EUROPEAN MEDICINES AGENCY

SCIENCE MEDICIN Ess HEALTH

Translating
benefit-risk information

Into product information

PCWP and HCPWP joint meeting
Workshop on regulatory and methodological standards to

improve benefit/risk evaluation of medicines

Laurent Brassart
Stakeholders and Communication Division An agency of the European Union -




€

FUROPEAN M F.I:)-I(TI NES AGENCY

EU product information

Package Leaflet

Assessment report

Summary of Product Characteristics

O

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

Follow us: [ EY
Home Regulatory Special topics Document search News & events Partners & networks About us Quick links °

¥ Home # Find medicine b Human medicines
Human medicines

Sl sueD European Public Assessment Report

Patient safety

Withdrawn applications MNext tah =» J This medicine 15
approved for use i

|

7 Emall (£} print @ Help Share

AUTHORISED




&)

FUROPEAN M F.I“;I(",I NES AGENCY

EMEA/PCWP/HCP WG report on information on
benefit-risk of medicines (23 june 2009, EMEA/40926/2009)

% Assessment at population level vs individual use

» Always communicate benefits and risks together
» Clear information to help choose most appropriate treatment

» Clear description of benefits and risks, both qualitative and
quantitative

» Factors which may influence a benefit or a risk in an individual
should be clearly described

[ Concise information + detailed data
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Summary of product characteristics (SmPC) -

What i1s it and what does It contain?

1. Name of the medicinal product
2. Qualitative and quantitative composition

ﬂ 3. Pharmaceutical form |

4. Clinical particulars _‘ 4.1 Therapeutic indications |

_‘ 4.2 Posology and method ofadmhistratim|

—1 4.3 Contraindications |

_‘ 4.4 Special warnings and precautions for u5e|

—1 4.5 Interactions with other medicinal procucts and other forms of interaction

—' 4.6 Fertility, pregnancy znd lactation |

—1 4.7 Effects on atility to drive and use machine5|

—1 4.8 Undesirable effects |

—‘ 4.9 Overdose |

ﬂ 5. Pharmacological properties 5.1 Pharmacodynamic properties |

5.2 Pharmacokinetic properties |

5.3 Preclinical safety data |

6. Pharmaceutical pa"ticulars|__‘ 6.1 List of excipients |

—‘ 6.2 Incompatibilities

6.3 Shelf life

_‘ 6.4 Special precautions for storage |

—' 6.5 Nature and contents of container |

3 —‘ 6.6 Special precautions for cisposal and other handling of the product|



http://ema-wip.emea.eu.int/ema/pages/includes/document/open_document.jsp?webContentId=WC500137036
http://ema-wip.emea.eu.int/ema/pages/includes/document/open_document.jsp?webContentId=WC500137036
http://ema-wip.emea.eu.int/ema/pages/includes/document/open_document.jsp?webContentId=WC500137036
http://ema-wip.emea.eu.int/ema/pages/includes/document/open_document.jsp?webContentId=WC500137036
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SMPC information on benefits

Section 5.1 “Pharmacodynamic properties” summarises the benefits
of the medicine in presenting:

elts mechanism of action

eThe main results of the clinical trials supporting the marketing
authorisation

- In giving the main characteristics of the patient population studied
- And presenting the effects qualitatively and quantitatively

e Additional clinically relevant information in special populations:

- In a balanced way (i.e. informing on uncertainties as appropriate)

- Including study results in the paediatric population
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SMPC information on risks

e Section 4.8 “Undesirable effects” provides:

— A summary of safety profile (most serious and most frequently occurring
adverse reactions)

— A tabulated list of all adverse reactions with their respective frequency
category

— Information characterising specific adverse reaction
— Information on clinically relevant differences in special population

e Information on a specific risk is also reflected in section 4.4 “Special warnings
and precautions for use” when the risk leads to a precaution for use or when
healthcare professionals have to be warned of this risk
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SMPC information for individualised care

e SMPC information first addresses the recommendations that apply to
the general population

e The SMPC also provides dedicated information for these groups of
patients, when relevant information is available

e Information can be presented under specific subheading within each
relevant section of the SmPC

— Paediatric population, Elderly, Hepatic or renal impairment, Other
concomitant diseases, Genomic factors, ...

e Or in dedicated section;

— e.g. Drug interaction, Pregnancy/Lactation, Driving, Overdose
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how to assist informed prescription and safe therapeutic use

Authors
L o it d Consistency,
E Medicines Agency; Section Head for

Product Information Q.mﬂy European Medicines Agency; Lucia

Drug development requirements in the elderly are addressed
by the recent Question and Answers addition to the International
Conference on | isati of Technical i for
Registration of Pharmaceuticals for Human Use (ICH) E7 guideline

In this article we explore challenges and possible solutions to
the problem of providing concise, accurate, safety and efficacy data
relevant to prescribing medicines for older people, and how the
packaging and product information [SmPC, package leaflet and
labels} could help in increasing treatment adherence.

