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G BfArM

Agenda

 Responsibilities of Regulators

e Study design and it‘s implications
* Clinical trials and scientific advice
* Biomarkers / Surrogate endpoints
* Orphans

 Previous and current experience in the
,learning system*

e Qutlook
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Medicinal Products are approved for ... €3 BfAM

* Distinct disease entities
* Positive benefit-risk assessment based on

 Therapeutic efficacy,
e Safe and without serious risks
» Sufficient pharmaceutical quality

* Procedures highly harmonized throughout EU
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Legislation SGB V G3 BfALM

Patient relevant (additional) benefit*

Trias Criteria

Mortality Overall survival

Shortage of disease duration
Morbidity Improvement of health status

Reduction of side effects

Quality of Life Improvement of QoL

Standards and procedures not harmonized in EU !!!

*Arzneimittelnutzenverordnung; Bundesgesetzblatt 2010; Teil 1 Nr 68/
Verfahrensordnung; Verfahrensordnung § 35a des GBA: www.gba.de
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Principal Considerations
and ,,regulatory dilemma“

EH BfArM

<«—— | Demand early access to potentially life-
saving drugs (for example, Abigail Alliance)

Industry Payers/prescribers/HTA organizations
—— Require favourable conditions for Request comparative efficacy/
innovation | | effectiveness data
Patient groups Media/scientific community

Demand stricter safety assessment after
series of market withdrawals

Unmet medical need
— For example, epidemiology of obesity,

diabetes

Excess medicalization
For example, obesity, metabolic
syndrome, mood disorders

—

Time to marketing authorization

Shorter timelines
- Higher level of uncertainty

More studies/patients
Delayed market access

from: Eichler HG et al., NRDD 2008
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Benefit-Risk-Assessment ¢y BfATM

e Benefit

- Optimized for proof of efficacy

- Uncertainties/Limits:
-- possible differences between populations and age groups
-- differential individual response

* Risk
- Side effects, interactions, toxicity, potential for misuse
- Uncertainties/Limits:
-- limited number of study patients
-- possible differences between populations and age groups
-- limited time of active treatment

* In comparison to identical / similar / comparable
medicinal products
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http://www.ema.europa.eu/ema/ €3 BfArM

An Agency of the European Union

EUROPEAN MEDICINES AGENCY -

SCIENCE MEDICINES HEALTH

Text size: ‘o A A | Site-wide search GO»
Home Find medicine Special topics Document search News & events Partners & networks Aboutus Quick links @
P Home P Regulatory P Human medicines P Scientific guidelines
Human medicines
Pre-authorisation Scientific guidelines [ Email (=) Print (@ Help [ Share

Post-opinion
Post-authorisation
Product information

Scientific advice and
protocol assistance

¥ Scientific guidelines
Quality
Q&A on quality
Biologicals

Non-clinical

Multidisciplinary
ICH

Innovation Task Force

Important note on document formats: All Microsoft Office documents submitted to the European Medicines Agency must be in a
format compatible with MS Office 2003. Office 2007 and Office 2010 formats cannot currently be accepted.

The Committee for Medicinal Products for Human Use (CHMP} prepares scientific guidelines, in consultation with the competent
authorities of the EU Member States, to help applicants prepare marketing-authorisation applications for medicinal products for human
use.

Guidelines are intended to provide a basis for practical harmonisation of the manner in which the EU Member States and the Eurcpean
Medicines Agency interpret and apply the detailed requirements for the demonstration of quality, safety and efficacy contained in the
Community directives. They also help to ensure that applications for marketing authorisation are prepared in a manner that will be
recognised as valid by the Agency.

For the assurance of quality of medicinal products, guidelines are complementary instruments to European Pharmacopoeia
monographs and chapters.

Compilation of European Commission and the European Medicines Agency scientific guidelines relating to medicinal
products for human use

This section of the website updates and replaces the previous Volume 3 of 'The rules governing medicinal products in the European
Union' (Eudralex), published by the European Commission. It contains all currently valid guidelines criginally published in Volume 3
and all currently valid guidelines published by the Agency since 1995, plus their subsequent revisions and supplements. As well as
adopted guidelines, it also includes concept papers, draft guidelines and overviews of comments received during the consultation on
draft versions.
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Human medicines

Pre-authorisation
Post-opinion
Post-authorisation
Product information

Scientific advice and
protocol assistance

¥ Scientific guidelines
Search guidelines
Quality

P Home P Reguiatory P Human medicines P Scientific guidelines P Clinical efficacy and safety P Nervous system

Clinical efficacy and safety: Nervous system [ Email () Print @@ Help & Share

This page lists the European Medicines Agency's scientific guidelines on the clinical safety and efficacy of medicines
used in nervous-system disorders.

