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1

2

3

P&R approval
Orphan Drugs (OD) that 
have had their P&R 
approved in Spain.

Under P&R decisions 
process
ODs that have requested 
P&R but are still under P&R 
negotiations.

P&R rejected
ODs that have seen 
their P&R request 
rejected.

Definition of reimbursement status
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Clinical, economic and institutional variables were 
identified to be relevant for the P&R process in Spain

CLINICAL

INSTITUTIONALECONOMIC

CLINICAL
Therapeutic area, existence of therapeutic alternatives, 
rarity of disease and clinical outcome classification

ECONOMIC
Reimbursement status of ODs in EU5 countries, and OD’s 
Marketing Authorisation Holder (MAH) presence in the 
Spanish Profarma Plan

INSTITUTIONAL
Therapeutic Positioning Report (TPR) opinion
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Orphan Drugs approved between 2012-2016

42.5% 40% 17.5%

Out of the 40 OD that were authorised in Spain…

17 had P&R 
approval

16 were 
undergoing the 

P&R process

7 had seen their 
P&R request 

rejected

A total of 57 OD approved by 
the European Commission (EC) 

between 2012 and 2016 were 
found, from which 40 (70.2%) 
had been authorised in Spain.

Only one OD with its P&R request rejected is 
commercialised in the private market: Nexobrid®.
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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 2016 (20.6 ± 17.3
months vs 2 ± 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.

02
01

There was also a trend to decrease in the time from the Spanish
marketing authorisation to P&R approval from 2012 (19.8 ± 1.3 months)
to 2013-2015 (11.1 ± 3.3 months), indicating that the P&R process in
Spain has speeded up on average of 8 months less since 2012.04

03

05
06

The mean time from EC approval to P&R approval in Spain was 18.4 ±
10.8 months. This result matches with the timeline from EC approval to
P&R approval in Spain stated by AELMHU in their ODs report from 2016
(1), which was estimated to be 18 months.

The mean time from Spanish marketing authorisation to P&R status at
date of 31/12/2016 for ODs approved by the EC between 2012 and
2013 was 23 ± 18.6 months. There were no ODs approved by the EC in
2014 undergoing the P&R process and the mean months from the
Spanish marketing authorisation to the P&R decision process at the
31/12/2016 are 12 ± 1.5 months for the ODs approved in 2015 and 4 ±
2.1 months for the ODs approved by the EC in 2016.

The mean time from Spanish marketing authorisation to P&R approval
was 12.8 ± 5.1 months, with a minimum of 5 months (for two ODs:
Darzalex® (2016) and Imnovid® (2013)) and a maximum of 21 months
(Dacogen® (2012)).

The mean time from Spanish marketing
authorisation to P&R rejection was 13 ± 3 months.
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Therapeutic area
From the 40 studied ODs, 18 (45%)
were indicated for Oncologic diseases,
and 22 (55%) were indicated for other
types of diseases.

Existence of therapeutic alternatives 
From the 40 studied ODs, 24 (60%) of
ODs had a therapeutic alternative and
16 (40%) didn’t have an existing
therapeutic alternative.

Rarity of disease 
From the 40 studied ODs, prevalence
was found for 37 ODs, from which 24
(64.9%) were indicated for rare
diseases and 13 (35.1%) were
indicated for ultra-rare diseases.

Clinical outcome classification 
From the 40 studied ODs, 23 (57.5%)
had a direct clinical outcome, 11
(27.5%) had less direct clinical
outcomes and 6 (15%) had indirect
clinical outcomes.

Clinical variables result

60%

40%

Yes No

45%
55%

Oncologic Other

65%

35%

Rare Ultra-rare

58%28%

15%

Direct outcome

Less direct outcome

Indirect outcome
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Institutional variables result

TPR opinion
Out of the 40 studied ODs, 21 ODs had a
published TPR, 17 with positive opinions and 4
with negative opinions. There were 11 TPRs in
process and there are 8 ODs approved by the EC
between 2012 and 2013 without a TPR, nor
published nor in process.

Economic variables result

Reimbursement status of ODs in EU4
Out of the 40 ODs authorised in Spain, 37 (92.5%)
were reimbursed in Germany, 19 (47.5%) were
reimbursed in Italy, 17 (42.5%) were reimbursed
in the UK and 8 (20%) were reimbursed in France.

Marketing Authorisation Holder presence in the 
Spanish Profarma Plan
Out of the 40 ODs authorised in Spain, 18 (45%)
ODs belonged to manufacturers that were
present in the Profarma Plan and the remaining
22 (55%) belonged to manufacturers that weren’t
present in the Profarma Plan list.

PROFARMA
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Relationship of the clinical, economic and institutional 
variables with the reimbursement status

CLINICAL VARIABLES
• Therapeutic area: From the 18 oncologic ODs that were approved in

Spain, 55.6% (n=10) were reimbursed in Spain and 11.1% (n=2) had the
P&R request rejected.

• Existence of therapeutic alternative: From the 16 ODs without an
existing therapeutic alternative that were approved in Spain, 37.5%
(n=6) were reimbursed in Spain and 25% (n=4) had the P&R request
rejected.

• Rarity of disease: From the 13 ODs indicated for ultra-rare diseases that
were approved in Spain, 30.8% (n=4) were reimbursed in Spain and 7.7%
(n=1) had the P&R request rejected. The percentage of reimbursed ODs
in the “ultra-rare” category is lower than in the “rare” category.

• Clinical outcome classification: From the 27 ODs with direct clinical
outcomes that are approved in Spain, 56.5% (n=13) were reimbursed in
Spain and 13% (n=3) had the P&R request rejected.

ECONOMIC VARIABLES
• Reimbursement status of ODs in EU5: Out of the 40 ODs that were

authorised in Spain, 26 (65%) were reimbursed in France or Italy or the
UK, and out of these 26, 15 (57.7%) were reimbursed in Spain.

• Marketing Authorisation Holder presence in the Spanish Profarma
Plan: 70.6% of the reimbursed ODs belonged to MAHs present in the
Profarma Plan (PP) and from all the ODs present in the SPP 66.7% are
reimbursed in Spain.

INSTITUTIONAL VARIABLES 
• TPR opinion: There are 17 ODs with published TPRs with positive

opinions, from which 15 (88.2%) ODs have been reimbursed in Spain.
100% of ODs with a negative TPR have seen their P&R request denied.
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Statistical analysis

Results from regression models and Random Forest analyses show that the variables that
have the largest impact on the probability of reimbursement are the type of the ODs
clinical trial outcomes, meaning

Clinical trial 
outcomes 

&
Spanish 

Profarma 
Plan

Probability of 
reimbursement

that ODs with less direct or
indirect clinical trial outcomes
are less likely to be
reimbursed, followed by
whether the ODs marketing
authorization holder (MAH) is
present in the Spanish
Profarma Plan (SPP), meaning
that ODs which MAH is
included in the SPP are more
likely to be reimbursed. All the
other variables have a
negligible impact on the
probability of reimbursement.

The favourable profile of an OD for 
P&R approval in Spain is an OD with 

direct clinical trial outcomes and 
which MAH is present in the Spanish 

Profarma Plan.

Spain seems the EU country with the highest OD prices. 

