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Disclaimer 
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 EMA invited pharmaceuticals companies including Novartis Pharma AG to participate in an 

Extrapolation Workshop (held on 17 & 18 May 2016) called to obtain drug developers perspectives 

on the recently released EMA Extrapolation Reflection Paper. 

  The views and opinions expressed in the following PowerPoint slides are those of Christina Bucci-

Rechtweg and should not be attributed to Novartis Pharma AG or its affiliates, its directors, officers, 

employees, or any organization with which the presenter is affiliated. The views and opinions have 

been developed to support the discussion during the workshop. 

 These PowerPoint slides are the intellectual property of Christina Bucci-Rechtweg and are protected 

under the copyright laws of the United States of America and other countries.  Used by permission.  

All rights reserved. The Novartis logo is a registered trademark.  All other trademarks are the 

property of their respective owners. 

 Novartis will not be responsible for any subsequent use outside the intended purpose or changes to 

the presentation by EMA or any third party. 

 

 



1 
Agreeing on a Paediatric Investigation Plan (PIP) 
versus agreeing on a pediatric program that can 

achieve marketing authorization 

2 Iteration and adaptation as a routine aspect of medicinal 
product development 

3 
Validation and Confirmation of an extrapolation approach 

in the context of Compliance with an Agreed PIP and 
Reward 

Discussion Topics 
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Agreeing on a Paediatric Investigation Plan (PIP) versus 
agreeing on a pediatric program that can achieve marketing 
authorization 

TOPIC 1  



Aims of Regulation (EC) No 1901/2006 
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Recital 4 

To improve the 
information 

available on the 
use of medicinal 
products in the 

various paediatric 
populations 

Are appropriately 
authorised for use 
in the paediatric 

population 

To ensure that 
medicinal products 

used to treat the 
paediatric 

population are 
subject to ethical 
research of high 

quality  

To facilitate the 
development and 

accessibility of 
medicinal products 

for use in the 
paediatric 
population 



 “The proposed framework 
provides the basis for an 
explicit and systematic 
approach to extrapolation 
to support pediatric 
medicine authorisation.” 
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EMA Reflection Paper on Extrapolation of Efficacy 
and Safety in Paediatric Medicine Development 



“... proposes a framework 
for extrapolation of data 
from adults to children which 
could serve as a basis for 
regulatory decision making 
for Paediatric Investigation 
Plans.”  
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EMA Reflection Paper on Extrapolation of Efficacy 
and Safety in Paediatric Medicine Development 



Paediatric Committee 
(PDCO)  

 “... responsible for 
assessing the content of 
paediatric investigation 
plans [PIPs] and adopting 
opinions on them. This 
includes assessing 
applications for full or 
partial waivers and 
assessing applications for 
deferrals.” 

 

Committee for 
Medicinal Products for 
Human Use (CHMP)  

 “ ... responsible for 
preparing opinions on 
questions concerning 
medicines for human 
use.” 
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Committees of the EMA 



Regulatory Consideration 1: 
To which regulatory body does ‘the’  
extrapolation plan and lifecycle  
maintenance need to be agreed? 



Paediatric Committee (PDCO) 

CHMP Standing Working 
Parties: 
• Scientific Advice Working Party 

(SAWP) 

CHMP Temporary Working 
Parties: 
• Pharmacokinetics Working Party 

(PKWP) 
• Biostatistics Working Party 

Other CHMP Groups: 
• Modelling and Simulation 

Working Group 
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To which regulatory body does ‘the’ extrapolation 
plan and lifecycle maintenance need to be agreed? 



Additional considerations 
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 Within which regulatory body(-ies) does the expertise lie?  
• CHMP and its working parties, PDCO, Both 

 What processes are in place to facilitate an efficient 
procedure to vet and align on endorsement of an 
extrapolation plan if more than one body is needed to vet 
and endorse a plan? 

 Will new joint procedures, stop clocks need to be 
implemented to facilitate an efficient regulatory pathway?  
•  Joint PIP – Scientific Advice procedure  

 



Iteration and adaptation as a routine aspect of medicinal product 
development 

TOPIC 2  

PIP 
focused 
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Section F 
Extrapolation in the product development lifecycle 

 “Extrapolation is 
expected to be the 
subject of at least two 
(and likely more) 
regulatory interactions 
...” 
1. Early review 
2. Model validation 
3. Refutation 

 “...by the time the extrapolation 
plan has been agreed, ..., there 
are likely to be very few 
changes to studies in the PIP 
that support the extrapolation 
concept.” 
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Article 16 of the Paediatric Regulation 
Timing of PIP submission 

 “...shall be submitted ..., 
except in duly justified 
cases, not later than upon 
completion of the human 
PK studies in adults ....” 
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Article 20 of the Paediatric Regulation 
Defining a deferral 

 “...a request may be 
made for deferral of the 
initiation or completion of 
some or all of the 
measures set out in that 
plan ... justified on 
scientific or technical 
grounds ... . ... shall be 
granted when ... 
appropriate to conduct 
studies in adults prior to 
initiating studies in the 
pediatric population ... .” 