If you have comments on a document which is open for consultation, use the form for submission of comments on scientific
guidelines.

Please note that the Efficacy Working Party secretariat e-mail address (ewpsecretariat@ema.europa.eu) no longer exists. Therefore,
please submit your comments from now on to the following e-mail address: cnswpsecretariat@ema.europa.eu.

Topic Documents Reference Publication | Effective Remarks
number date date

Q&A on quality
Biologicals
Non-clinical

wClinical efficacy and
safety

Clinical
pharmacology and
pharmacokinetics

Alimentary tract and
metabolism

Blood and blood-
forming organs

Blood products

Cardiovascular
system

Dermatologicals

Genito-urinary
system and sex
hormones

Armdl afFandiiinm Fra

Need for revision of the guideline f_:] Draft concept paper EMA/CHMP/6 Released for Deadline for
on medicinal products for the 17734/2013 consultation comments 31
treatment of Alzheimer's disease 31 Oct 2013 Jan 2014
and other dementias
Clinical development of @ Draft guideline EMA/CHMP/9 Released for Deadline for
medicinal products intended for 7005772011 consultation comments 30
the treatment of pain May 2013 November
2013
Development of medicinal 'E] Concept paper EMA/CHMP/4  Released for Deadline for
products for the treatment of 0896/2013 consultation comments 4
autism-spectrum disorder April 2013 July 2013
Clinical investigation of medicinal Draft guideline EMA/CHMP/2 Released for Deadline for
products for the treatment of ) Concept paper 36981/2011 consultation comments 31
Duchenne and Becker muscular March 2013 August 2013
dystrophy
Ciinical investigation of medicinal ﬂ] Draft guideline CHMP/77181  Released for Deadline for
products for the treatment of 5/2011 Rev. consultation comments 9
multiple sclerosis 2 October 2012 April 2013
Clinical investigation of medicinal "] Overview of comments CHMP/40072  October 2012 1 April 2013
products, including depot ) Adopted guideline /2010 Rev. 1
preparations in the treatment of " Draft guideline

schizophrenia

%)

Concept paper
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Scientific Advice by BfArMm

450

400
350

329

300

298

250

275

200
150

100

77

50

389
333
296 201
269
0 - ‘ ‘ ; ; ‘ ‘

1

2003 2004

Stand: 31. Marz 2014

Bundesinstitut fur Arzneimittel und Medizinprodukte | Das BfArM ist ein Bundesinstitut im Geschaftsbereich des Bundesministeriums fiir Gesundheit

2005

2006

2007

2008

2009

2010

2011

2012

2013

2014

G BfArM



G BfArM
Finalized Scientific Advice in 2013 (n=275)

B meetings in person
D written procedures
Ocomplex written procedure
® advice by phone

145 @ withdrawal

Orefused (incomplete)

@ not applicable to BfArM

O portfolio meeting

O pre-submission meeting

Stand: 31. Dezember 2013
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BfArM activities in EMA scientific advice
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Use of active comparator €H BfArM

« Comparison of results

* positive effects in comparison
« Unwanted effects / risks in comparison

« Assessment of Benefit-Risk

« Overall comparison of benefit-risk
« Contrasting juxtaposition and interpretation

* Critical discussion of relative benefit-risk-balance
« Balancing of uncertainties
 Results in view of different stakeholders
 Need for additional clinical trials
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European Public Assessment Report (EPAR) €H BfArM

« This document is a summary of the European Public Assessment Report
(EPAR). It explains how the Committee for Medicinal products for Human Use
(CHMP) assessed the studies performed, to reach their recommendations on
how to use the medicine.

 If you need more information about your medical condition or your treatment,
read the Package Leaflet (also part of the EPAR) or contact your doctor or
pharmacist. If you want more information on the basis of the CHMP
recommendations, read the Scientific Discussion (also part of the EPAR).

* clear structure, improved templates

- all pivotal studies

e precise statements on active comparator

* precise statements on benefit-risk-
assessment (quantitative and qualitative)

access to and transparency of data
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G BfArM
Biomarker can be used to ...

