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Out line 

• Background 

• Biom arker Qualificat ion 

• Experience and opportunit ies with the co-developm ent  of m edicinal products (MPs)  

and com panion diagnost ics (CDx)  

• Advances in the co-developm ent  process for personalised m edicines  
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Background: 
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Companion Diagnostics: The Expanding 

Reach Of Personalized Medicine 

14 Mar 2017  ANALYSIS 

Executive Summary 

Personalized medicine is becoming the hallmark of care in oncology, but its use is also 

increasing in other therapeutic areas including inflammation, respiratory, infectious 

diseases and central nervous system disorders, as scientific understanding of these 

diseases advances. The expansion of companion diagnostics beyond oncology has 

impacts on dealmaking, clinical practice and the R&D pipeline. 

An analyses of the patient population studied (BM+ and/or − ) in the pivotal trial submitted for initial MAA leading to market ing authorisat ion 

and biom arker inclusion in the therapeut ic indicat ion sect ion of the product  label showed that… …only 1 0  out  of 3 0  products ( 1 / 3 )  have 
been including biom arker posit ive and negat ive pat ients in their  pivotal clinical t r ia l. 

The Pharm acogenom ics Journal (2015) , 1 – 10 
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EMA Qualificat ion of novel methodologies for medicine development  
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CHMP Qualificat ion Advice  on future protocols and m ethods for further m ethod 

developm ent  towards qualificat ion 

CHMP Qualificat ion Opinion  on the acceptability of a specif ic use of the proposed 

m ethod (e.g. use of a biom arker)  in a research and developm ent  (R&D) context  (non-

clinical or clinical studies) , based on the assessm ent  of subm it ted data 

Fees &  Exem pt ions applicable  

ht tp: / / www.em a.europa.eu/ docs/ en_GB/ docum ent_library/ Other/ 2016/ 06/ WC500208145.pdf 

W ho can apply? Consort ia, Networks, Public/ Private partnerships, Learned societ ies, 

Pharm a, CROs, Software developers,… 

Vision: Speed up/ opt im ise drug developm ent  and ut ilisat ion, im prove public health 

 

 



Qualificat ion Scope and Methods 
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Experience and opportunit ies for the co-developm ent  of Medicinal Products 

and Com panion Diagnost ics (CDx)  

• Recruitm ent  of diagnost ic/ BM negat ive pat ients in pivotal t r ial  

• Concordance test ing  

• between development  stages (clinical t r ial assay (CTA)  and the market  ready assay (MRA))  

• across indicat ions 

• between different  assays 

 

• Analyt ical CDx validat ion (cut -off values, sensit ivity and specificity, reproducibilit y, 
cross validat ion)  
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• Clinical ut ilit y  

 

• I nform at ion of CDx in the m edicinal product  labelling 

• Mandatory vs. opt ional test ing (companion vs. complementary diagnost ic)  

 

• Prospect ive versus ret rospect ive validat ion /  use of histor ical data 

 

• I m pact  of different  approval pathways on co-developm ent  process (adapt ive licensing, 
PRI ME, condit ional approval)  
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Experience and opportunit ies for the co-developm ent  of Medicinal Products 

and Com panion Diagnost ics (CDx)  
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Concept  paper on the co-development  of biomarker-based companion diagnost ics 

and medicinal products in the context  of drug development  DRAFT 

1/  Recom m endat ions for the co- developm ent  of m edicinal products and biom arker-based assays 
 
2/  CDx developm ent  during the m arket ing phase of the m edicinal product  

 
3/  Labelling,  European public assessm ent  reports (EPARs)  and the r isk m anagem ent  plans (RMPs)  
 
4/  Regulatory procedural aspects for the co-developm ent  of m edicinal product  and CDx 
 

Ant icipated t im e table for the developm ent  of guidance on m edicinal product  – CDx co-
developm ent :  
 
• June/ July 2017:  Publicat ion of DRAFT Concept  paper for 3-5 m onths public consultat ion 

 