Real price agreements in the different countries are not transparent and the listed 
prices in the available databases do not reflect price negotiations that can lower the 
real, reimbursed price up to a 50%.

Pricing information of ODs is not transparent
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2. Introduction

The European Union (EU) defines an
Orphan Drug (OD) as either a
medicinal product intended for a
life-threatening or chronically
debilitating rare disease (with a
prevalence of 5 out of 10,000
individuals or less)1 or a medicinal
product that would not be
developed without incentives
because its sales are unlikely to
generate sufficient return on
investment. An additional
requirement to qualify as an ODs is
that no satisfactory method exists to
diagnose, prevent or treat the
disease or, if such a method exists,
that the medicinal product will be of
significant benefit to those affected
by that disease2,3,4. Some ODs are
intended to treat an even smaller
part of the population, these are
defined as ultra-orphan drugs, which
affect <1/50000 inhabitants5.

It is estimated that there are
more than 6000 rare
diseases affecting between
44 and 59 million Europeans,
and about 3 million affected
in Spain6.

ODs are challenging products, as
limited knowledge and
heterogeneity of the diseases make
it difficult to demonstrate the added
clinical benefit of an ODs, with

2.1. Project background and justification
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problems to recruit a sufficient
number of patients and medical
centres for clinical trials, difficulties
in setting up a study comparing the
ODs with a relevant alternative
health technology, or the need to
halt a trial early on ethical grounds
when an interim analysis
demonstrates clinical superiority of
the ODs in terms of an intermediate
outcome measure7. All this
contributes to both, a raise in the
investment needed to develop a new
drug and a raise in the uncertainty
associated with its effectiveness.

In the year 2000, the EU
implemented specific policies to
stimulate innovation in the field of
ODs and to encourage the
pharmaceutical and biotechnological
industry to develop and market
ODs2,3 by allowing ODs
manufacturers to benefit from
protocol assistance (scientific advice
during the product development
phase), direct access to the
European Medicine Agency (EMA)
Centralised Procedure with respect
to registration, ten-year marketing
exclusivity starting from the date of
marketing authorization and
financial incentives such as fee
reduction or exemptions and
possible assistance with research
and development2.
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Despite the regulations to impulse
ODs and that decisions surrounding
orphan designation of a medicine
(the drug is categorised as OD) and
marketing authorisation of ODs are
taken at a EU level, access of these
ODs in each country remains a
member state responsibility4. This
results in differences between
countries regarding evidence
requirements, drug evaluation,
pricing and reimbursement (P&R)
policies and OD’s conditions of
use1,3,4,8.

The way ODs are evaluated by Health
Technology Assessment (HTAs) is
controversial, as due to their costs in
addition to the frequent lack of
suitable comparators and the
difficulties in demonstrating robust
efficacy results in small populations,
ODs are not deemed cost-effective
under the standard methods of some
HTAs such as NICE. Nevertheless, in
most of EU-5 countries (Germany,
United Kingdom, France, Italy and
Spain)9, a substantial number of
them obtain reimbursement,
implying that additional criteria are
taken into account5 beyond cost
effectiveness.

In Spain, ODs are evaluated just like
any other medicines based on
efficacy, safety and cost criteria, but
additional ones such as disease
severity, specific needs of subgroups,

2.1. Project background and justification
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therapeutic and social value,
existence of alternative treatments,
the degree of innovation and the
rationalisation of health expenditure
might also be considered to evaluate
ODs5,10. The Spanish central
government maintains the
responsibility related to
pharmaceutical pricing and
reimbursement, and decisions
related to regional additions to the
national catalogue of services and
management of the regional health
services are responsibility of the
regional governments, and the
decision of the inclusion of a health
technology to the hospital’s
formulary is also performed at
local/hospital level11.

The different regulations
between territories have led
to situations of inequity and
difference between
countries and regions,
making access to OD
somewhat difficult for
patients10.

Nevertheless, one of the most
claimed issue is the time that the
new drug would take to be approved
and therefore be quickly accessible
to patients.
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The Spanish Association of
Manufacturers of Orphan Drugs and
Ultra-Orphan Drugs (AELMHU) in
their July 2016 report stated that
current access to ODs in the Spanish
market is crashing. Based on the
results of the report, having the EC
approval doesn’t guarantee access
within the Spanish market, which
prevents patients affected by rare
diseases equitable access to these
drugs1.

Although the main criteria by
Spanish P&R evaluators at national
level to decide on the
reimbursement of ODs are defined in
the law of Garantías y Uso Racional

2.1. Project background and justification
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de Medicamentos y Productos
Sanitarios of 200612: Severity of the
disease, unmet needs of specific
populations, therapeutic and social
drug value, incremental clinical
benefit taking into account cost-
effectiveness, budget impact,
existence of alternative treatment
options for the indication and degree
of innovation; most of these criteria
are not used in practice and the
assessment is completely non
transparent making difficult to use
them to assess P&R outcomes in
Spain. A deeper analysis is needed to
identify which variables would more
likely be driving in practice the P&R
process in Spain.
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Once the ODs are approved by the EC, the next step is to obtain the Spanish
commercialisation authorisation by the Spanish Medicines Agency (AEMPS), which takes
place more or less 2 months after the EC approval. Pricing and reimbursement in Spain takes
place at national level in a combined process that happens at the same time. The process
followed by ODs is the same as for any other drug. The global P&R process is detailed below.

2.1. P&R process in Spain
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Figure 1: P&R process in Spain

The process starts with a letter
which notifies the initiation of the
P&R procedure sent to the
Marketing Authorisation Holder
(MAH). The letter requires the MAH
to send epidemiologic data, the
requested price in Spain and other
data considered relevant like unmet
needs, existence of therapeutic
alternatives, level of innovation and
severity of disease, in 10 days.

The P&R Dossier comprises: 

• Value Dossier: information
regarding disease description,
therapeutic benefits, added
value, clinical unmet needs,
clinical evidence, MAH and
product’s contribution to the
Spanish GDP.

• Budget Impact: the expected
budget impact of the product tot
the Spanish Heathcare System.

• Escandallo: document with
information about the product’s
requested price, achieved prices
in other EU countries and its
reimbursement status. This
information has to be updated
throughout the P&R process.
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The Therapeutic Positioning Report
(TPR) is a public report created by
the AEMPS in collaboration with
Spanish Key Opinion Leaders (KOLs)
and scientific societies, regional
evaluators and patient associations
with the objective of establishing
clear and transparent criteria for the
relative positioning of new drugs
before the P&R process.

TPRs are generated for all
products approved via the
centralised procedure and
new indications of approved
products on a one to one
basis13.

They can also be generated on
request by the DGFPS. It is based on
the Committee for Medicinal
Products for Human Use (CHMP)
positive opinion document and the
European Public Assessment Report
(EPAR). It describes the therapeutic
area, its current clinical
management, the unmet clinical
needs, the product’s profile, its
clinical development program and
determines its added value respect
current standard of care from a
relative efficacy and safety point of
view. The TPR provides
recommendations for the most
optimal positioning of the product
within the therapeutic arsenal for
that indication.

The AEMPS begins the elaboration of
the TPR as soon as the CHMP issues
their positive opinion. Nevertheless,
the P&R dossier review by the DGFPS
would start before the TPR is
finished. The elaboration of the TPR
would take around 3 to 4 months.

