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OBJECTIVES 

 
 

1 Adaptive Licensing (AL):  What is it? 

 

2 Guiding Principles: 

• “benefit-risk management”  

• “benefit-harm-uncertainty management” 

 

3 Practical Considerations:   

• Health Canada experience 
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ADAPTIVE LICENSING (AL): WHAT IS IT? 

Different names, same ideas 

EMA: staggered approval 

FDA: progressive reduction of uncertainty 

Health Canada: progressive licensing 

HSA Singapore: test bed for adaptive regulation 

Payers (HTAi): managed entry 

MIT/NEWDIGS: adaptive licensing project 

From Hans-Georg Eichler, EMA, 2012 
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Adaptive licensing concepts evolve the drug 

development, regulatory model 
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“The Magic Moment”  
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Adapted from HG Eichler, EMA, 2012 
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Adaptive Licensing (AL): definition  

AL is a prospectively planned, adaptive 

approach to regulation of drugs: 
 

Through iterative phases of evidence gathering 

followed by regulatory evaluation and license 

adaptation, AL seeks to serve patients’ needs by 

balancing: 

• timely access; with  

• management - including communication - of 

benefits and harms as understanding evolves. 

Adapted from Hans-Georg Eichler, EMA, 2012 
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AL builds on existing regulatory processes, 

including Conditional Authorization and 

RMPs. 

“To achieve the full potential of AL for public 

health and drug development, licensing 

decisions should ideally be aligned with 

coverage and prescribers’ decisions…” 

 

...to better coordinate exposure with evidence. 

Adaptive Licensing (continued)  

Adapted from Hans-Georg Eichler, EMA, 2012 
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Exposure vs evidence: 

Current scenario:  

Post-licensing, treatment 

population grows rapidly; 

treatment experience 

does not contribute to 

evidence generation 

 

Adaptive Licensing:  

After initial license, # 

treated patients grows 

more slowly due to 

restrictions; patient 

experience is captured to 

contribute to real-world 

information 

Adapted from Hans-Georg Eichler 

“on-label” 

“on-label” 
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AL keywords: 

• prospectively planned 

• iterative phases evidence  gathering 

• serve patients’, public health needs 

• balanced timely access  

• benefit-harm management as understanding 

evolves 

• align various decision-makers’ needs 

10 

The underlying principle for AL is benefit-

harm-uncertainty (BHU) management 

Benefit-Risk, or 

BHU Management 
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A working definition for BHU Management:  

Regulatory science, practices to identify, improve, 

clarify: 

•evidence of (un)favourable effects, uncertainties; 

•technical/value judgements (scientific, social); 

•decision processes across life-cycle 

 

…to enable better informed, more meaningful, 

better communicated regulatory decisions so that 

other healthcare partners - including patients - 

can make their own best decisions. 
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BHU management  

key elements (HC): 

Benefit-Harm-Uncertainty/ * 

*  http://www.hc-sc.gc.ca/ahc-asc/mod/roadmap-feuillederoute-eng.php 

 

1)  Focus on patient needs: 
• personalised to: 

• optimize benefits,  

• minimize harms,  

• manage uncertainties 
 

2)  Consider context: 
• e.g.  

• burden to patient,  

• burden to health system 

• available therapy 

 

3)  Recognise life-cycle: 
• integrate emerging innovations 

into drug development, regulation 

to reduce uncertainties 
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Health Protector 

 

“GATEKEEPER” 

Access Facilitator 

Information Provider 

1 Evidence Standards for New Drug Marketing Approval    PLP Discussion Paper, Health Canada 

   Accessible at:     

           http://www.hc-sc.gc.ca/dhp-mps/homologation-licensing/docs/ima-aimm/ima-aimm22-eng.php 

 
2 Five Moral Imperatives of Government Regulation.  P. Barton Hutt.  Hastings Center Report, February            

1980, pp 29-31 

BHU management helps  

balance regulator’s roles, responsibilities… 1, 2 

...with those of others  

(industry, payers, HCPs, patients, care-givers) 

“ENABLER” 
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BHU language provides direct confrontation of 

uncertainties in drug evidence / use that would be 

needed for adaptive licensing 

E 

UNCERTAINTY 
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OBJECTIVES 

 
 

1 Adaptive Licensing (AL):  What is it? 

 

2 Guiding Principles: 

• “benefit-risk management”  

• “benefit-harm-uncertainty management” 

 

3 Practical Considerations:   

• Health Canada experience –  

• Progressive Licensing, Modernization 
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 Practicalities & lifecycle evidence innovations -  

what HC statisticians say we need: 

 

 

 

 

 

!!! 
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Practical considerations of uncertainties -  

present situation, future needs 

Reduce ! 

 

Communicate! 

 

 

 

 

Transparency! 



18 

 

• Socially and scientifically responsible drug 
regulation requires: 

 

• …agreement (mandate?) among healthcare 
system partners/decision-makers (e.g. 
regulators, industry, payers, pharmacists, 
prescribers, caregivers, patients) to act 
upon - and respect each other’s – roles, 
responsibilities… 

 

…………………TRANSPARENCY! 
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Practical considerations:  AL will need a broad 

social contract to align behaviours 

 

 

 

 

 



Court 

Reporter 

payors  

physicians 

pharmacists  

patients 

HC’s approach: “Let’s keep talking…” 

HC Consultations, 2007 onwards… 

Blue – 

Regulatory Affairs 

17 people 

Red- 

Health Canada 

20 people 

Yellow – 

Contributors 

28 people 

Green – 

Support  

7 people 

Screen 

Brown – 

Health Canada 

26 people 

Microphones at seats 

Support 

Table 

regulator 

industry 
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Practical considerations:  present vs future 

decision and information flow paths 

Developers 

Regulator 

Payers 

Healthcare 

practitioners 

Patients,  
caregivers 

Population health = total 

individual health decisions 

“drug consideration” 

“Best decision”  
-informed about B, H, U 

-relationships/roles understood 

-accepts balance +/- effects, uncertainties 

 

 

Can we improve flow to enhance evidence, decisions? 
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CONCLUSIONS…? 

Adaptive Licensing not a panacea, not necessarily 

a route for all drugs, one size doesn't fit all, 

 

but might help regulators avoid the reputation trap, 

 

if properly managed and communicated, may be 

the best (or only?) option to balance the 

regulators’ gatekeeper and enabler roles. 

From Hans-Georg Eichler, EMA, 2012 