EMA’s future role for com panion diagnost ic developm ent  

I VDR Art icle 2(7)  

Com panion diagnost ic m eans a device which is essent ial for  the safe and effect ive 

use of a corresponding m edicinal product  to:  

• ident ify ,  before and/ or during t reatm ent , pat ients who are m ost  
likely to benefit  from  the corresponding m edicinal product ;  or 

• ident ify ,  before and/ or during t reatm ent , pat ients likely to be at  
increased r isk  for  ser ious adverse react ions as a result  of 
t reatm ent  with the corresponding m edicinal product  
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Press release -  Public health − 05-04-2017 -  12: 47 

Adopt ion of a Regulat ion on in vit ro diagnost ic m edical devices  



EMA’s future role for com panion diagnost ic developm ent  

I VDR Art icle 48(3)  

For com panion diagnost ics the not ified body shall consult  the 
concerned com petent  authority designated in accordance with 
Direct ive 2001/ 83/ EC or the European Medicines Agency (EMA) ,  as 
applicable 

ANNEX I X, Chapter I I  -  5.2. Assessm ent  of the technical docum entat ion 
of com panion diagnost ics 

The not ified body shall,  before issuing an EU technical docum entat ion 
assessm ent  cert ificate for the com panion diagnost ic and on the basis of 
the draft  sum m ary of safety and perform ance [ …]  consult  one of 
the com petent  authorit ies [ …]  regarding the suitability of the device 
in relat ion to the m edicinal product  concerned .   
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EMA’s current  role in review of m edicinal product  and 
m edical device com binat ions 
 
Drug delivery m edical devices in m edicinal products 

 Non- integral (CE-mark required pr ior to CHMP opinion)  

 I ntegral (No CE mark required)  

Medicinal substances incorporated in m edical devices ( Ancillary)  

 Consultat ion of NB with NCA/ EMA 

 Established procedure and guidance for init ial and post -consultat ion 

ATMP com binat ion products 

 One or more medical devices as an integral part  of the medicine 

 Exist ing procedural advice on the consultat ion of Not ified Bodies 
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Hem ostat ic 

m at rices 



Challenges in (co- )development  of companion diagnost ic and 

medicinal product  

• No requirem ent  of sim ultaneous developm ent  of CDx and m edicine from  beginning 

to end 

• Co-developm ent  should generally facilitate contem poraneous m arket ing 

authorizat ions for the m edicinal product  and the associated I VD com panion 

diagnost ic -  but  not  a requirem ent  

• New I VDR specifies t im efram e (m ax 120 days)  for scient if ic opinion 
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New yet - to-be defined process – 60 (120)  Day 
t im etable*  
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D0 

D50 

No EC decision 

 
Clock 
Stop 

 

D60 or D120 

D36 

* Example in analogy to type I I  var iat ions 

NB review  of  
technical file  
of CDx 

Validat ion 

Assessm ent   
by CHMP  
Rapporteur 

CHMP  
com m ents 

Request  for   
supplem entary  

inform at ion 

CHMP  
opinion 

Request  from  NB  
to EMA 
Draft  sum m ary of safety and 
perform ance 
Draft  inst ruct ions for use 

NB convey  
final decision  
to EMA 



Out look 

 I m pact  Assessm ent  of new MDR and I VDR on EMA and network 

 e.g. new consultat ion procedures, clinical t r ial regulat ion 

 Draft ing of im plem entat ion plan 

 I nvolvem ent  of different  and new stakeholders within and outside network 

 Establishing (new)  relat ionships, cooperat ion and exchange of inform at ion 
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Thank you for your at tent ion 

Falk.ehmann@ema.europa.eu 

European Medicines Agency 

30 Churchill Place •  Canary Wharf •  London E14 5EU •  United Kingdom 

Telephone  + 44 (0)20 3660 6000 Facsim ile  + 44 (0)20 3660 5555 

Send a quest ion via our w ebsite  www.ema.europa.eu/ contact  

 

Follow us on      @EMA_ New s 


