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» Where have we come from — new EU regulatory tools
for identification & minimisation of medication errors

» What has been learned so far - experience to date of

applying regulatory tools to medication errors by the
Pharmacovigilance Risk Assessment Committee

» How are we moving forward — challenges and
opportunities to come
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» 50 years of medicines regulation

» 21 years of EMA
» 6 years of PhVig legislation

Eﬁﬁﬁaﬁé » 4 years of PRAC

» 1 year of Good Practice Guide
on medication errors



New Definition of Adverse Reaction

Directive 2010/84/EU

For the sake of clarity, the definition of the term ‘adverse reaction’
should be amended to ensure that it covers noxious and unintended
effects resulting not only from the authorised use of a medicinal product

at normal doses, but also from

e Medication errors

e Uses outside terms of marketing authorisation (includes misuse)
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Broader scope of harms associated with medicines

Non-Adherence to SmPC

|
I

Harm from
f medicines
Molecule Health
/ Professional \
Pharmaco- - Medication
epidemiology Errors
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Pharmacovigilance - a cycle of activities
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Pharmacovigilance Risk Assessment Committee

All aspects of the risk management of the use of medicinal products
Including the detection, assessment, minimisation and communication
relating to the risk of adverse reactions, having due regard to the
therapeutic effect of the medicinal product, the design and evaluation
of post-authorisation safety studies and pharmacovigilance audit




What types of decisions does PRAC make?

» Drug safety signals
- evaluating signals and advising on action

» Regulatory action on benefit risk issues

— urgent and non-urgent referrals
— periodic safety update reports

» Proactive pharmacovigilance
- advising on risk management plans
- post-authorisation studies

» Transparency & communication activities
- agenda and committee minutes, DHPCs DI
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% of PRAC plenary discussion time 2013,
based on total hours

Other
14%

Renewals
4%

PASSs
4%

Referrals
33%

DIA
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Data sources routinely used to identify risks

Around 50% signals derive from Eudravigilance
ICSRs

Other sources
- PSURSs
- RMPs
- post-authorisation safety studies
- published literature

>54% serious safety issues detected earlier if EV
used in addition to other resources

Drug Safety 33(6) 475-487
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Medication Errors Good Practice Guides

O

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

23 October 2015
EMA/762553/2014

Pharmacovigilance Risk Assessment Committee (PRAC) 0

EUROPEAN MEDICINES AGENCY
Good practice guide on recording, coding, reporting and SihEeEmbRie e A

assessment of medication errors

15 Movember 2015
EMA/B0E103/2014
Pharmacovigilance Risk Assassment Committes (PRAC)

Good practice guide on risk minimisation and prevention
of medication errors

http://www.ema.europa.eu/emal/index.jsp?curl=pages/spec
lal topics/general/general content 000570.isp Cveien
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http://www.ema.europa.eu/ema/index.jsp?curl=pages/special_topics/general/general_content_000570.jsp

Good Practice Guide on Medication Error - PRAC perspective

» EU regulatory network in collaborative inter-stakeholder approach, launching
new initiatives for cooperation amongst NCAs & patient safety organisations

» First ME guidance at EU level combining pharmacovigilance & patient safety
aspects to prevent harm from errors, including new tool - root cause analysis

» GPG complementary to guidelines on GVP and other EMA guidelines
| - to improve reporting, coding and analysis of ME resulting in ADRs in EV
Il - to ensure risk of ME is addressed during entire product life-cycle

- harmonise risk minimisation & prevention strategies for similar errors
- product specific addendum on high strength/fixed combination insulins
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New methodologies for investigating ME error signals

HMA o

EUROPEAMN MEDICINES AGEMNCY
SCIEMCE MEDICINES HEALTH

» Systematic approach to evaluation o aona e
maklng best use Of |at93t avallable Guideline on good pharmacovigilance practices (GVP)

Module *VI- Risk minimisation measures: selection of tools and effectiveness
indicators (Rewv 1)

guidance and methodologies

Practical

» ME Signal evaluation to include Approaches to Risk
Root Cause Analysis oS fiel el e s
CANADIAN
FAILURE MODE
» Use of Failure Mode and Effects gggwmgﬁmls
Analysis Framework B et

WVersion [




Good Practice Guide on Medication Error - PRAC perspective

B

B

Clear definition of medication error including potential,
Intercepted errors relevant for regulatory decision making

Recognition of patterns or increased frequencies and of causes,
contributing factors & clinical consequences of ME, including
mitigating actions

Expanded MedDRA terminology version 19.0 in March 2016 and
clarifications in PTC documents on coding conventions further
Increase granularity of ME reporting (ie. type of error, stage of
medication use process can now be coded etc.)

