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The objectives of this report are: 

To understand the P&R situation in Spain of 
ODs approved by the EC between 2012 and 
2018

To identify and describe clinical and 
institutional variables of each ODs 
identified

To analyse the clinical and institutional 
variables and establish potential 
relationships with the reimbursement 
situation of identified ODs
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Orphan Drugs approved between 2012-2018

38.9% 36.1% 25%

Out of the 72 OD that were authorised in Spain…

28 had been 
reimbursed

26 were 
undergoing the 

P&R process

18 had seen their 
P&R request 

rejected

A total of 87 OD approved by
the European Commission (EC)
between 2012 and 2018 were
found, of which 72 (82.8%) had
been authorised in Spain.

7 ODs are commercialised in the private market: Alprolix®, 
Bronchitol®, Holoclar®, Idelvion®, NexoBrid®, Ravicti® and 
Xermelo®.
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Regulatory timelines analysed

▪ There was a clear trend to decrease the period of time from EC
approval to Spanish marketing authorisation from 2012 to 2018 (16 ±
17.3 months vs 1.9 ± 1.3 months), indicating that MAH would be asking
for P&R in Spain sooner than in the past and that the administrative
process in Spain might have been speeded up very much.

▪ There was also a trend to decrease the time from the Spanish
marketing authorisation to P&R approval from 2012-2013 (20 ± 13.5
months) to 2014-2017 (12.1 ± 4.3 months) indicating that the P&R
process in Spain has speeded up on average of 8 months less since 2012.
Therefore, the inclusion of TPRs during P&R negotiations should
accelerate the P&R process in Spain.

▪ The mean time from Spanish marketing authorisation to P&R approval
was 14.6 ± 9 months, with a minimum of 5 months (Darzalex®) and a
maximum of 52 months (Revestive®).
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Clinical and institutional variables were identified to 
be relevant for the P&R process in Spain

Clinical

ODs reimbursement decision

Institutional

Clinical variables
Therapeutic area, rarity of disease, existence of therapeutic
alternatives, outcomes classification, efficacy profile, safety
profile and type of population.

Institutional variables
Conditional approval by the EMA and Therapeutic Positioning
Report (TPR) opinion in Spain.

Economic

Spain operates a dual pricing system for hospital medicines.
Official listed prices in the available databases do not reflect
reimbursement price agreed with the MAH. The real price can
be reduced between 20-45%. Consequently, economic variables
were not included in this report.
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Therapeutic area

30 ODs (41.7%) were indicated for
oncologic diseases.

Existence of therapeutic alternatives 

49 ODs (68.1%) had a therapeutic
alternative indicated for treating the
same condition.

Outcomes classification

36 ODs (50%) had hard outcomes.

Rarity of disease

42 ODs (58.3%) were indicated for rare
diseases (with a prevalence of <5/10,000
to >1/50,000 individuals).

42%
58%

Oncologic Other

58%
42%

Rare Ultra-rare

50%

19%

31%

Hard Intermedium Soft

68%

32%

Yes No

Continues on next page

Out of the 72 studied ODs: 
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Clinical variables result (cont.)

Efficacy profile

37 ODs (51.4 %) had a superior efficacy
profile and 35 (48.6%) had a similar
efficacy profile.

Safety profile 

57 ODs (79.2%) didn’t have the
obligation by the EMA to conduct a Post-
authorisation safety study (PASS).

Type of population

47 ODs (65.3%) were indicated for adult
patients.

Out of the 72 studied ODs: 
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Institutional variables result

TPR opinion

Out of the 37 published TPR, 32 ODs
(86.5%) had a positive opinion and 5
(13.5%) had a negative opinion.

Conditional approval

58 ODs (80.6%) weren’t granted
conditional approval by the EMA.

19%

81%

Yes No

87%

14%

Positive Negative
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Relationship of the clinical and institutional variables 
with the reimbursement status

CLINICAL 

▪ Therapeutic area: 14 ODs (50%) were indicated for
oncologic diseases.

▪ Existence of therapeutic alternatives: 19 ODs (67.9%)
had a therapeutic alternative.

▪ Rarity of disease: 16 ODs (57.1%) were indicated for rare
diseases.

▪ Outcomes classification: 17 ODs (60.7%) had hard
outcomes.

▪ Efficacy profile: 16 ODs (57.1%) had a superior efficacy
profile.

▪ Safety profile: 22 ODs (78.6%) didn’t have the obligation
by the EMA to conduct a PASS.

▪ Type of population: 24 ODs (85.7%) were indicated for
adult patients.

INSTITUTIONAL

▪ TPR opinion: 25 ODs (78.1%) had a positive TPR opinion.
The other 3 didn’t have the TPR published.

▪ Conditional approval: 23 ODs (82.1%) weren’t granted
conditional marketing authorisation by the EMA.

Out of the 28 ODs that were reimbursed in Spain:
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Statistical analysis

Probability of 
reimbursement

The favourable profile of an OD for P&R approval in Spain is 
an OD with a positive TPR opinion and without a conditional 

approval by the EMA.

Results from regression models analysis show that the variables that
have the largest impact on the probability of reimbursement in Spain
are the TPR opinion and the conditional approval by the EMA. This
means that ODs with a positive TPR opinion are more likely to be
reimbursed. Therefore, ODs that were granted with a conditional
approval by the EMA are less likely to be reimbursed.

TPR opinion 
&

Conditional 
approval