During P&R negotiations between
the DGFPS and the MAH, updates of
achieved prices in other EU countries
are requested.

Spain uses external reference pricing
achieved in other EU-4 countries
when no therapeutic alternative
option is available in Spain and
internal reference pricing isn’t an
option14. The price that it references
is the lowest price from Spain’s EU
country basket and health
alternatives are used to ask for a
discount of the lowest price.

Once the final approved P&R
communication is published, the
General Council of Pharmaceutical
Colleges (CGDCF) includes the
product in the Spanish hospital
“Nomenclator”, which is a list of the
reimbursed hospital products. This
list is not public, although some is
published in the Botplus15 database,
which is accessible through a
payment fee.
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To identify the P&R situation in Spain of ODs 
approved by the EC between 2012 and 2016

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

To analyse the clinical, economic and 
institutional variables and establish potential 
relationships with the reimbursement 
situation of identified ODs

1

2

3

The objectives of this report are:
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4. Methods

2

3
4

1
Identification of 
the ODs P&R 
situation in 
Spain

Identification and 
description of 
clinical, economic 
and institutional 
variables for each 
OD

Analysis of clinical, 
institutional and economic 
variables related with ODs 
reimbursement categories 
in Spain

Identification of 
EC approved OD 
between 2012 & 
2016

P&R
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4. Methods
4.1. Identification of EC approved OD 
between 2012 & 2016

To identify the EC approved ODs between 2012 and 2016, the EMA webpage16

was consulted on the 14th February 2017.

The search was conducted through their online medicine finder engine, with
the following search filters: human medicines, orphan medicines, only
authorised medicines and a time filter from year 2012 to 2016.

The ODs found were grouped according to the EC authorization year.

Search period of the study: All data were searched between February and 
March 2017.



CONFIDENTIAL          ©OMAKASE Consulting

4. Methods
4.2. Identification of the ODs P&R situation in 
Spain

23

4.2.1. DESCRIPTION OF THE RELEVANT P&R VARIABLES AND
INFORMATION SOURCES TO IDENTIFY THE SITUATION FOR ODS IN
SPAIN

To later relate 2012 to
2016 EC approved
ODs variables with
their reimbursement
status in Spain, key
variables from the
Spanish P&R process
were identified and
used to define three
reimbursement
categories based on
the P&R process in
Spain:

• P&R approval

• Under P&R decision 
process 

• P&R rejected

ODs for which Spanish
marketing
authorisation was not
requested were
excluded, as they are
not considered
relevant for this study.

4.2.1.1. Relevant P&R variables

Figure 2: Variables used to categorise the P&R status of ODs related 
to the Spanish P&R process

AEMPS Authorisation

P&R initiation of negotiations
(Dirección General de Farmacia y 

Productos Sanitarios – DGFPS)

P&R Dossier Delivery (DGFPS)

P&R Negotiation (DGFPS)

Price negotiation
(Subdirección General de Calidad de 

Medicamentos y Productos Sanitarios)

CIMP
Rejected / Price Re-

negotiation

Authorisation CIMP*
(DGFPS + CCAA)

Public final 
communication of P&R

Product inclusion in 
Nomenclator

Disagreement Agreement

TPR

TPR 
publication 

Spanish 
Marketing 

Authorisation

Commercialisation status 
in Spain

Publication on the list of 
medicines affected by the 
economic deductions of 
RD 8/2010 on the MoH

webpage

Variables
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After the EC approves a drug, the
drug’s MAH must request the
Spanish marketing authorisation to
the AEMPS. The AEMPS must
authorise the marketing
authorisation so that the drug can
enter the Spanish market and
request P&R, so the first variable
used to categorise each OD into their
reimbursement categories is the
Spanish marketing authorisation, as
an OD that isn’t authorised in Spain
can’t request P&R and be classified
under any P&R category.

Once the P&R process in Spain is
finished, if the OD is to be
reimbursed, it is included in the
Spanish Nomenclator and it is
included in the list of medicines that
are affected by the mandatory
economic deductions on the public
selling price established in articles 8,
9 and 10 of the Royal Decree (RD)
8/2010 of the 20th of May17.

This list is available online and is
updated monthly in the Spanish
Ministry of Health website18.

Only reimbursed medicines in Spain
are affected by this Royal Decree, so
the presence of the ODs in this list
was used as a reimbursement
indicator.

If an OD had a published TPR and it
wasn’t in the published list of
medicines affected by the mandatory
economic deductions of the RD
8/2010, it was classified as P&R
Rejected.

ODs in Spain can be commercialised
in the public market (reimbursed)
and in the private market (sold
directly to hospitals when not
reimbursed). The commercialisation
status of an OD in Spain added to the
absence of an OD in the list of
medicines affected by the mandatory
economic deductions has been used
to identify the private market ODs
which were categorised as P&R
Rejected.
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The following information sources were used to identify the P&R variables for
the above described ODs and subsequently define the reimbursement
category:

4.2.1.2. Information sources

The Spanish Online Medicines Information Centre (CIMA)19

The Spanish Online Medicines Information Centre (CIMA), which belongs to the
Spanish medicines agency called AEMPS, was searched during February 2017 and was
used to know if the OD had Spanish marketing authorisation and the date of
authorisation and their commercialisation status in Spain.

The Spanish marketing authorisation dates were used to analyse the time from EC
approval to Spanish marketing authorisation and the time from Spanish marketing
authorisation to P&R approval date.

When the Spanish P&R approval date wasn’t available, it was estimated using the
mean of months from Spanish marketing authorisation to P&R approval from EC
approved ODs from the same year and reimbursed in Spain. The estimated dates were
marked with an asterisk (*).

The Spanish Medicines Agency (AEMPS) webpage20

The AEMPS webpage was searched during February 2017 to find information about
the publication of the TPR for each OD. The search was performed introducing the
following search parameters in the AEMPS online search engine: “Name of each OD +
TPR”.

The AEMPS started elaborating TPRs in 2013, and at first, not all ODs in this study had
a TPR elaborated for the P&R decision process13.

Botplus15

Botplus is a Spanish online payment platform created by the General Council of Official
Pharmacy Colleges. It was used to search for the P&R approval date in Spain. The
search was performed during February 2017 and writing the OD name in the Botplus
online search engine. The P&R approval date was used to analyse the time from the
Spanish marketing authorisation to P&R approval in Spain.

Continues on next page
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The Spanish Ministry of Health (MoH) general webpage18

The Spanish MoH webpage was used to search for the informative list of medicines
affected by the mandatory economic deductions established in Royal Decree Law
8/2010 of the 20th of May adopting extraordinary measures for the reduction of the
public deficit in Spain. The search was performed using the following search terms in
the MoH online search engine: “Real Decreto 8/2010”. The December 2016 list of
medicines affected by this Royal Decree was downloaded to search for the ODs.

The inclusion of ODs in this list of medicines affected by mandatory economic
deductions was also used to know the commercialisation date, which will be
considered as the P&R approval date in Spain, of ODs when this information wasn’t
available at Botplus, as this list is updated in a monthly basis, keeping documents
online from the last 12 months.

Table 1 shows a summary of variables and sources to identify the P&R situation
of the ODs approved by the EC between 2012 and 2016.

