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OBJECTIVES
To investigate the scale of use of compassionate use 
programmes for orphan products in France, Germany 
and the UK, with a view to understanding their impact 
on regulatory and reimbursement decisions.

BACKGROUND
• Compassionate use programmes (CUPs) enable patients to 

gain access to unauthorised medicines if they are ineligible 
for clinical trials and affected by a disease with a high 
unmet need for a medical treatment.1 Relevant medicines 
therefore include drugs with orphan drug designations 
(ODDs); these drugs are intended for the treatment of life-
threatening or chronically debilitating diseases, including 
rare diseases with a prevalence of ≤5 in 10,000 people.2

• CUPs fall under national jurisdiction and therefore differ 
among European Union countries.3 With CUPs, medicines 
can be made available on a national level to either 
individuals (named patient programmes [NPPs]) or patient 
cohorts.4 We focused our searches on France, Germany and 
the UK, where CUPs were established in 1994, 2010 and 
2014, respectively.5

• A previous study has shown that orphan products obtained 
marketing authorisation (MA) at a lower rate than non-
orphan products (79% of non-ODD products gained MA in 
comparison to 66% of ODD products).6 The first stage of 
this research aimed to investigate the impact that CUPs 
may have on regulatory decisions.

METHODS
• Websites of regulatory authorities from France (Agence 

Nationale de Sécurité du Médicament et des Produits 
de Santé), Germany (Bundesinstitut für Arzneimittel und 
Medizinprodukte, and the Paul-Ehrlich-Institut) and the UK 
(Medicines and Healthcare products Regulatory Agency) 
were searched for cohort CUPs in June 2020. Details of 
CUPs, including drug name, indication and CUP award 
date, were extracted. The searches of the German regulatory 
authorities’ websites did not return any results pre-2019, 
which should be noted as a limitation of this research.

• Drugs with European Medicines Agency (EMA) ODDs in 
the same indication as the CUP were identified using the 
Community Register of orphan medicinal products.7
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CONCLUSIONS
In summary, our results indicate that only a small 
proportion of ODD products had been awarded CUPs. 
More CUPs had been awarded in France than in 
Germany or the UK, suggesting barriers to establishing 
CUPs may exist in these two countries as compared 
to France. 

Strikingly, most orphan products with a CUP included 
in this analysis have successfully gained MA, 
suggesting CUPs may offer a benefit with respect 
to regulatory decision making. With ODD products 
obtaining a relatively low rate of MA,6 the current 
research suggests that CUPs may be associated 
with successful ODD products. Future research 
will be conducted to assess the impact of CUPs on 
reimbursement decisions.
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• CUPs approved from January 2010 to June 2020 were 
included, while NPPs were excluded. Searches of the EMA 
website confirmed the MA status of products; the length of 
time between CUP start and MA was calculated.

RESULTS
• Between January 2010 and June 2020, a total of 1,348 

EMA ODDs were awarded. During the same time period, 
five, four and seventeen orphan products that received 
CUPs were approved in Germany, the UK and France, 
respectively (Figure 1). 

• In Germany, 1/5 products had been awarded MA so far, and 
4/5 products had not yet received a decision. Meanwhile, 
4/4 products that had been awarded a CUP in the UK 
had also been awarded MA at the time of analysis. In 
France, 14/17 products had so far been awarded MA, 2/17 
products had not yet received an MA decision and 1/17 
products withdrew prior to a decision. 

• Overall, 19/26 (73%) of ODD products with CUPs had 
successfully gained MA at the time of analysis (Figure 1) 
and only two of these products had CUPs in more than one 
country (Table 1). 

• Orphan drugs with a CUP were indicated for a range of 
diseases, including rare oncology and rare neurological 
disorders (Table 1).

Abbreviations: CUP: Compassionate Use Programme; MA: marketing authorisation.

2 Length of time between CUP start date and MA in  
Germany, the UK and France

Dots represent average time; bars represent range. *Product awarded CUP in both the UK and France.

France

Drug name Indication

Blinatumomab Acute lymphoblastic leukaemia

Chlormethine Cutaneous T-cell lymphoma

Cysteamine hydrochloride Cystinosis

Daratumumab Multiple myeloma

Daunorubicin and cytarabine Acute myeloblastic leukaemia

Gemtuzumab ozogamicin Acute myeloid leukaemia

Gilteritinib Acute myeloid leukaemia

Inolimomab Graft versus host disease

Inotuzumab ozogamicin B-cell acute lymphoblastic leukaemia

Lutetium Lu 177 dotatate Neuroendocrine tumors of the middle 
intestine

Metreleptin Lipodystrophy

Midostaurin Acute myeloid leukaemia and 
mastocystosis

Osilodrostat Cushing’s disease

Polatuzumab vedotin* Diffuse large B-cell lymphoma

Sodium benzoate Urea cycle disorders

Sodium thiosulphate Calciphylaxis

Volanesorsen* Familial chylomicronaemia syndrome

Germany

Drug name Indication

Fenfluramine hydrochloride Dravet syndrome

Moxetumomab pasudotox Relapsing or refractory hairy-cell 
leukaemia

Onasemnogene abeparvovec Spinal muscular atrophy

Pemigatinib Cholangiocarcinoma

Risdiplam Spinal muscular atrophy

UK

Drug name Indication

Cenegermin Neutrophic keratitis

Polatuzumab vedotin* Diffuse large B-cell lymphoma

Tafamidis Transthyretin amyloidosis

Volanesorsen* Familial chylomicronaemia syndrome

1 CUP products and their indications1 Proportion of products with CUPs stratified by MA status
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• The average length of time between CUP start date and MA 
was 283 days (range −4 to 1,326 days); data for individual 
countries are shown in Figure 2. Polatuzumab vedotin 
received MA in France four days before the start date of its 
CUP. For all other drugs in this analysis, CUP start dates 
preceded MA.
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