Regulatory Consideration 2: 
The iterative aspects of extrapolation  
reflects a regulatory need to transition 
to ‘staged’ agreement on pediatric plans 

PIP 
focused 
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 ‘By-phase’ regulatory agreement is routine for medicinal 
product development 
• The Regulation does not prohibit this approach  

 Extrapolation planning relies on pre-existing information 
as well as generation of new data 

 Iteration and adaptation are a fundamental component of 
any extrapolation plan 

 How can the Agency utilize the aims of the Extrapolation 
Reflection Paper to transition pediatric planning from a 
one-time agreement early in the development lifecycle to 
more closely resemble actual product development? The 
so-called ‘two-stage’ PIP? 

Additional considerations 
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 Consideration of iteration and adaptation should be a 
fundamental component of any agreed extrapolation plan 

 Under what circumstances would the Agency require a 
plan to be “re”-discussed for agreement? 

 Within which regulatory body(-ies) does the expertise lie?  
• CHMP and its working parties, PDCO, Both 

 Through what regulatory procedure is a sponsor to seek 
agreement? 

Additional considerations (2) 
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 Pre-release ICH E-11 (R1) document: 
Line 93 Pediatric drug development programs are increasingly global; therefore, efficient  
Line 94 development of those products in pediatric patients relies on coordinated efforts that are  
Line 95 based on sound scientific content.  

 How is the EMA evaluating the proposed Extrapolation 
framework to ensure that it does not unwittingly introduce 
inefficiencies in global regulatory coordination and 
program execution? 

 What joint global regulatory procedures could be 
envisaged to ensure sponsors have the opportunity for a 
more efficient means of seeking alignment of scientific 
approach?  

Additional considerations (3) 



Validation and Confirmation of an extrapolation approach in the 
context of Compliance with an Agreed PIP and Reward 

TOPIC 3  

PIP 
focused 



| A Global Drug Developers Perspective| Bucci-Rechtweg| 11 May 2016| EMA Extrapolation Workshop| Business Use Only 21 

The interaction of confirmation and Compliance 
with an agreed PIP 

 “If the data do not 
confirm an extrapolation 
concept ... the 
extrapolation concept 
needs to be updated 
accordingly... . 
Consequently, the need 
to generate more data in 
the target population 
should be assessed and 
the extrapolation plan 
adjusted.” 
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Compliance with an agreed PIP 

 “The competent 
authority 
responsible for 
granting MA 
shall verify 
whether an 
application for 
MA or variation 
complies with ... 
the agreed PIP.” 

Article 23 of the Paediatric Regulation 
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The interaction of Compliance and Reward  

 “If assessing the 
scientific 
assessment of a 
valid application 
for MA, ... 
studies are not 
in conformity 
with the agreed 
PIP, the product 
shall not be 
eligible for the 
rewards and 
incentives ... .” 

Article 24 of the Paediatric Regulation (as well as Title V) 



Regulatory Consideration 3: 
How does the Reflection Paper mitigate/ 
introduce uncertainty for sponsors in  
relation to securing compliance check  
and opportunity for Reward? 

PIP 
focused 
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 Data generated from studies that were detailed in an 
agreed PIP may not confirm an extrapolation concept   
(even after the measures have been completed as 
agreed)  

 In this scenario, can the Agency envisage pathways whereby 
sponsors would not be allowed to seek compliance check? Reward?  

 Can the Agency envisage a pathway whereby completed PIPs with 
“failed” extrapolation concepts can propose a revised extrapolation 
plan to be completed as a FUM as opposed to being required to 
Modify the PIP? 

 Does a completed PIP with a “failed” extrapolation concept negate 
the possibility for a sponsor to secure Reward? 

Additional considerations 



In Summary 
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  The Extrapolation Reflection Paper is a welcome tool to 
assist in advancing pediatric medicinal product 
development  

  To successfully implement the vision EMA has for 
companies to consider an Extrapolation approach, careful 
consideration is needed in relation to: 
1. Whom an extrapolation plan and its lifecycle maintenance should 

be agreed 
2. How the iterative nature of extrapolation may better reflect a need 

for ‘staged’ agreement on pediatric plans 
3. How failed validation and confirmation may introduce uncertainty 

for sponsors in relation to securing compliance check and 
opportunity for Reward 



   Thank You! 
 
   Questions? 

Contact: Christina Bucci-Rechtweg 

Christina.buccirechtweg@novartis.com 

 
With credits to 

Denis Burkhalter 
Genevieve Le Visage 

Pauline Roudot 
Oliver Sander 

mailto:Christina.buccirechtweg@novartis.com
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