Variable Source

Spanish marketing authorisation 
The Spanish Online Medicines Information Centre 

(CIMA)19 and Botplus15

Commercialisation status in Spain

TPR publication 
The Agencia Española de Medicamentos y Productos 

Sanitarios (AEMPS) webpage20

Publication in the list of medicines 

affected by the economic 

deductions of RD 8/2010 on the 

MoH webpage

The Spanish Ministry of Health (MoH) general webpage18

Table 1: Summary of variables and sources to identify the P&R 
situation of the ODs  approved by the EC between 2012 and 2016
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Identified variables used to classify ODs’ P&R status in Spain, the categories
used to classify them and the hypothesis to support the classification of the
ODs for this study are shown in Table 2.

Table 2: Variables used to establish the P&R status in Spain for 
each EC approved OD between 2012 & 2016

Variables Categories Hypothesis

Spanish 

commercialisa-

tion

Commercialised

Two types of ODs fell into this category: i) all reimbursed ODs and ii) those 

ODs for which P&R had been rejected, being commercialised through in 

the private market. It was assumed that all commercialised ODs had 

sought public reimbursement at one point.

Not 

commercialised

Two types of ODs fell under this category: i) those undergoing the P&R 

process and ii) those that having had their P&R request rejected were not 

commercialised.

TPR publication 

+ Inclusion in 

the list of 

economic 

deductions 

published in the 

Spanish MoH 

webpage

TPR published+ 

inclusion in the list 

of economic 

deductions

Since the TPR is generated when the manufacturer expresses its intention 

to seek public reimbursement, it was assumed that all ODs with a 

published TPR had or were undergoing the P&R process. The inclusion of 

the OD in the list of mandatory economic deductions published in the 

webpage of the Spanish MoH (26) meant that the ODs were reimbursed.

TPR published+ No 

inclusion in the list 

of economic 

deductions

The non-inclusion in the list of economic deductions published in the 

Spanish MoH webpage meant that the ODs had their P&R request 

rejected.

TPR in process
ODs with their TPR in process were undergoing the P&R decision process 

in Spain.

TPR not published 

+ inclusion in the 

list of economic 

deductions

Since publication of final TPR can take some time after achieving P&R 

approval, ODs without a published TPR, no TPR in process and that were 

included in the list of economic deductions were categorised as 

reimbursed in Spain.

TPR not published 

+ No inclusion in 

the list of economic 

deductions

ODs without a published TPR, no TPR in process and that weren’t included 

in the list of economic deductions were categorised as undergoing the 

P&R decision process.
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Figure 3 summarizes the classification process shown in table 2 in the form of a
decision tree.

Figure 3: Variables used to establish the P&R status in Spain for 
each EC approved OD between 2012 & 2016

* We assume that all ODs with a

published TPR or a TPR in process had

finished or were undergoing the

reimbursement process

*** It was not possible to know if an OD had its reimbursement request rejected before May 2013 (the year that the TPR publication

in Spain started), so the ODs with no published TPR and not included in the list of economic deductions published in the Spanish MoH

webpage were classified as undergoing the reimbursement process.

**** It is assumed that all reimbursed ODs are commercialised in Spain.

** The TPR publication started in May

2013, so some of the studied ODs could

have been reimbursed prior May 2013

without the publication of a TPR.



CONFIDENTIAL          ©OMAKASE Consulting

4. Methods
4.2. Identification of the ODs P&R situation in 
Spain

29

4.2.2. DEFINITION OF P&R CATEGORIES

The reimbursement categories and the analysed variables to define the
reimbursement category were the following:

1

2

3

P&R approval
Orphan Drugs (OD) that 
have had their P&R 
approved in Spain.

Under P&R decisions 
process
ODs that have requested 
P&R but are still under P&R 
negotiations.

P&R rejected
ODs that have seen 
their P&R request 
rejected.
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The algorithm used to categorize each OD in their P&R status was the
following:

Table 3: Algorithm to categorize each ODs P&R status

Reimbursement status Variable
Criteria to define 

reimbursement status

P&R 
approval

Spanish marketing authorisation Approved

Spanish commercialisation status Commercialised

Inclusion in the list of economic 

deductions + TPR status

Included in the list of economic deductions 

+ TPR published or NOT

Under P&R 
decision 
process

Spanish marketing authorisation Approved

Spanish commercialisation status Not commercialised

Inclusion in the list of economic 

deductions + TPR status

Not included in the list of economic 

deductions + TPR in process or NOT

P&R 
rejected

Spanish marketing authorisation Approved

Spanish commercialisation status Commercialised or NOT

Inclusion in the list of economic 

deductions + TPR status

Not included in the list of economic 

deductions + TPR published

The reimbursement status of ODs approved in Spain in the report is displayed
by the following colours:

Figure 4: Colour code of reimbursement status in Spain 
of ODs approved by the EC between 2012 and 2016

Reimbursed Under P&R decision 
process

P&R rejected
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ODs in Spain are subject to the same reimbursement criteria as for other
medicines, based on efficacy, safety, quality and budget impact. A formal cost-
effectiveness analysis is not required. Other criteria such as disease severity,
specific needs of subgroups, therapeutic and social value, existence of
alternative treatments, the degree of innovation and the rationalization of
health expenditure must also be considered to evaluate ODs5.

4. Methods
4.3. Identification and description of clinical, 
economic and institutional variables for each OD
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Figure 5: Clinical, economic and institutional variables related to the P&R 
process in Spain

AEMPS Authorisation

P&R initiation of negotiations
(Dirección General de Farmacia y 

Productos Sanitarios – DGFPS)

P&R Dossier Delivery (DGFPS)

P&R Negotiation (DGFPS)

Price negotiation
(Subdirección General de Calidad de 

Medicamentos y Productos Sanitarios)

CIMP
Rejected / Price Re-

negotiation

Authorisation CIMP*
(DGFPS + CCAA)

Public final 
communication of P&R

Product inclusion in 
Nomenclator

Disagreement Agreement

TPR

• TPR 
opinion 

Additionally,
contribution of
the
pharmaceutical
company to
Spanish GDP is
used explicitly in
the P&R process
as part of the
economic data the
MAH must include
in the P&R dossier,
along with the
prices and
reimbursement
status of the OD in
other EU member
states.

Identified Clinical,
Economic and
Institutional
variables based on
formal and
informal criteria
used in the
Spanish P&R
process are shown
in the next figure:

Variables

• Therapeutic area

• Rarity of disease

• Existence of 
therapeutic 
alternatives

• Clinical outcomes 
classification

• MAH presence in 
the Spanish 
Profarma Plan

• Reimbursement 
status in the EU4 
countries
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The variables therapeutic area,
existence of therapeutic alternatives,
rarity of disease and clinical
outcomes classification were chosen
as they are part of the mandatory
clinical information that the MAH
must provide to the Spanish P&R
regulation bodies.

The reimbursement status of the
ODs in EU4 countries was chosen as
it is mandatory economic
information (if it exists) present in
the P&R dossier that the MAH
delivers to the DGFPS.

The MAH presence in the Spanish
Profarma Plan links to the
contribution of the pharmaceutical
company to the Spanish GDP. TPR
opinion is a key P&R variable, as
drugs with a TPR positive opinion are
reimbursed.

