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Å ConceptPaper/Draft of Guidance

Å RecentDevelopments

ÅEMA Workshop Nov. 2014

ÅQualificationProcedures/Scientific Advice

ÅData Sharing Initiative

Å Outlook

Agenda

2



Bundesinstitut für Arzneimittel und Medizinprodukte | Das BfArM ist ein Bundesinstitut im Geschäftsbereich des Bundesministeriums für Gesundheit 

Ånew research diagnostic criteria are used in clinical trials 
for different stages of AD 

Å the potential use of several biomarkers and their 
temporal relationship in the different stages of drug 
development

ÅThe use of appropriate outcome measures with adequate 
clinical relevance to be used at any stage of the disease 
continuum

ÅDesign of long term efficacy and safety studies 

ÅUsefulness of combination therapy and corresponding 
study designs 

Update Alzheimer Guidance: ConceptPaper
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Trials for symptomaticor disease-modifying
Products
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Amyloid CascadeHypothesis of!ƭȊƘŜƛƳŜǊΨǎDisease
Eric Karran, Marc Mercken& Bart De Strooper(2011) Nature Reviews Drug Discovery 10: 698-712
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Å IWG definesAD:
Å Presymptomatic: causativemutations

Nosymptoms

Å Preclinical: Nosymptoms
Evidenceof Biomarkers

Å Prodromal/ Memory I., NoFunctionalI.

MCI due to AD Evidenceof Biomarkers
NoDementia

Å AD: CognitiveI: + FunctionalI.
Evidenceof Biomarkers
Dementia

New Terms andDefinitions: IWG (EU) andNIA-AA (US)
αboth considerAD asa continuumά
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ÅEarliest Symptoms
ïSubtle cognitive deficits

ïNo detectable functional impairment

ïMost to gain (potentially)

ÅUse of isolated cognitive measures, composite 
scales

ïSeveral scales under development

ïSmall effect sizes

ïHard to interpret clinical meaningfulness

Clinical endpoints
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EMA Workshop on !ƭȊƘŜƛƳŜǊΩǎdisease
Nov. 2015 
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New Hope ..... Solanezumab, Aducanemab, 
Gantanerumab
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Change of Biomarkers over Time
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Roleof Biomarkers
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Frequently referred to as DDT (Drug Development Tools, 
FDA terminology):

Å Biomarkers

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

Å Imaging Markers

Å Animal Models

Å Statistical Methods

Qualification of novel methodologies
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Å Qualificationopinionof!ƭȊƘŜƛƳŜǊΩǎdiseasenovelmethodologies/ biomarkers: http:// www. 
ema.europa.eu/docs/en_GB/document_library/ 
Regulatory_and_procedural_guideline/2011/02/WC500102018.pdf 

Å Qualificationopinionof novelmethodologiesin the pre-dementiastageof!ƭȊƘŜƛƳŜǊΩǎ
disease: cerebrospinalfluid relatedbiomarkersfor drugsaffectingamyloid burden: 
http:// www.ema.europa.eu/docs/en_GB/ 
document_library/Regulatory_and_procedural_guideline/2011/05/ WC500106357.pdf 

Å Qualificationopinionof low hippocampalvolume(atrophy) by MRI for usein clinicaltrials for
regulatorypurpose- in pre-dementiastageof!ƭȊƘŜƛƳŜǊΩǎdisease: http:// www. 
ema.europa.eu/docs/en_GB/document_ 
library/Regulatory_and_procedural_guideline/2011/12/WC500118737.pdf 

Å Qualificationopinionof!ƭȊƘŜƛƳŜǊΩǎdiseasenovelmethodologies/ biomarkersfor the useof
CSF AB 1-42 andt-tau and/or PET-amyloid imaging(positive/ negative) asbiomarkersfor
enrichment: http:// www. ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_ 
guideline/2011/12/WC500125019.pdf 

Å Qualificationopinionof a noveldatadrivenmodelof diseaseprogressionandtrial evaluation
in mild andmoderate !ƭȊƘŜƛƳŜǊΩǎdisease: 
http:// www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_ 
procedural_guideline/2013/10/WC500151309.pdf 

FinalizedQualificationProceduresfor AD
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Å Encouraged by both agencies

Å Voluntary , at request of sponsor

Å Discussion between FDA - EMA and tripartite meeting with
sponsor

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

Å Each agency will issue separate responses to sponsorós
questions in line with their usual procedures

FDA-EMA parallel QualificationAdvice

14 14

Ą Increaseddialoguebetweenagenciesandsponsorfrom earlystagesof
development

Ą Exchange views, shareexpertise

Ą Optimiseandfacilitateglobal development, meetingboth agencies
requirements