Keywords
Dider peopie: it istic Focusing on the neads of a real-life population
rbiciry Agency When developing and evaluating a medicine, we should keep in
(EMA} v Clinicaltrial i ing; Tr focus the people who will ultimately use it, and what their needs are.
‘adherence; Formulatior: Fackaging. Chronic illness, complex medication regimens, and polypharmacy
are significant risk factors for drug interactions and poor treatment
Abstract adherence; in addition, changes in drug pharmacokinetics and
Oider, i pharmacodynamics put the older population at increased risk of
i i i i adverse reactions. When significant wse of a drug is expected in older
in ir " people, which will pa(lenu particular consideration of their specific needs should be
elpir ir into the and ion of medicines, which
Provis i i must take into account how medicines will be used in practice.
bath befo g isati The ahility to take or administer medicinal products as intended
istics (SmPC). may be affected by a number of physical factors, such as poer
i n hyeation, poor dexterity, visual and cognitive impairment, swallowing
i it ion. B i ies and changes. Reading labels or package
ek f i i leafiets, opening ji llowing tablets — all ingly simple
Consi tasks - can tum into barriers to correct use as ane ages.
ir vhich pit i Medication non-adherence, which is due to numerous
i it i cib Attertion factors, affects all age groups, but oider adults face
i i incraased risk due to palypharmacy. Non-adherence impacts directly
ckaging desit leaflat The Fi on the patient’s clinical management and can lead to considerable
Medli A nititi in this article. disability, morbidity, increased numbers of emergency wisits,

Introduction
Worldwide, we are experiencng a demographic shift towards an older
population, with the very old (>80 yearsl representing the fastest
growing population group. In Europe, the old-age dependency ratio
ithe ratio of those over retirement age to those of working age) is
projected to more than double, from 26.2%in 2011 to 52.6% by 2060
In many therapeutic areas, cider people are the major users of
medications, and polypharmacy plays an important role, with a
mean of five medications per person.? How is the requiatory system
adapting tothe challenges posed by an ageing population?
In 2011, the European Medicines Agency (EMA} adoptad its
qeriatric medicines strategy,"based on two main pillars:
# The demonstration of an appropriate benefit—risk balance in the
population that will use the medication
» The appropriste reflection of these findings in the “product
infarmation” in order to assist informed prescription and safe use.

prolanged hospital tays, re-admissions and even increased mortality

A wide range of medication-taki have
besen identified omitting or multiplying doses;  discontinuing
medication prematurely; taking medication at the wrong time; or
storing it inappropriately.

Appropriate product information, packaging and pharmaceutical
drugdesign can and should assist in overcoming these problems.

The EMA has a strong working relationship with patients and
healthcare professionals® the agency’s message is that it considers
as a priority the provision of high guality information on medicines,
tailored to the specific needs of the individual patient, and the need
for relevant information on geriatric medicines was acknowledged at
the March 2012 EMA workshop on medicines for older people.

Need for evidence-based Information

In order to be able to provide accurate information to the patient
and the prescriber, the first requirement is the establishment of the
benefit—risk balance. This concept is meaningful only within the

wiww.topra.org

Regulatory Rapporteur — Vol 10, No 78, July'August 2013
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SMmPC challenges in practice

e Concise vs comprehensive information / Transparent vs unduly alarming
« Efficacy - Main results (statistically compelling and clinically relevant)
» Safety - Causal relationship — Frequency of adverse rections
* Subpopulation with relevant clinical different efficacy or safety
* Missing information

* Drug interactions

e Consistency between products and with therapeutic guidelines
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Which efficacy results?