Selected variables had to be
available an easy to gather, as the
P&R process isn’t transparent.
Although budget impact might be a
relevant variable in Spain, it could
not be assessed because we don’t
have the sales forecasts sent from
the pharmaceutical companies to
the Spanish MoH nor the exact
prevalence for the indication in the
Spanish context.

4. Methods
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economic and institutional variables for each OD
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The relevant feasible variables
identified for each OD have been
classified according to the
classification described by Zozaya N.
et al5 of the criteria for reimbursing
orphan medicinal products. This
classification divides the variables
into three sections: variables of
clinical, economic and institutional
nature.

CLINICAL

INSTITUTIONALECONOMIC



CONFIDENTIAL          ©OMAKASE Consulting

4. Methods
4.3. Identification and description of clinical, 
economic and institutional variables for each OD

33

4.3.1. HYPOTHESIS OF THE VARIABLES

4.3.1.1. Clinical variables

Therapeutic area

Evaluators have vast experience in
evaluating oncological drugs and their
outcomes (i.e., Progression Free
Survival (PFS) or Overall Survival (OS)21

compared with other therapeutic
areas. Besides, oncology is considered
by the Spanish NHS as a priority
therapeutic area.

The hypothesis was that oncology ODs
would be more likely to be reimbursed.

ODs were divided according to the type
of disease they are indicated for, taking
in consideration the ATC code
(Anatomical, Therapeutic, Chemical
classification system): Oncological
(Subgroup L01 antineoplastic agents)
and Other.

Existence of therapeutic 
alternatives 

This variable is one of the criteria used
during the Spanish P&R process to
reimburse ODs.

The hypothesis was that ODs with
unmet clinical needs based on absence
of therapeutic alternatives would be
more likely to be reimbursed5,22,23 than
for those for which alternatives
(although without approval for
intended indication) exist.

ODs were classified in two groups
depending on if they had a therapeutic
alternative: YES (existence of
therapeutic alternatives) and NO
(existence of therapeutic alternatives).
The existence of a therapeutic
alternative was searched in the TPRs of
ODs, when available, and in the EPAR of
ODs.

Continues on next page
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Rarity of disease

From the rare disease evaluator’s point
of view, ultra-orphan disease products
would have preference to get P&R
compared with rare disease
treatments.

The hypothesis was ODs indicated for
diseases affecting a smaller number of
patients are more likely to be
reimbursed.

Each ODs indication’s prevalence was
analysed and then categorised in one
of the two following categories: Rare
diseases that affect <5/10000
inhabitants24 and ultra-rare that
diseases affect <1/50000 inhabitants5.
The disease prevalence was first
searched in the ODs TPR20 and EPAR16,
and when this information wasn’t
available in these documents, a search
in PubMed and grey literature was
searched.

Clinical outcome classification

The hypothesis was that ODs with hard
clinical outcomes (e.g. survival) would
be more likely to be reimbursed than
drugs with mild clinical outcomes (e.g.
blood test), so uncertainty about
efficacy to the payer would be
removed.

An adaptation of the recent
classification of clinician-reported
outcomes assessment (COAs) proposed
by Powers III, J. et al21 was used (Figure
6). Each ODs clinical trials were
analysed and classified into three
levels: 1 (direct)/ 2 (less direct)/ 3
(indirect). The clinical outcomes were
searched in the ODs clinical trials,
found in the EPAR16 of each OD.

Continues on next page
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Figure 6: Direct to indirect assessments of treatment benefits and examples. Figure 
adapted from Powers III et al.21

ADAS-COG, Alzheimer’s Disease Assessment Scale—Cognitive; ALS, amyotrophic lateral
sclerosis; BPRS, Brief Psychiatric Rating Scale; COA, clinical outcome assessment; CT,
computed tomography; ETDRS, Early Treatment Diabetic Retinopathy Study; EXACT-
PRO, the EXAcerbaCTtions of chronic pulmonary disease tool; FVC, forced vital
capacity; FEV1, forced expiratory volume in 1; FLU-PRO, InFLUenza Patient-Reported
Outcome; HgbA1c, glycated hemoglobin; HIV, human immunodeficiency virus; MRI,
magnetic resonance imaging; SDMT, Symbol Digit Modalities Test.

Less direct COA

Direct Measures 
of Survival and 
COAs (Direct 
measures of 

feeling, function 
or survival)

Biomarkers: 
Highly Indirect 

Outcomes 
Assessments
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Continues on next page

4.3.1.3. Economic variables4.3.1.2. Institutional variables

TPR opinion

TPR is a relevant variable for the P&R
approval in Spain, as no ODs with a TPR
negative opinion have been
reimbursed. The hypothesis was ODs
with a published TPR with a positive
opinion would be more likely to be
reimbursed in Spain.

ODs were classified in two groups: TPR
positive opinion and TPR negative
opinion.

Reimbursement status of ODs the 
EU4 countries (France, Germany, 

Italy and the United Kingdom)

Pharmaceutical companies would
target Spain as one of the latest
countries to ask for P&R. Spanish
authorities generally tend to wait for a
“reference price” in other EU countries
(mainly EU4 country: France, Germany,
Italy and the United Kingdom - UK). The
hypothesis was ODs that are
commercialised and reimbursed in at
least one EU4 country are more likely
to be reimbursed in Spain.

ODs were classified in two groups;
reimbursed in at least one EU4 country
and no reimbursed in any EU4 country.
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Databases used to search the reimbursement status of ODs in the EU4 countries
were the following: the AMELI25 database for France, LauerTaxe26 for Germany,
Codifa27 webpage for Italy, and for the UK the NICE28 webpage and the list of
medicines not reimbursed through national prices and directly commissioned by
NHS England29 to date 12/2016.

France: AMELI25 and the Ministry of
Social Affairs and Health webpage26,
which are official French databases of
free access, containing information
related to approved medicines in
France. Each OD was searched
individually in the online search engine
and information regarding
reimbursement and prices was
gathered.

Germany: LauerTaxe27 is a German
private payment platform with
medicines pricing information for
medicines that are commercialised in
Germany. The search was conducted
inserting each OD’s name in the
LauerTaxe online search system and the
prices from the OD’s presentations that
are approved in Spain were gathered.

Italy: Codifa28 is an Italian online
medicine information search engine.
Each OD was searched in the list of
approved ODs in Italy and then
searched in the list of approved
medicinal products in class A (essential
products and those intended for
chronic diseases and are fully
reimbursed by the NHS) and class H
(products that are only fully reimbursed
in the hospital).

UK: Several information sources were
searched to gather the information
regarding reimbursement in the UK.
The first one was the NICE webpage29,
searching for NICE evaluations for each
OD, as drugs with a positive HTA
evaluation are reimbursed in the UK
and drugs with a negative evaluation
aren’t. When no NICE evaluation was
available, the reimbursement status
was searched in the list of medicines
not reimbursed through national prices
and directly commissioned by the
National Health System (NHS)
England30.
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PROFARMA

Marketing authorisation holder 
(MAH) is present in the Spanish 

Profarma Plan (SPP)

The objective of the SPP (2013-2016)31

is to promote the competitiveness of
the pharmaceutical sector. Therefore,
increasing competitiveness in the
pharmaceutical industry implies:

• For national companies, look for
broader markets through
internationalization, incorporate
the use of new technologies in their
R+D+I processes, and improve the
focus of their lines of research.