Electronic Reaction Monitoring Reports made available to
national competent authorities support signal detection activities
via new SMQ for ME and separate ME reports (AMOMO)
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Medication errors — EU network strategy approach
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Overview of PRAC procedures with ME addressed

ME in PRAC procedures 07/2012 - 07/2016

Initial MA applications(CAPs, Art. 58) 8
Line extension 1
Signal 3
PSUR, PSUSA

RMP (new and updates)
PASS (protocols and reports) 5
QRD/NRG issue 2
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Signal Fentanyl patch & accidental overdosé_ in{__child-fen

Ato Z Index | Follow FDA | FDA Voice Blog

U.S. Food and Drug Administration
FILA

Protecting and Promoting Youwr Health _ Q

Home Food Drugs Medical Devices Radiation-Emitting Products | Vaccines, Blood & Biologics | Animal & Veterinary | Cosmetics | Tobacco Products

For Consumers (=]

Home & ForConsumers &  Consumer Updates

— Fentanyl Patch Can Be Deadly to Children

{ "‘,,-' » Signal of overdose in children
- following Iinappropriate
disposal

» National communications
» New packaging?
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Signal — levetiracetam & paediatric overdose

v
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Case reports of paediatric overdose with oral solution leading to coma &
respiratory depression, mostly in paediatric patients aged 3 m to 15 years

Different container sizes and dosing syringes for 1ml, 3ml, 10ml marketed
20% cases associated with misuse of syringe/dosing spoon

Readability of PIL to be assessed especially where most reports originated
Proposals for outer packaging adding weight range along with age range

4 , EU/1/00/146/032
’\ 100 mg/ Ml solution buvable / drank / Lésung zum Einnehmen
Lévétiracétam/Levetiracetam Chague ml contient 100 mg de lévétiracétam. Confient E 216, E 218 et maltifol liquide. Lire la notice
n " avant utilisation. Voie orale. Tenir hors de lavue et de la poriée des enfants. Aprés ouverture, la
Pour enfant & partir de 1 mois & moins solution peut &ire utilisée pendant 7 mois. A conserver dans le flacon d‘origine afin de protéger
:e - ::"I: : P de la lumiére.
'oor kinderen van 1 maand tot jonger
dan 6 maanden. onge ledere ml bevat 100 mg levetiracetam. Bevat E216, E218 en maliitol vioeistof. Lees voor het gebruik
de bijsluiter. Oraal gebruik. Buiten het zicht en bereik van kinderen houden. Niet te gebruiken 7
FOr Kinder ab 1 Monat bis unter 6 Monate. maanden na eersie opening van de fles. Bewaren in de oorspronkelijke fles
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. B Umkarton enthaltene 1 ml Dosierpipette. aufbewahren, um den Inhalt vor Licht zu schitzen.
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! = s ' UCB Pharma SA, Allée de la Recherche 60, d
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L evetiracetam oral solution - communications

EUROPEAN MEDICINES AGENCY

Direct Healthcare Professional Communication

27 September 2016 to be actualized

Levetiracetam containing products 100 mg/ml oral solution
presentations: Risk of medication errors associated with overdose

Dear Healthcare Professional,

UCB! «<name of local affiliate= in agreement with the European Medicines Agency and the <Nationa/
Competent Authority = would like to inform you of the following:

