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          Why new legislation ? 

- because of the Mediator "scandal ": 
an antidiabetes drug used off label to lose 

weight : 
300 people died because of fatal valvular heart 

diseases 
1800 more deaths are expected 
- to improve safety and efficacy of off label use 

for Marketed Authorized drugs (MA drugs) 
- to avoid waste of money for dangerous or 

useless drugs 



The principle of the new legislation          
    RTU  = temporary recommendations for use 

 - to handle the challenge of balancing the need 
for rapid access to drugs for new indications 
against the limited information on their 
benefit-risk ratio for those uses 

- to open a relatively long observation window 
in order to assess the benefits and risks of an 
off label use of a M.A. drug 

- to collect scientific observation to ensure its 
safe use 



Several stages for an RTU 

• I-Identifying the need  
• II-assesment by the Agency : ANSM 
• II-1 Data collection( 
• II-2 Internal expertise for the dossier 
• II-3 Decision 

• III-wording,patient monitoring protocol and 
agreement 

• III-1Information included in the RTU 
• III-2 Patient monitoring procedure 
• III-3 Establishment of an agreement 

• IV-Announcing,implementing and monitoring 
patient monitoring is mandatory and funded by the pharmaceutical company 

 



Several stages of the implementation  

Identifying the need : 
Several bodies can report a prescription of an 

off label medicine in ordre to get a RTU : 
- French Health ministry 
- French Social security ministry 
- H.A.S health technology assessment agency 
- Federation of national health insurance funds 
- Reference centers in rare diseases 
- Approved patients' association 
- The following stages are the same 

 
 

  
 



 Assessment by the Agency 

- Collecting data 
the MA pharmaceutical company must send all 

relevant information within 3 months : 
- safety and efficacy data 
- planned or ongoing clinical trials 
- an estimated number of French patients affected 
- a draft patient monitoring protocol 
- Collecting data for rare diseases 
the opinion of the Centre of Expertise : 
- need of the off label drug 
- safety and efficacy data  

 



  A formal contract written by the general 
director of the Agency 
If the ratio B/R is presumed favourable, the 

Agency drafts a formal contract 
This contract has to be signed by the industry 

who has to comply to certain conditions: 
- the patient follow-up 
- the efficacy and safety information to be 

collected 
- the real conditions of use 
- the schedule for reporting data to the Agency. 

 
 



 The formal contract  

 - The pharmaceutical company is encouraged 
to submit an extension of indication request 
to the Agency (and EMA?) 

- RTUs are temporary measures that may not 
exceed 3 years. 

- For rare diseases, a RTU can be obtained 
without other clinical trials if no other 
medecine available and ratio B/R favourable 
??? 
 



- Off label use needs a legal framework 
specially in RD 
- Could prevent potential  damage by 

uncontrolled off label prescription 
- Could  learn more about the number and 

use of these drugs in rare diseases(survey 
asked to expert centers by the Agency) 
- To ensure the durability of the  threatened 

off label uses 
- To gather data from the industry(and 

patients'associations) for the future of these 
drugs (presumed but not proven benefit) 

Is it good for RD?  



 
-We fear a bottleneck to obtain a RTU, 

which is quite a long procedure.  
 In the meantime the patients treatments 

and reimbursements could be interrupted 
- No financial incentives for companies to 

comply with the conditions 
- The economical crisis and the Social 

Security may stop reimbursement 
- Difficulties to gather scientific data in RD 

Is it bad for RD?   



-Time, transitional measures 
- Continuation of existing reimbursements -

Co-operation with the Agency: 
-Cooperation with expertise centers. 
- PO, have to learn how to collect valuable 

data 
-The Agency has to be encouraged to 

consider data from the  patients' real life and 
not only  from clinical trials 
.To study legislation about off label drugs in 

other European countries (English 
ESUOM:evidence summaries:unlicensed and 
off labelmedicines 

What do we need?  



Until now off label use was in a "grey zone" 
now it's brought into the light but we have to 

think about it together. 
 

We must avoid risk without forgetting the 
importance of small benefits, specially in 
rare diseases where there is no other 
treatment. 

 
Only patients and their associations  know 

about the real benefits of a drug in daily life if 
cliinical trials have proved its safety, even if 
the benefits are small. 

 
 

Conclusion-1 



 The French legislation is quite complex : 
Reimbursment depends of another French 

Agency: H.A.S.(Health High Authority) 
For the moment if there is a problem the 
French RD Alliance directly contacts the 

Health Ministry 
It's the first steps of the new legislation let 

us wait and see but be aware and proactive 
 

Conclusion  2 



Thank you for your attention 

• Claudie Baleydier vice president of A.F.A.F 
French Association against Friedreich Ataxia  
 

• claudie.baleydier@eurordis.org 
• Documents : 
• The New England Journal of medecine october 4, 

2012(France’s New framework for Regulating Off-Label 
Drug Use) 

• Evidence summaries unlicensed and off-label medecine 
May 4 2013 a Nice publication 
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