• For multinational companies,
increase their commitment in the
development of the industrial
structure, increasing their
investment effort in both
production and R+D+I in Spain and
significantly improve the trade
balance.

The hypothesis was that ODs which
MAH was included in the SPP would be
more likely to be reimbursed, as the
contribution of the pharmaceutical
company to Spanish GDP is taken into
account explicitly in the P&R process
(relationship between the approved
P&R status of ODs in Spain and the
presence of the MAH in the SPP).

ODs were classified in two groups: YES
(the OD’s MAH is present in the SPP)
and NO (the OD’s MAH isn’t present in
the SPP).
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Table 4: Summary of clinical, economic and institutional variables 
and information sources used

4.3.2. CLINICAL, INSTITUTIONAL AND ECONOMIC VARIABLES AND
LINKED INFORMATION SOURCES USED

Therapeutic 
area

Existence of 
therapeutic 
alternatives

Rarity of 
disease

Clinical 
outcome 

classification

TPR opinion

Reimbursement 
status of ODs 

in EU4

MAH presence 
in the Spanish
Profarma Plan

Clinical

Economic

Institutional

PROFARMA

TPR20 or EPAR16

TPR18 and/or EPAR16; in case 

information wasn’t available it was 

searched in PubMed and/or grey 

literature. 

Clinical Trials mentioned at EPAR16

TPR20

France: AMELI database25 & Ministry of 

Social Affairs and Health webpage26; 

Germany: LauerTaxe27; Italy: Codifa28

webpage; UK: NICE webpage29 and NHS 

England30

Spanish Ministry of Energy, Tourism and 

Digital agenda webpage31

Information source
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A descriptive and statistical analysis of the clinical, institutional and economic
variables was conducted and further stratified by P&R status including ODs
approved by the EC between 2012 and 2016 and authorised by the AEMPS.
The objective of the analysis was to test the validity of the previous
hypothesis and to identify variables that may influence positively the
reimbursement in Spain.

Quantitative data (including time
from EC approval to Spanish
marketing authorisation, from
Spanish marketing authorisation to
P&R approval and time from Spanish
marketing authorisation to P&R
decision process to date
31/12/2016.) were described
through basic statistic descriptive
analysis. Qualitative data were
described and stratified by P&R
status using pie charts to confirm the
existence of a relationship between
the variables and the P&R categories
for the ODs.

Variables that might have a positive
influence on P&R process were
identified and described for each
ODs profile.

A Probit regression model32 was
used to predict the impact of the
studied variables on reimbursement
in Spain.

The Probit regression model is
strictly linked and designed to
explain binary variables associated
with the probabilistic spectrum. This
makes it suitable, in our case, to
identify the variables that affect
reimbursement - a variable that can
only have values of 1 and 0
(reimbursed or non-reimbursed).

When running the model, the
following considerations were taken
into account:

• The probability of being
reimbursed was considered as the
dependent variable.

• Only final decisions were
considered, i.e. reimbursement
approval and reimbursement
rejection.

• ODs undergoing the
reimbursement decision process
were treated as missing variables.

4.4.1. DESCRIPTIVE ANALYSIS 4.4.2. STATISTICAL ANALYSIS
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The reimbursement variables
considered when running the model
were the inclusion of the OD MAH in
the Spanish Profarma Plan, the
existence of a published TPR and the
TPR opinion, rarity of the disease,
clinical outcome classification,
therapeutic area and the existence
of a therapeutic alternative. Logit
and OLS models were also run with
the same variables to test the
consistency of the models32.

The software used to conduct all
statistical analysis was STATA®: Data
Analysis and Statistical Software33.

We finally checked the importance of
each variable to predict the impact
in reimbursement with an algorithm
called Random Forest34, which is a
classification algorithm consisting of
a collection of decision trees35. Each
tree is built independently using a
random selection of variables and
samples. This method has proven to
be a classifier of high precision,

surpassing in efficiency and
predictive power of the classification
trees in certain situations.

The construction of the Random
Forest uses an algorithm with the
following steps:

• n is the number of test cases and
m the number of classifying
variables.

• A subset of the "training" sample
is chosen and a tree is created for
n cases with m explanatory
variables or "predictors.

• The results of all trees are
averaged to reduce the variability
of predictions based on the large
numbers law.

The results of this method show the
importance of each explanatory
variable (studied reimbursement
variables) in predicting the
dependent variable (reimbursement
approval in Spain).
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5. Project results

57 Orphan Drugs approved by the EC between 2012 and 2016 were found, of which 40
(70.2%) had been authorised in Spain.

Only ODs who’s MAH had asked for Spanish marketing authorisation were selected for the
study. In the following sections, ODs were stratified by years of EC approval and in
alphabetical order.

Results are shown in the following table:

5.1. EC approved OD between 2012 & 2016

43

Table 5: OD approved by EC between 2012 and 2016 and authorised in Spain

Continues on next page

Brand name
Active substance

MAH Indication
EC approval 

date

2012

Brentuximab vedotin

Takeda 

Pharma A/S

Indicated for the treatment of adult patients with relapsed or

refractory CD30+ Hodgkin lymphoma (HL): following

autologous stem-cell transplant (ASCT) or; following at least

two prior therapies when ASCT or multi-agent chemotherapy is

not a treatment option. Adcetris is indicated for the treatment

of adult patients with CD30+ HL at increased risk of relapse or

progression following ASCT. Adcetris is indicated for the

treatment of adult patients with relapsed or refractory

systemic anaplastic large-cell lymphoma (sALCL).

25/10/2012

Mannitol

Pharmaxis

Pharmaceutica

ls Limited

Indicated for the treatment of cystic fibrosis (CF) in adults aged

18 years and above as an add-on therapy to best standard of

care.

13/04/2012

Decitabine

Janssen-Cilag

International N 

V

Treatment of adult patients with newly diagnosed de novo or

secondary acute myeloid leukaemia (AML), according to the

World Health Organization (WHO) classification, who are not

candidates for standard induction chemotherapy.

20/09/2012

Alipogene tiparvovec

UniQure

biopharma 

B.V.

Indicated for adult patients diagnosed with familial lipoprotein

lipase deficiency (LPLD) and suffering from severe or multiple

pancreatitis attacks despite dietary fat restrictions. The

diagnosis of LPLD has to be confirmed by genetic testing. The

indication is restricted to patients with detectable levels of LPL

protein.

25/10/2012

Ivacaftor

Vertex 

Pharmaceutica

ls (Europe) Ltd

Indicated for the treatment of patients with cystic fibrosis (CF)

in patients aged 6 years and older and weighing 25 kg or more

who have one of the following gating (class III) mutations in

the CFTR gene: G551D, G1244E, G1349D, G178R, G551S,

S1251N, S1255P, S549N, or S549R. Indicated for the treatment

of patients with cystic fibrosis (CF) aged 18 years and older

who have an R117H mutation in the CFTR gene.

23/07/2012
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Table 5: OD approved by EC between 2012 and 2016 and authorised in Spain (cont.)

