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Product Life cycle 
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Initial phase  

initiating discussion with study’ sponsor 

(designs, dose, endpoints) 

 
MAA :  

investigating uncertainties and their clinical consequences / 

Support B/R decisions 

Anticipating and interpreting heterogeneity 

 
Post Marketing: 

Identify risk groups (under/over exposure) 

exposure-response relationship  (PASS / PAES) 

 

Pharmaceuticals  

(MAH / MAA) 

Regulatory 

Authorities 

MHRA “BENEFIT-RISK MANAGEMENT PLANNING THROUGH THE LIFE CYCLE OF A PRODUCT”  (Session 0101/0701/0901/1301) April 2016 
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Product Life cycle 
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Patients  
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Patients  

Pharmaceuticals  

(MAH / MAA) 

Health care 

Professionals 

Regulatory 

Authorites 
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PROTECT  
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EMA Key milestones for patient involvement EMA 

EMA 

EMA 
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EMA initiatives for patient Dialogue 
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FDA initiatives for patient Dialogue FDA 

FDA 

FDA 
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Patient  

engagement  

initiatives 

EMA’s pilot project on patient input for drug review   

EMA’s Patients’ and Consumers’ Working Party activities  

 

CDER’s Patient-Focused Drug Development   

CDRH Patient Preference Initiative 

  

EMA 

FDA 

Center for Drug Evaluation and Research (CDER) 

Center for Devices and Radiological Health (CDRH) 
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Center for Drug Evaluation and Research (CDER) 

Center for Devices and Radiological Health (CDRH) 

EMA – FDA Cluster activities 
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Patient  

engagement  

initiatives 

What are authorites’ strategies to 

minimise patient engagement  obstacles? 

 

Is patient engagement had an impact on 

product approval decisions ? 

  

? 

? 
 



© Copyright 2017 – KEYRUS / VIGI-CARE 
28 

Effective interaction with all involved stakeholders during drug development 

process 

Inter-authorities harmonisation with applicable 

effective regulations 

RISK MANAGEMENT LIFE CYCLE APPROACH – KEY POINTS 

Authorities measures in Benefit-Risk (B/R) Assessment 



© Copyright 2017 – KEYRUS / VIGI-CARE 
29 

Inter-authorities harmonisation with 

applicable effective regulations 
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Authorities regulations’ Challenges in 

Benefit-Risk (B/R) Assessment 

ICH 

EMA 

FDA 

Inter-authorities harmonisation with applicable effective regulations 
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Benefit  
effectiveness / safety 

/ efficacy (symptom 

improvement) 

(endpoints evaluation) 

 

Risk 
Risk mitegation / Incidence 

 Safety concers characterisation  

AE information (Common / rare)  

Effective 

B/R 

monitoring  
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effectiveness / safety 
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ICH M4E CTD / ICH E2C PBRER 

 

Module V / Eu Public Assessment Reports (EUPAR)  

Risk Evaluation and Mitigation Strategy  (REMS) / FDA Medical Review 

ICH 

EMA 

FDA 

Challenges in Benefit-Risk (B/R) Assessment 

Inter-authorities harmonisation with applicable effective regulations 
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 ICH M4E guideline on Enhancing the Format and Structure of Benefit-Risk 

Information in ICH 

This document provides a succinct, integrated, and clearly explained benefit-risk 

assessment of the medicinal product for its intended use 

 

• Key benefits  the favourable effects generally assessed by primary and 

other clinically important endpoints across the studies in a development 

program 

• Key risks  the unfavourable effects that are important from a clinical 

and/or public health perspective in terms of their frequency and/or 

severity 

 

The benefit-risk assessments of approved products are the subject of the ICH 

E2C(R2) 
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B/R tools & 

Process 

EudraVigilance 

Access Policy 

[NEW EudraVigilance 

system with enhanced 

functionalities will be 

launched on Nov.  2017]  

EudraVigilance 

Data Analysis 

System (EVDAS) 

 

EMA strategic 

project / Article 57 

planned evolution 

(ISO IDMP 

standards 2017) 

GVP Module 

V / XVI 
(Updated 

March 2017) 

 

GVP Module IX  

(revison 1 / 

update in Q4 

2016) 
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B/R tools & 
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Access Policy 
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launched on Nov.  2017]  

EudraVigilance 
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System (EVDAS) 
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(ISO IDMP 

standards 2017) 

GVP Module 
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Enhancing 

transparency of the 

benefit-risk decision-

making process 

Facilitating Rationale 

communication for 

each decision (within 

regulatory system / 

the public)  

Project 

Aim 
five consecutive work 

packages 

-Research phase (first 

four work packages)  

-Effects Table (ET) usage 

as an effective 

communication tool 

-Implementation & 

training (fifth work 

package) 

 

Project 

structure explors ET 

implementation in 

post-authorisation 

B/R reviews 

PRAC  
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EMA Benefit-Risk Methodology Project (Effects Table example) 
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FDA Challenges in Benefit-Risk (B/R) Assessment 
FDA 

FDA 

FDA 
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Risk Evaluation and Mitigation Strategy  (REMS) / Medical Review 

A structured benefit-risk assessment framework (sB/R) is currently 

implemented to organize its review of a product’s benefit and risk 

communicate benefit-risk assessment decisions at the point of approval or 

post-market regulatory decision 

FDA 

FDA 

FDA 
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a structured benefit-risk assessment framework (sB/R) is currently implemented to 

organize its review of a product’s benefit and risk 

communicate benefit-risk assessment decisions at the point of approval 

or post-market regulatory decision 

FDA 

FDA 

FDA 

Current treatment options analysis / B-R management 

(Evidence and uncertainties) 
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(Hamada et al., 2013) 
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* Integrating data from multiple sources 

* Understanding the impact of risk 

management and real-world data 

* Methods to balance benefit and risk 

(Quantitative / qualitative approaches) 

* Applicable effective strategies 

 

Risk management 

during product life 

cycle requires: 

Awareness 

of 
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Concepts 
 

Tools 

 

Framework 
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Concepts 
 

 

Competitive 

advantages 

 

Business Model 

Tools 

 

 

For strategic 

Decisions 

Framework 

 

 

Practicality & 

Effectiveness 
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Risk 

Management 

during 

product life 
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THANK YOU FOR YOUR ATTENTION 

To contact us 

www.keyrusbiopharma.com 

contact@keyrusbiopharma.com 
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