
• This study includes ODs approved by European Commission (EC) between 2006 and 2021 and which subsequently obtained Marketing Authorisation in Spain. ODs were
classified according to their P&R status in Spain: approved, undergoing decision and rejected.

• The clinical and regulatory variables relevant to the P&R process were identified: therapeutic area, existence of alternative therapies, rarity of the disease, availability of
survival-related outcomes, safety profile, type of population, conditional approval status and Therapeutic Positioning Report (TPR) conclusion. Economic variables have not
been assessed due to lack of publicly-available information.

• A study hypothesis was defined for the variables that could have an impact on P&R decisions of ODs in Spain. The validity of the hypothesis was tested through a logistic
regression analysis to assess which variables influence the P&R decisions in Spain.

• This study shows that a positive TPR conclusion would play a key role for P&R approval in Spain and highlights that traditional evaluation criteria, such us safety and efficacy,
would be the main drivers of positive P&R decision for ODs in Spain.

• A new pathway to assess the additional benefit is needed to interpret the value of ODs.

• P&R decision-making for orphan drugs (ODs) is faced with specific challenges, as the limited knowledge and heterogeneity of rare diseases make it difficult to demonstrate the
added clinical benefit of a treatment1,2. In Spain, the Committee on Pricing of Medicines and Healthcare Products (CIPM) includes in their Price and Reimbursement (P&R)
resolutions the criteria used to justify such decisions. However, information on how these criteria are defined or measured is not provided3,4.

• The study aimed to assess the clinical and regulatory variables that could positively influence reimbursement decision of ODs in Spain.

Out of the 111 ODs authorised in Spain:

Therapeutic area

41 ODs (37%) were indicated for oncologic diseases.

Existence of therapeutic alternatives 

43 ODs (39%) didn’t have any therapeutic alternative
indicated for treating the same indication.

Outcomes classification

37 ODs (33%) have been evaluated using survival-
related outcomes.

Rarity of disease

40 ODs (36%) were indicated for ultra-rare diseases
(with a prevalence of <1/50,000 individuals).

Out of the 111 ODs authorised in Spain: 

Safety profile 

30 ODs (27%) had a European Medicines Agency
(EMA) requirement to conduct a post-authorisation
safety study (PASS)

Type of population

7 ODs (6%) were indicated for paediatric patients
only, 62 ODs (56%) for adults only and 42 ODs (38%)
were indicated for both (adults and paediatrics).

TPR conclusion

Out of the 66 published TPRs, 54 ODs (82%) had a
positive conclusion.

Conditional approval

19 ODs (17%) were granted conditional approval
marketing authorisation by the EMA.

1Simoens S. Orphanet J Rare Dis. 2011;6(42); 2Drummond, M. F., et al. Int J Technol Assess Health Care. 2007;(23):36–42; 3BOE. Real Decreto Legislativo 1/2015, de 24 de julio, por el que se aprueba el texto refundido de
la Ley de garantías y uso racional de los medicamentos y productos sanitarios. [Internet]. Available from: https://www.boe.es/buscar/act.php?id=BOE-A-2015-8343; 4Calleja MÁ, Badia X. Int J Technol Assess Health Care
[Internet]. 2022;38(1). Available from: https://doi.org/10.1017/S0266462322000332;
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57 ODs had 
P&R approval

24 ODs were undergoing 
the P&R process

30 ODs had their P&R 
request rejected*

*5 ODs were commercialised in the private market without public reimbursement under the NHS:
Bronchitol®, NexoBrid®, Procysbi®, Tobi Podhaler® and Xermelo®
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RESULTS
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ODs with a positive TPR conclusion, not subject to a conditional approval by the
EMA, and approved without the obligation to conduct a PASS were statistically
significant, and therefore, would be more likely to obtain P&R approval in Spain.

Clinical variables results

• A total of 128 ODs approved by the EC between 2006 and 2021 were
identified, of which 111 (86.7%) have obtained marketing authorised in Spain.

Variables that seem to influence P&R decision:

Therapeutic area: For ODs indicated for oncology diseases, 21 (51%) were

reimbursed and 7 (17%) had their P&R request rejected.

Rarity of disease: For ODs indicated for ultra-rare diseases, 25 (63%) were

reimbursed and 10 (25%) had their P&R request rejected.

Outcomes classification: For ODs evaluated with survival-related outcomes, 21 (57%)

were reimbursed and 7 (19%) had their P&R request rejected.

Variables that seem not to influence P&R decision:

Existence of therapeutic alternatives: For ODs that did not have any therapeutic

alternative, 18 (42%) were reimbursed and 14 (32%) had their P&R request rejected.

Safety profile: For ODs that did not require a PASS study, 41 (51%) were reimbursed.

For ODs that required a PASS study, 16 (53%) were reimbursed.

Type of population: For ODs indicated for paediatric population, 23 (47%) were

reimbursed and, for ODs indicated for adults, 55 (53%) were reimbursed.

Variables that seem to influence P&R decisions:

TPR conclusion: For ODs with a positive TPR conclusion, 43 (80%) were reimbursed
and 11 (20%) had their P&R request rejected.

Conditional approval: For ODs without conditional approval granted by the EMA,
51 (55%) were reimbursed and 24 (26%) had their P&R request rejected.
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