Continues on next page

Brand name
Active substance

MAH Indication
EC approval 

date

Concentrate of proteolytic 

enzymes enriched in bromelain

MediWound

Germany 

GmbH

Indicated for removal of eschar in adults with deep partial-

and full-thickness thermal burns.
18/12/2012

Teduglutide

Shire 

Pharmaceutica

ls Ireland Ltd

Indicated for the treatment of patients aged 1 year and above

with Short Bowel Syndrome. Patients should be stable

following a period of intestinal adaptation after surgery.

30/08/2012

Pasireotide

Novartis 

Europharm

Limited

Indicated for the treatment of adult patients with Cushing

disease for whom surgery is not an option or for whom surgery

has failed. Indicated for the treatment of adult patients with

acromegaly for whom surgery is not an option or has not been

curative and who are inadequately controlled on treatment

with another somatostatin analogue.

24/04/2012

6-mercaptopuri-ne mono-

hydrate

Nova 

Laboratories 

Ltd

Indicated for the treatment of acute lymphoblastic leukaemia

(ALL) in adults, adolescents and children.
09/03/2012

2013

Bosutinib (as monohydrate)

Pfizer Ltd

Indicated for the treatment of adult patients with chronic-

phase, accelerated-phase and blast-phase Philadelphia-

chromosome-positive chronic myelogenous leukaemia

previously treated with one or more tyrosine-kinase inhibitors

and for whom imatinib, nilotinib and dasatinib are not

considered appropriate treatment options.

27/03/2013

Ponatinib

Ariad Pharma 

Ltd

Indicated in adult patients with: chronic-phase, accelerated-

phase or blast-phase chronic myeloid leukaemia (CML) who

are resistant to dasatinib or nilotinib, who are intolerant to

dasatinib or nilotinib and for whom subsequent treatment

with imatinib is not clinically appropriate, or who have the

T315I mutation; Philadelphia-chromosome-positive acute

lymphoblastic leukaemia (Ph+ ALL) who are resistant to

dasatinib, who are intolerant to dasatinib and for whom

subsequent treatment with imatinib is not clinically

appropriate, or who have the T315I mutation.

01/07/2013

Pomalidomide

Celgene 

Europe Ltd

In combination with dexamethasone is indicated in the

treatment of adult patients with relapsed and refractory

multiple myeloma who have received at least two prior

treatment regimens, including both lenalidomide and

bortezomib, and have demonstrated disease progression on

the last therapy.

05/08/2013
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Table 5: OD approved by EC between 2012 and 2016 and authorised in Spain (cont.)

Continues on next page

Brand name
Active substance

MAH Indication
EC approval 

date

Macitentan

Actelion 

Registration 

Ltd

As monotherapy or in combination, is indicated for the long-

term treatment of pulmonary arterial hypertension (PAH) in

adult patients of WHO Functional Class (FC) II to III.

Efficacy has been shown in a PAH population including

idiopathic and heritable PAH, PAH associated with connective

tissue disorders, and PAH associated with corrected simple

congenital heart disease.

20/12/2013

Cholic acid

Laboratoires

CTRS

Indicated for the treatment of inborn errors in primary bile-

acid synthesis due to 3-hydroxy-5-C27-steroid oxidoreductase

deficiency or 4-3-oxosteroid-5-reductase deficiency in infants,

children and adolescents aged one month to 18 years and

adults.

12/09/2013

2014

Riociguat

Bayer Pharma 

AG

It is used to increase the ability to carry out physical activity in

adults with the following forms of pulmonary hypertension

(high blood pressure in the blood vessels of the lungs):

• Chronic thromboembolic pulmonary hypertension (CTEPH,

where the blood vessels of the lungs are blocked or

narrowed with blood clots). Adempas® is used to treat

patients with CTEPH who cannot be operated on, or in

whom CTEPH remains or returns after surgery.

• Pulmonary arterial hypertension (PAH, where the walls of

the blood vessels of the lungs are thickened and the vessels

become narrowed). Adempas® can be used on its own or in

combination with other medicines for PAH called

‘endothelin receptor antagonists’.

Adempas® is used in patients with functional class II to III

CTEPH or PAH.

27/03/2014

Cabozantinib
Ipsen Pharma

Treatment of adult patients with progressive, unresectable

locally advanced or metastatic medullary thyroid carcinoma.
21/03/2014

Obinutuzumab

Roche 

Registration 

Ltd

In combination with chlorambucil is indicated for the

treatment of adult patients with previously untreated chronic

lymphocytic leukaemia (CLL) and with comorbidities making

them unsuitable for full-dose fludarabine based therapy.

Follicular Lymphoma (FL) Gazyvaro® in combination with

bendamustine followed by Gazyvaro maintenance is indicated

for the treatment of patients with follicular lymphoma (FL)

who did not respond or who progressed during or up to 6

months after treatment with rituximab or a rituximab-

containing regimen.

23/07/2014



CONFIDENTIAL          ©OMAKASE Consulting

5. Project results
5.1. EC approved OD between 2012 & 2016

46

Table 5: OD approved by EC between 2012 and 2016 and authorised in Spain (cont.)

Continues on next page

Brand name
Active substance

MAH Indication
EC approval 

date

Ibrutinib

Janssen-Cilag 

International 

NV

Indicated for the treatment of adult patients with relapsed or

refractory mantle cell lymphoma (MCL). Imbruvica® as a single

agent is indicated for the treatment of adult patients with

previously untreated chronic lymphocytic leukaemia (CLL).

Imbruvica® is indicated for the treatment of adult patients with

CLL who have received at least one prior therapy. Indicated for

the treatment of adult patients with Waldenstrms

macroglobulinaemia (WM) who have received at least one

prior therapy, or in first line treatment for patients unsuitable

for chemo immunotherapy.

21/10/2014

Olaparib

AstraZeneca 

AB

Indicated as monotherapy for the maintenance treatment of

adult patients with platinum-sensitive relapsed BRCA-mutated

(germline and/or somatic) high grade serous epithelial

ovarian, fallopian tube, or primary peritoneal cancer who are

in response (complete response or partial response) to

platinum-based chemotherapy.

16/12/2014

Bedaquiline fumarate

Janssen-Cilag 

International 

N.V.

Indicated for use as part of an appropriate combination

regimen for pulmonary multidrug resistant tuberculosis (MDR

TB) in adult patients when an effective treatment regimen

cannot otherwise be composed for reasons of resistance or

tolerability. Consideration should be given to official guidance

on the appropriate use of antibacterial agents.

05/03/2014

Siltuximab

Janssen-Cilag 

International 

NV

Indicated for the treatment of adult patients with multicentric

Castlemans disease (MCD who are human immunodeficiency

virus (HIV) negative and human herpesvirus-8 (HHV-8)

negative.

22/05/2014

Ataluren

PTC 

Therapeutics 

International 

Limited

Indicated for the treatment of Duchenne muscular dystrophy

resulting from a nonsense mutation in the dystrophin gene, in

ambulatory patients aged 5 years and older.

31/07/2014

Recombinant human n-

acetylgalactosamine-6-sulfatase

BioMarin 

Europe Ltd

Indicated for the treatment of mucopolysaccharidosis, type

IVA (Morquio A Syndrome, MPS IVA) in patients of all ages.
28/04/2014

2015

Blinatumomab

Amgen Europe 

B.V.

Indicated for the treatment of adults with Philadelphia

chromosome negative relapsed or refractory B-precursor

acute lymphoblastic leukaemia (ALL).