Summary A
« C(Casesof an up to 10-fold accidental overdose with Keppra (levetiracetam) RSy g
oral solution have been reported. The majority of cases occurred in children Using oral syringes
aged between 6 monthsand 11 years. The use of an inadequate dosing improves the accuracy
device (e.g. confusion between a 1ml and a 10ml syringe, resultingin a 10- of dose measurement
fold nvrerdneeY wae identified as an imnortant cansa and administration
M- VELOP
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http://www.google.co.uk/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwiko5-jn9_PAhXLPRQKHTVOC-YQjRwIBw&url=http://www.nzdoctor.co.nz/in-print/2016/march-2016/2-march/oral-formulations-for-children-%E2%80%98simple-as%E2%80%99-%E2%80%93-yeah,-right.aspx&bvm=bv.135974163,d.ZGg&psig=AFQjCNHli1RxzhiSgv78Q4eiLwnYkYmpXQ&ust=1476704545056919

L evetiracetam oral solution - communications

O

EUROPEAN MEDICINES AGENCY

SCIENCI MEDICINES HEALTH

14 October 2016
EMA/668736/2016

EMBARGO - DO NOT PUBLISH BEFORE
TODAY, FRIDAY 14 OCTOBER 2016, 12:00 HRS UK TIME

EMA recommends measures to ensure safe use of Keppra
oral solution
Medicine should only be used with dosing syringe included in the package
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Signal — leuprorelin wrong administration technigue

» 11 cases from ES FEDRA database raised signal of
wrong technique in administration process potentially
leading to inadequate dose

» Cumulative review, including root cause analysis - ME
during preparation, mixing & administration

» Risk minimisation measures, DHPC & communication -
plan informing on correct reconstitution & administration '

@

» Periodic surveys of targeted healthcare providers ( | pmm———
» Parallel consideration of development of improved = i
presentation
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PSUSA Paediatric v paracetamol

Accidental overdose of neonates and infants
following confusion between mg and ml led to
product information updates

» Based on cumulative reported cases, safety
concern of medication errors considered an
“Important identified risk” in risk management plan

National communications and ongoing monitoring

» Effectiveness of risk minimisation measures
MAHs and cumulative analysis in the next PSUR

v
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http://www.google.co.uk/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=&url=http://dir.indiamart.com/impcat/paracetamol-injection.html&psig=AFQjCNHB_2LJ_Ypx9eVsrVDKo6H6rQNjmg&ust=1476829647034614

Risk Management Plan - Methotrexate

» Product information text in PIL and SmPC
- Instructions In section 4.2

» Other risk minimisation measures —
- Pack size and design
- “Methotrexate is usually taken once a week”

» Pharmacist patient medication record Systems t0 1. suove image ilustrates an arror ith

ﬂ ag u p warn | N g ({0 d iS pe nSi N g Staﬂ:? methotrexate. The doctor wrote for the patient to
take 4 tablets weekly, But the pharmacy
instructed the patient to take 4 tablets daily.

» Confusion between different tablet strengths?

DEVELOP
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Risk management plans - insulins

New generation of insulins

Potential risk of error
- higher strengths
- new combinations

Addendum to GPG supports
consistent approach



PASS study — aflibercept overdose

» Extension of indication of indication
for central retinal vein occlusion

» Potential risk of medication errors
(overdose due to pre-filled syringe)

» Observational PASS to evaluate
physician and patient knowledge of
safety and safe use information

4
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vy

Effectiveness of risk minimisation measures - bivalirudin

ME including reports describing patients
receiving bolus without subsequent infusion with
risk of ischaemic events included in RMP

Educational materials with dosing instructions

Eurovision 2 PASS to assess current drug
utilisation patterns for percutaneous coronary
Intervention following implementation of new
risk minimisation measures (HCP dosing card,
slide deck, training programme).

To assess frequency of bolus-only dosing
without subsequent infusion and frequency of
dose adjustment in renally impaired patients.