* Understand the biology of a disease

 Understand the effects of medicinal
products

* Provide information on sub-
populations of patients that might
respond to treatment or be
susceptible to side effects
(individualized medicine)

* Developing better diagnostics and
medicinal products

* Improve methodology of clinical
trials
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. . . 11
Validation of ,,Surrogat-Endpoints
Bucher HC et al., JAMA (1999) 282, 771-778

(1) Plausible connection between basic science and clinical
trials

(2) Is there a strong, independent, consistent association
between surrogate endpoint and clinical outcome
(necessary, not sufficient)

(3) Evidence from randomized trials that improvements in the
surrogate endpoint leads consistently to improvement of
the target outcome

(4) Large, precise, and lasting treatment effects
(5) Arethe likely benefits worth the potential harms and costs

Bundesinstitut fur Arzneimittel und Medizinprodukte | Das BfArM ist ein Bundesinstitut im Geschaftsbereich des Bundesministeriums fiir Gesundheit

G BfArM

15



Continuous Evidence after MA G BfArM

 Regular and continuous benefit-risk-assessment by MAH
and BfArM (8 29 AMG)

« Pharmacovigilance

e Spontaneous reporting, PSURS, registries,
epidemiological studies,...

e Since 2012:

« targeted trials on safety (PASS) and efficacy (PAES) of
aproved products

- “Adaptive Licensing”
« ‘“staggered approval’ (EMA)
« “progressive licensing” (Health Canada)
« “progressive authorisation scheme”™ (NEWDIGS)
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EH BfArM
Orphan Drugs

No evidence of ,orphanisation”

,Orphan Drug Designation”

=  Rare, severe or life-threatening disease

=  No satisfactory / unmet medical need

=  Probably significant (,,erheblich”) therapeutic benefit
Approval of an ,,Orphan”

= Reexamination and confirmation of significant (,,erheblich®)
therapeutic benefit

Dossier for G-BA necessary

=  Quantification of benefit

=  Negotiation of reimbursement
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EH BfArM
Advice of BfArM to G-BA and IQWiG

April 2011 - April 2014

e Total of 48 procedures

15 regular advices based on § 8 AM-NutzenV
with involvement of BfArM

9 requests by MAH in relation to additional
benefit, active comparator, study design

9 general requests of G-BA to BfArM
15 requests of IQWIG to BfArM
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EH BfArM
Options for improvement
 BfArM not involved on a regular basis

* No knowledge of complete dossier of MAH

* No dialogue in person between G-BA and
BfArM, in general written procedure

* Invitation to internal discussions only exception

* No joined scientific advice
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Early Joined Advice and Communication |

Advantages / Chances

Marketing Authorisation Holders:

— predictability, targeted use of ressources

— Consideration of multinational, multicenter programs

Regulators:

— Relevant endpoints, study designs, patient related
outcomes

Payers:

— Improved database/results for decision-making

Physicians / Patients:

— Clinical practice consistent with regulatory and HTA-
decision making, higher transparency
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Early Joined Advice and Communication || & Bfarm

* Requirements

= Early joined advice before phase Ill on a regular basis

— Precondition for reasonable and feasible development
programs

— Ethically required to avoid unnecessary studies
— Need for transparency / full dossier
— Legally fixed (§35a Abs. 7 SGB V)

= Real dialogue / trialogue necessary
= BfArM/ PEI have the competence and experience
= Avoidance of double competence
» Safeguarding for endpoints relevant to BfArM/PEI and G-
BA/IQWIG

Active comparators helpful with regard to ,zweckmafige
Vergleichstherapie®

- Patient related outcomes, ,hard” primary endpoints and rigorous
interpretation
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Possible Challenges ... €3 BfATtM
from: Eichler HG et al., NRDD 2010

Current paradigm Future paradigm?
MA

Payers

——————————— e e ——— ———

| Dedicated relative efficacy/ !
| effectiveness assessment? j

P e

E Assessors [ Assessment focus [ Studies/data
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Summary & BfAM

 Experience for joint advice between BfArM and
PEI is still limited — interactions are no exception,
but far away from routine

 BfArM offers competence and experience for
early and joint advice

« ,,Adaptive Licensing“ and ,,early access
programs* (e.g. EAMS in UK) or issues around
individualized medicine will make assessments
even more complex

« BfArM is prepared to play a proactive role in
national and EU procedures
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E3 BIAM

Vielen Dank fuir lhre Aufmerksamkeit!
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