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€3 BfFArM
Update AlzheimeiGuidance ConceptPaper

A newresearch diagnostic criteria are used in clinical trials
for different stages of AD

A the potential use of several biomarkeasid their
temporal relationship irthe different stages of drug
development

A The use of appropriate outcome measures with adequate
clinical relevance to be used at astageof the disease
continuum v

A Design of long term efficacy and safety studies s

A Usefulness of combination therapy and corresponding 0
study designs
K
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Trialsfor symptomaticor diseasemodifying €3 BfArM
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Figure 1 Comparison of number of trials of symptomatic cognitive-enhancing agents and of disease-modifying agents in the 2002 .
through 2012 period.
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€3 BfFArM
New Termsand Definitions: IWG (EUand NIA-AA (US)
oboth considerADasa continuumad

A IWGdefinesAD:

A Presymptomatic causativemutations
No symptoms
A Preclinical No symptoms
Evidenceof Biomarkers
A Prodromal/ Memory |.,No Functionall.
MCldueto AD Evidenceof Biomarkers Vi
No Dementia
A AD: Cognitivel: +Functional. z
Evidenceof Biomarkers 7
Dementia
4
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Clinicalendpoints

A Earliest Symptoms
I Subtle cognitive deficits
I No detectable functional impairment
I Most to gain (potentially)

A Use of isolateccognitivemeasures, composite
scales

I Several scales under development
I Small effect sizes
I Hard to interpret clinical meaningfulness
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EMA Workshop ot f |
Nov. 2015

Sessions

Session 1 The latest advances in the understanding of the pathophysiology of Alzheimer’s Disease
and the discovery of disease-modifying treatment targets

Session 2 The changing diagnostic criteria for Alzheimer’s Disease, including early and asymptomatic
disease stages, and their impact on the clinical trial design

Session 3 The scientific and regulatory approaches to facilitating disease-modifying drug
development and registration in a global environment

Session 4 The choice of outcome parameters and need for distinct assessment tools with regard to
the different disease stages in Alzheimer’'s Disease

Session 5 The potential use of biomarkers and their temporal relationship with the different phases
of Alzheimer’s Disease in different stages of drug development

Session 6 The place for treatments of associated neuropsychiatric and other symptoms
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New Hope ....SolanezumabAducanemal)

Gantanerumab

Alzheimer-Therapie

,Es ist schon ein Durchbruch®

Ist das die Wende im Kampf gegen die gefiirchtete Alzheimer-Krankheit?

Erstmals konnten amerikanische Pharmaforscher bei Demenzpatienten die

Zerstorung des Gedachtnisses messbar verlangsamen - mehr aber auch nicht.
JOACHIM MULLER-JUNG

BfArM

wamssme NEW Alzheimer's Drugs Offer 'Exciting
Possibilities'

Wie ausradiert: Die Zerstorung immer groBerer Teile des Gehirns fuhrt zum groBen Vergessen und Researchers think new drugs are working to remove amyloid, and they hope it will alter thecourse fo Alzheimer's disease. £ Neuron via National Institutes of Health

am Ende sogar zum Verlust der Personlichkeit.

DAILY NEWS 22 July 2015

New Alzheimer’s drugs: What do
they do and could they be a cure?

ALZHEIMER

Endlich Hoffnung

Medikamente gegen Alzheimer zeigten bisher kaum
Wirkung. Jetzt konnte im Kampf gegen den geistigen
Verfall der Durchbruch gelungen sein VON ULRICH BAHNSEN
UND HARRO ALBRECHT

DIE ZEIT N° 29/2015 19.Juli 2015 17:41 Uhr | 46 Kommentare | (=

Allein in Deutschland leiden aktuell anderthalb Millionen Menschen an einer Demenz, darunter eine Million
an Alzheimer. | © Philippe Huguen/AFP/Getty Images
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Changeof Biomarkersover Time
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Roleof Biomarkers G BfArM

Steps from Biomarker Identification to
Diagnostic/Outcome Measure

Regulatory Process
Approved Diagnostic
Accepted Outcome measure

Clinical Qualification
Diagnostic (cut-point determination)
Outcome measure (link COA)

Assay Validation

Prototype to analytically validated reagent
Assay manufacturing (e.g. kit)

Assay Standardization & SoP Collection/Storage

Clinical Application
Stop-Go use
Fit for Purpose Assay
Custom developed assay
Exploratory Biomarker
Feasibility evaluation
Biomarker Identification
Hypothesis driven or Un-biased
Modality? / Invasive or Non-invasive? 6
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Qualification of novelmethodologies

EUROPEAN MEDICINES AGENCY
SCIENCE MEDICINES HEALTH

CIlN

Frequently referred to as DDT (Drug Development Tools,
FDA terminology):

A Biomarkers

A Clinical Outcome Assessments (COA: PRO, ClinRO,
ObsRO, PerfO)

A Imaging Markers

To

Animal Models
A Statistical Methods

w
[ / s
2015
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FinalizedQualificationProceduredor AD

Qualificationopinionof! f T K S disé&sdidveél methodologies biomarkers http:// www.
ema.europa.eldocden_GBdocument_library
Regulatory _and_procedural_guideli2®11/02/WC500102018.pdf

€3 BfFArM

Qualificationopinion of novelmethodologiesn the pre-dementiastageof! £ T KSA YS NI A

diseasecerebrospinafluid related biomarkersfor drugsaffectingamyloidburden
http:// www.ema.europa.eldocsen_GB
document_libraryRegulatory _and_procedural_guideli2€11/05/ WC500106357.pdf

Quialificationopinion of low hippocampalolume (atrophy) by MRIfor usein clinicaltrials for

regulatorypurpose- in pre-dementiastageof! f | K S diséas@&hipA www.
ema.europa.ebdocden_GBdocument
library/ Regulatory _and_procedural_guideli2®11/12/WC500118737.pdf

Qualificationopinionof! f T K S disé&sdéidvel methodologies biomarkersfor the useof
CSF AB-42 andt-tau and/ or PETamyloidimaging(positive/ negative asbiomarkersfor

enrichment http:// www. ema.europa.efdocgden_GRBdocument_libraryRegulatory _and_procedural
guideling2011/12/WC500125019.pdf

Quialificationopinion of a noveldatadriven modelof diseaseprogressiorandtrial evaluation
in mildandmoderate! f | K S disé&&I a

http:// www.ema.europa.eltdocgden_GBdocument_libraryRegulatory_and
procedural_guidelin®013/10/WC500151309.pdf
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FDAEMA parallelQualification Advice

¢

EUROPEAN MEDICINES AGENCY
SCI1E

N C [ M E

T

Encouraged by both agencies

T

Voluntary , at request of sponsor

A Discussion between FDA-EMA and tripartite meeting  with
sponsor

A Alignment of procedural flow between agencies is important
and challenging: preparatory interactions with all agencies
should start early

A Each agency will issue separate responses to sponsor 0s
questions in line with their usual procedures

A Increasedlialoguebetweenagenciesand sponsorfrom early stagesof
development

Exchangeiews shareexpertise

Optimiseandfacilitate globaldevelopment meetingboth agencies
requirements

> >
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