Figure 3. 100% RCA occlusion (lkari Right 1.0).
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Request from CHMP for advice

Lysanxia - prazepam
anxiety & delirium tremens

Lixlana - edoxaban

prevention of stroke &
systemic embolism

Lyxumia - lixisenatide
Type 2 diabetes
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EMA communications on medication errors

» To promote the safe use of medicines, EMA systematically communicates to
patients & HCPs on any additional measure decided upon at EU level on
dedicated webpage

» Aim: prevent medication errors, increase awareness of additional risk
minimisation measures recommended by PRAC and CHMP

» Ensure medicines are used correctly and reduce risk of medication errors

» Communications are accessible via the European public assessment reports
(EPARS) of these medicines and via webpage

o

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINEY HEALTH
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http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000398.jsp&mid=WC0b01ac058098f1c0

EMA warns Noxafil tablets & oral suspension have different doses, not interchangeable 24/06/2016

Educational brochure for healthcare professionals, diary for patients using Uptravi 31/05/2016

Measures to avoid medication errors with Exjade 22/04/2016

Educational brochure & video to be given to HCPs to ensure Obizur is used correctly 15/12/2015

Measures to avoid medication errors with Blincyto 08/12/2015
Measures to ensure that lonsys is handled and used correctly 30/11/2015
Compliance card to be given to patients using Farydak to ensure correct use 27/11/2015
Guidance on prevention of medication errors with diabetes medicines containing

: : : : : 27/11/2015
insulin and a non-insulin active substance

Guidance on prevention of medication errors with high-strength insulins 27/11/2015
EMA recommends measures to ensure safe and effective use of Strensiq 26/06/2015
Q & As on recommendations to prevent administration errors with Velcade 20/01/2012

LI/ sovianee


http://www.ema.europa.eu/docs/en_GB/document_library/Press_release/2016/06/WC500209313.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2016/05/WC500207547.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2016/04/WC500205161.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2015/12/WC500198925.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2015/12/WC500198333.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2015/11/WC500197457.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2015/11/WC500197132.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2015/11/WC500197131.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2015/11/WC500197133.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2015/06/WC500188800.pdf

Communications — bortezomib intrathecal administration

O

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICIMES HEALTH

19 January 2012
EMA/34910/2012
EMEA/H/C/000535

Questions and answers

Recommendations to prevent administration errors with
Velcade (bortezomib)

When possible, different connectors for
medicines to be administered via intrathecal
or intravenous route

When possible, intrathecal chemotherapy
should be administered at different time than
any other parenteral chemotherapy

Syringes should be clearly labelled with
name of medicine and route of
administration

Procedures for double checking labelling of
syringes before administration

Intravenous and intrathecal injections should
be handled only by suitably trained HCPs

HCPs involved in administration or
management of cancer chemotherapy
should be trained and informed of dangers
of intrathecal administration of Velcade and

measures to prevent this
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Challenges

» ADR reporting — definition of ME for pharmacovigilance purposes, MedDRA coding
concepts (e.g. off-label use, abuse, misuse, etc.) sometimes difficult to distinguish

» Encouraging HCP reporting of ME and overcoming legal aspects with regards to
liability in some MS - no blame reporting culture

» Consolidation of information from patient safety (incident) reporting systems for
regulatory purposes (Art 107 (5)a) - this is in the remit of Member States’
competent authorities, further collaborative work is required to improve exchange
of information on ME between pharmacovigilance and patient safety world

» Harmonisation of error prevention strategies for therapeutic areas across MS
e.g. labelling and colour coding conventions for certain therapeutic areas
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Opportunities

Optimal use of regulatory tools
- additional monitoring “black triangle”
- Improved labelling

- protocols for HCPs?

» New data sources

» PRAC Impact strategy

20.10.2016



PRAC Strategy for measuring impact

PRAC strategy includes a three year work plan

underpinned by collaboration with industry through nealthcare ey
: : _ o' EXECUTE

the quarterly platform meetings with EU associations,

and is:

Individual
Overall Pharmacovigilance
system activities

IMPACTS
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Resources
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holders

Healthcare
professionals

Clinical Practice

= EMA
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Conclusions

PRAC is committed to reducing the
burden of medication error

Regulatory tools and new methodologies
are yet to be optimally used

Patient and healthcare professional
members of PRAC play a central role

Key to success is collaboration by all
stakeholders
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Thank you for your attention!

Ask
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