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Changes Brought by Globalization 

1. Population  

2. Endpoints 

3. Comparators 

4. Study design 

5. Cost challenges Active Placebo 
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From the Old Registration Dossier to the New Ones 

The European Medicines Agency introduced the Exceptional Circumstances 
(EC) and Conditional Approval (CA) procedures in Europe to approve drugs 
based on more limited clinical data sets and with clear ‘’unmet medical need’’. 
However, EC/CA procedures provide early access to a limited number of drugs. 



EMA’s Marketing Authorisations 

Traditional MA 

Conditional MA 

MA under Exceptional Circumstances  



Drug evaluation becomes a continuum  

The knowledge of drugs is not binary but continues to evolve over time. The 
single “magic moment” between non-approval and approval is replaced with 
progressive management and reduction of uncertainty. 



4 December 2013 

Adaptive Licensing Scenario: one size does not fit all 

(a) Current scenario 
(b) AL scenario 

AL would make fuller use of all sources 
of information to update regulatory and 
treatment decisions. 
 
For example, a AL pathway could be the 
adaptation around: population, statistical 
uncertainty, endpoints with surrogate 
markers, combination treatments, etc… 

 Eichler et al. Clin Pharmacol Ther. 2012 Mar 



Transition to adaptive approaches 

The basic principles of adaptive approaches are facilitating early 
access by approving medicines early, with acknowledged uncertainty 
about the favourable and unfavourable effects. 

Source: Discussion paper by the Escher Project 
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Adaptive Licensing or Progressive Patient Access 

”Adaptive licensing" is also 
about bringing all these 
activities together in a 
prospective and structured way 
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A case-by-case approach 

AL is not always applicable and may not be applied to all drugs in the same 
manner. Under an Al scenario is needed: 
 

 an acknowledgment of acceptable levels of uncertainty; 

 an improved public communication and perception of safety and efficacy; 

 a greater adherence to use in treatment-eligible populations; 

 an increased need for prescription controls and support; 

 surveillance and evidence generation. 
 



Cost of disorders of the brain in Europe 



Alzheimer's Disease: challenging the progression 



AD Biomarkers 

Biomarkers:  
Are variables (physiological, biochemical, anatomical) 
that can be measured in vivo and that indicate specific 
features of disease-related pathological changes. 

The 5 most widely  
studied Biomarkers in AD:  

1) ↓ CSFAβ42 
2) ↑  CSF tau 
3) ↓  fluorodeoxyglucose uptake on PET 
4)   PET amyloid imaging  
5)   Structural MRI measures of cerebral   
        atrophy 

 
Illustration of biomarker staging of Alzheimer’s diseaseThree elderly 
individuals are placed in order from left to right by use of our proposed 
biomarker staging scheme. (A) A cognitively normal individual with no 
evidence of Aβ on PET amyloid imaging with PiB and no evidence of atrophy 
on MRI. (B) A cognitively normal individual who has no evidence of 
neurodegenerative atrophy on MRI, but has significant Aβ deposition on PET 
amyloid imaging. (B) An individual who has dementia and a clinical diagnosis 
of Alzheimer ’ s disease, a positive PET amyloid imaging study, and 
neurodegenerative atrophy on MRI. Aβ=β-amyloid. PiB=Pittsburgh compound 
B. 

Lancet Neurol. Jan 2010; 9(1): 119. Clifford R J et al  



Dynamic biomarkers of the Alzheimer’s pathological cascade Aβ is identified by CSF Aβ42 or PET 
amyloid imaging. Tau-mediated neuronal injury and dysfunction is identified by CSF tau or 
fluorodeoxyglucose-PET. Brain structure is measured by use of structural MRI. Aβ=β-amyloid. MCI=mild 
cognitive impairment. 

Lancet Neurol. Jan 2010; 9(1): 119. Clifford R J et al  

Biomarkers are temporally ordered 



Which biomarker? 

Biomarkers can be separated according to their potential use in AD trials in: 

1. Diagnostic : for determining diagnosis; 
2. Enrichment: for reinforcing entry criteria; 
3. Prognostic: for determining course of illness  
4. Predictive: for treatment outcomes  

Biomarkers require validation for most of these particular purposes 

Since 2011 4 SA have been given for Biomarkers, to identify and select patients at 
the pre-dementia stage of the disease 



Monoclonal Antibodies in recent development 
A story of uncertanties and failures? 

