operating Pharmacovigilance in November 2013

Europe (SCOPE) Joint Action




Conclusion ##: MHRA

EU pharmacovigilance system depends on strong
national surveillance systems embedded in MS

National diversity is good for the EU network eg
some member states have regional monitoring
centres, some are strong in pharmacoepidemiology

Pharmacovigilance continues to evolve in
methodologies and technological capability

Not in question —the central role of vigilant
healthcare professionals & patient engagement
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