Examples of endpoints in

Rheumatoid Arthritis Example of analyses
e ACR20 (50, 70) response criteria
Cotegory Subgroup
- DAS28 |
o Al All T —
» swollen joint count
e tender joint count Age ¢ 65rs 7
>= 65 Yrs |_|—i—|
e Patient pain
« physical function (e.g. HAQ, AIMS) Race Whiz 7 ' ‘
Asian i } -
e patient global assessment of disease
- physician global assessment of disease Gercer Vole =
Fermale ' : {
e Clinical remission
- radiographic evidence History of NSCLC  Squamous Cell Care. T P
Adenocarcinoma 7 Pt
e acute phase reactants (e.g. erythrocyte Other NSCLC | — |
sedimentation rate, C-reactive protein)

Risk ratio
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Which safety information?

Established
adverse
reactions

Comparative
data

Combination
use data

Paediatric
data

Missing data

All observed adverse
events

Elderly
data

Pharmacovigilance
signal
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Consistency between products and with
therapeutic guidelines

e Products developed at different times

 Different developments (endpoints, standard of care,
populations, vs placebo or active comparator, in monotherapy
or in combination, ...)

e Different companies and marketing authorisation procedures
e Different standards of care

e Science is evolving
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Package leaflet

eInformation on benefit-risk of medicines: patients’, consumers’
and healthcare professionals’ expectations - EMEA/40926/2009

e “the package leaflet could progress from a document on the use of the
medicine (which may create fear in patients when reading the warnings and
list of undesirable effects) toward an “information tool”. It should provide
more information on benefits in understandable terms.”

«To help supporting adherence to treatment

13
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QRD product information annotated template
(from July 2011) - benefits

[Information on the benefits of using this medicine]

[On a case-by-case basis, information on the benefits of the treatment could be included in this section, as
long as it 1s compatible with the SmPC, useful for the patient, and to the exclusion of any element of a
promotional nature (in accordance with art 62 of Directive 2001/83/EC). This could be included under a
separate subheading, e.g. entitled “How X works”.

The information should be depicted in a clear and condensed way. For example, information could relate to:
- signs and symptoms of the target disease, 1n particular for non-prescription medicines, but also for
medicines to be taken “on-demand” (e.g. treatment of migraine);

- the benefit(s) of taking the medicine could be summarised (e.g. “this medicine reduces pain associated with
arthritis”, “this medicine has been shown to reduce blood sugar, which helps to prevent complications from
your diabetes™). This would be particularly important to encourage adherence to the treatment, e.g. for long-
term and prevention treatment. Benefit may be described in terms of prevention of disease complications
(e.g. anti-diabetic), if established. The timing of the effect may also be described if useful. In any case,
information must be compatible with the SmPC, in particular section 5.1;

- information on the amount of time the medicine usually takes to work may be presented if relevant for the
patient (pain-killer, antidepressant, etc).

<Y ou must talk to a doctor 1f you do not feel better or if you feel worse <after {number of} days>.>]

14
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Information on benefit in the PL

e Clinical trials data should be interpreted in their context

e How far can results be presented qualitatively and quantitatively in
the PL in lay language?

e Are guantitative measures suitable in the PL or should information be
presented semi-quantitatively (e.g. delay, reduce, improve, prevent)?

e Could comparative benefit information be presented?

- vs placebo?

- vs active comparator?

Is iInformation robust, evidence-based,
clinically relevant and patient-oriented?

15
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QRD product information annotated template
4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them.

[ The section should generally be divided into two sections bearing in mind that there should be sufticient
patient-friendly description of the overt clinical signs and symptoms to enable the patient to recognise all
side effects which may occur as set out 1n section|4.8 of the SmPC:

1)the most serious side effects need to be listed prominently first with clear instructions to the patients
on what action to take (e.g. to stop taking the medicine and/or seek urgent medical advice. The use of
the words “straight away” or “immediately” may be helpful in this context).

2)then a list of all other side effects, listed by frequency and starting with the most frequent (without
repeating the most serious included above).

Within each section mentioned above, side effects should be arranged by frequency. The following
frequency convention 1s recommended:

Reporting of side effects

16
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Area for future discussion?

e More information?

e Comparative data?

e Reference to therapeutic guideline?

e Abstract?
e Link to other documents (assessment reports, RMP, PL, ...)?
e Increased granularity?

e More involvement of stakeholders in SmPC review (two-way
communication + value judgement)?

e ... eHealth (e-prescribing tools) context?

17
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Strengthening the link between the different
Information?

Assessment
Report(s)

EPAR
summary

Educational
material

/—\ Therapeutic
Safety guidelines
information

18
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Strengthening the link between the different
Information?
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