  
1. Ponezumab 
2. Crenezumab 
3. Bapinezumab 
4. Solanezumab 
5. Gantenerumab 



34 



http://www.fda.gov/downloads/Drugs/Guidan
ceComplianceRegulatoryInformation/Guidance

s/UCM338287.pdf 

Diagnosis 
- Prodromal AD (Dubois et al., 2010) 
OR MCI due to AD (Albert, DeKosky et 
al., 2011).  
- Biomarkers for enrichment of trial 
populations although no one formally 
endorsed  
Design 
- Randomized start as alternative to 
parallel arm placebo controlled 
Endpoints 
- A composite scale to assess both 
cognition and function in a single 
primary endpoint (CDR-SB or others) 
Biomarkers as supportive secondary 
outcome measures for disease 
modification claims 



Scientific Advice Working Party 

EMA Guideline revision 
Prodromal AD Diagnosis - Working Hypothesis 1 

Core clinical criteria:  

- Change in cognition reported by patient or 
informant  

Objective evidence of impairment  in one or 
more cognitive domains , typically memory 

- Preservation of independence in functional 
abilities 
- Rule out other etiologies 

Aβ Biomarkers 

CSF Aβ42, PET amyloid 

Biomarkers of neuronal injury: 

CSF t-tau or p-tau, hippocampal volume, brain atrophy 
(rate), FDG PET, SPECT perfusion, others 

 
 

NIA-AA MCI due to AD 
Insidious onset and gradual progression of impairment 
in one or more cognitive domains  
Probable AD  
Evidence of a causative AD genetic mutation 
Possible AD 
Clear evidence of decline in memory and learning 
(sometimes accompanied by deficits in executive 
functions) 
Steadily progressive, gradual decline in cognition 
without extended plateaus  
No evidence of mixed etiology 
Biomarkers 
None 

DSM 5 Minor ND 



Scientific Advice Working Party 

EMA Guideline revision 
TRIAL DESIGN - Working Hypothesis 2 

Population:  

- NIA-AA, ADRDA criteria 

- Biomarkers for enrichment depending on the 
mechanism of action of the drug under 
investigation 

Design  

- Double blind placebo controlled (active control for 
symptomatic treatment) 

Duration 

- New agents with potential disease modifying effect: 
18 months duration of the double blind phase and 
need for long term data  

- Symptomatic treatment of Dementia of the Alzheimer 
Type (also addition to AchEIs): 6 months 
 

 
 

Mild to Moderate AD 
Population:  
- Clinical criteria: subjective evidence of change 

in cognition, objective evidence (LM II OR 
FCSRT) of impairment in memory and 
executive functions 

- Biomarkers for enrichment depending on the 
mechanism of action of the drug under 
investigation 

Design  
- Double blind placebo controlled 
Duration 
- New agents with potential disease modifying effect: 
24 months duration of the double blind phase and 
need for long term data  

Early AD 



AL in AD «Mission impossible?» 
Critical aspects for new MP for AD 

• The impact of new diagnostic criteria for AD including  
       early and even asymptomatic disease stages on clinical  
       trial design 
•  The choice of outcome parameters and need for distinct assessment tools with    
      regard to the different disease stages in AD (different signs and symptoms,   
      differences in change over time, severity). 
• Assessment of efficacy and safety in different age groups (e.g. old vs. very old) 
• Potential use of biomarkers and their temporal relationship with the different 

phases of AD in different stages of drug development (mechanism of action, use as 
diagnostic test, enrichment of study populations, stratification for subgroups, 
safwety and efficacy markers, etc.  

• Design of long term efficacy and safety studies  
• Usefulness of combination therapy and corresponding study design 



Manage uncertainties and assure sustainability 
Are adaptive approaches feasible for all drugs or only a particular 
subset of them? 
Are decision-makers prepared or willing to rely more on 
observational data for evidence collection? 
Is it possible to shift current roles, obligations and responsibilities 
of patients, the public, clinicians, regulators, payers and industry 
in regards to drug registration and diffusion? 
Are we able to revisit and change the current overlapping legal 
and ethical responsibilities of industry, regulators, those 
conducting clinical research, and those providing care? 
How the costs of adaptive approaches should be met? 

39 


	Diapositiva numero 1
	Diapositiva numero 2
	Changes Brought by Globalization
	From the Old Registration Dossier to the New Ones
	EMA’s Marketing Authorisations
	Drug evaluation becomes a continuum 
	Adaptive Licensing Scenario: one size does not fit all
	Transition to adaptive approaches
	Adaptive Licensing or Progressive Patient Access
	Adaptive Licensing or Progressive Patient Access
	Adaptive Licensing or Progressive Patient Access
	How do patients get access to a new drug?
	How do patients get access to a new drug?
	How do patients get access to a new drug?
	How do patients get access to a new drug?
	How do patients get access to a new drug?
	How do patients get access to a new drug?
	How do patients get access to a new drug?
	How do patients get access to a new drug?
	How do patients get access to a new drug?
	How do patients get access to a new drug?
	How do patients get access to a new drug?
	How do patients get access to a new drug?
	How do patients get access to a new drug?
	How do patients get access to a new drug?
	How do patients get access to a new drug?
	A case-by-case approach
	Cost of disorders of the brain in Europe
	Alzheimer's Disease: challenging the progression
	Diapositiva numero 30
	Diapositiva numero 31
	Diapositiva numero 32
	Diapositiva numero 33
	Diapositiva numero 34
	Diapositiva numero 35
	EMA Guideline revision�Prodromal AD Diagnosis - Working Hypothesis 1
	EMA Guideline revision�TRIAL DESIGN - Working Hypothesis 2
	Diapositiva numero 38
	Manage uncertainties and assure sustainability