23/11/2015
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Table 5: OD approved by EC between 2012 and 2016 and authorised in Spain (cont.)

Continues on next page

Brand name
Active substance

MAH Indication
EC approval 

date

Eliglustat

Genzyme 

Europe BV

Indicated for the long-term treatment of adult patients with

Gaucher disease type 1 (GD1), who are CYP2D6 poor

metabolisers (PMs), intermediate metabolisers (IMs) or

extensive metabolisers (EMs).

19/01/2015

Isavuconazole

Basilea 

Medical Ltd

Indicated in adults for the treatment of: invasive aspergillosis

mucormycosis in patients for whom amphotericin B is

inappropriate. Consideration should be given to official

guidance on the appropriate use of antifungal agents.

15/10/2015

Panobinostat lactate anhydrous

Novartis 

Europharm Ltd

In combination with bortezomib and dexamethasone, is

indicated for the treatment of adult patients with relapsed

and/or refractory multiple myeloma who have received at

least two prior regimens including bortezomib and an

immunomodulatory agent.

28/08/2015

Ex vivo expanded autologous 

human corneal epithelial cells 

containing stem cells

Chiesi

Farmaceutici

S.p.A.

Treatment of adult patients with moderate to severe limbal

stem cell deficiency (defined by the presence of superficial

corneal neovascularisation in at least two corneal quadrants,

with central corneal involvement, and severely impaired visual

acuity), unilateral or bilateral, due to physical or chemical

ocular burns. A minimum of 1-2 mm2 of undamaged limbus is

required for biopsy.

17/02/2015

Sebelipase alfa

Alexion Europe 

SAS

Indicated for long-term enzyme replacement therapy (ERT) in

patients of all ages with lysosomal acid lipase (LAL) deficiency.
28/08/2015

Carfilzomib

Amgen Europe 

B.V.

In combination with either lenalidomide and dexamethasone

or dexamethasone alone is indicated for the treatment of

adult patients with multiple myeloma who have received at

least one prior therapy.

19/11/2015

Lenvatinib mesylate

Eisai Europe 

Ltd

Indicated for the treatment of adult patients with progressive,

locally advanced or metastatic, differentiated (papillary/

follicular/ Hrthle cell) thyroid carcinoma (DTC), refractory to

radioactive iodine (RAI).

28/05/2015

Nintedanib

Boehringer 

Ingelheim 

International 

GmbH

Indicated in adults for the treatment of Idiopathic Pulmonary

Fibrosis (IPF).
15/01/2015



CONFIDENTIAL          ©OMAKASE Consulting

5. Project results
5.1. EC approved OD between 2012 & 2016

48

Table 5: OD approved by EC between 2012 and 2016 and authorised in Spain (cont.)

Brand name
Active substance

MAH Indication
EC approval 

date

Asfotase alfa

Alexion Europe 

SAS

Indicated for long-term enzyme replacement therapy in

patients with paediatric-onset hypophosphatasia to treat the

bone manifestations of the disease.

28/08/2015

2016

Eftrenonacog alfa

Swedish 

Orphan 

Biovitrum AB 

(publ)

Used to treat and prevent bleeding in patients with

haemophilia B, an inherited bleeding disorder caused by lack

of a clotting protein called factor IX.

12/05/2016

Daratumumab

Janssen-Cilag

International 

N.V.

As monotherapy is indicated for the treatment of adult

patients with relapsed and refractory multiple myeloma,

whose prior therapy included a proteasome inhibitor and an

immunomodulatory agent and who have demonstrated

disease progression on the last therapy.

20/05/2016

Migalastat hydrochloride

Amicus 

Therapeutics 

UK Ltd

Indicated for long-term treatment of adults and adolescents

aged 16 years and older with a confirmed diagnosis of Fabry

disease (-galactosidase A deficiency) and who have an

amenable mutation.

26/05/2016

Albutrepenonacog alfa

CSL Behring 

GmbH

Used to prevent and treat bleeding in patients with

haemophilia B, an inherited bleeding disorder caused by lack

of a clotting protein called factor IX.

11/05/2016

Olaratumab

Eli Lilly 

Nederland B.V.

In combination with doxorubicin for the treatment of adult

patients with advanced soft tissue sarcoma who are not

amenable to curative treatment with surgery or radiotherapy

and who have not been previously treated with doxorubicin.

09/11/2016

Irinotecan hydrochloride 

trihydrate

Baxalta

Innovations 

GmbH

Treatment of metastatic adenocarcinoma of the pancreas, in

combination with 5 fluorouracil (5 FU) and leucovorin (LV), in

adult patients who have progressed following gemcitabine

based therapy.

14/10/2016

Pitolisant

Bioprojet

Pharma

Indicated in adults for the treatment of narcolepsy with or

without cataplexy.
31/03/2016
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Figure 7 shows the reimbursement status of the 40 studied Orphan Drugs, 17
(42.5%) had been reimbursed in Spain, 16 (40%) were undergoing the P&R
decision process and 7 (17.5%) had seen their P&R request rejected.
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Figure 7: Reimbursement status of approved ODs in Spain

42.5% 40% 17.5%

17 had been 
reimbursed

16 were 
undergoing P&R 
decision process

7 had seen their 
P&R request 

rejected

40 approved OD by the EC between 2012 and 2016 that are 
authorised in Spain

To our knowledge, only one OD with its P&R rejected is commercialised in the
private market: NexoBrid®.

The reimbursement status of each ODs and regulatory times are detailed in the
tables below, stratified by year of EC approval.

The time period has been calculated using the mean months from Spanish
marketing authorisation to P&R approval date of the ODs approved by the EC
in the same year.
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Table 6: OD approved by EC between 2012 and 2016 and its Spain P&R situation

Continues on next page

*Estimated dates (see methods section)
If OD is under P&R decision process the date considered is 31/12/2016

Brand 

name

EC approval 

date

Marketing 

authorisa-

tion date in 

Spain

Time from 

EC approval 

to Spanish 

marketing 

authorisa-

tion

(months)

P&R 

approval 

date in 

Spain

Time from Spanish marketing 

authorisation (months) to:

Reimburse-

ment status 

in Spain
P&R 

approved

Under P&R 

decision 

process

P&R 

rejected

2012

Adcetris® 25/10/2012 29/11/2012 1 01/08/2014 20 - -

Bronchitol® 13/04/2012 15/07/2016 51 - - 5 -

Dacogen® 20/09/2012 15/11/2012 1 01/09/2014 21 - -

Glybera® 25/10/2012 10/10/2014 23 - - 26 -

Kalydeco® 23/07/2012 11/06/2013 10
01/02/2015

*
20 - -

NexoBrid® 18/12/2012 14/07/2014 18 - - - -

Revestive® 30/08/2012 11/11/2015 38 - - 13 -

Signifor® 24/04/2012 19/02/2015 33 01/09/2016 18 - -

Xaluprine® 09/03/2012 05/02/2013 10 - - 46 -

2013

Bosulif® 27/03/2013 24/04/2013 1 - - 43 -

Iclusig® 01/07/2013 13/09/2016 38 - - 4 -

Imnovid® 05/08/2013 20/12/2013 4 13/06/2014 5 - -

Opsumit® 20/12/2013 07/05/2014 4 01/06/2015 12 - -

Orphacol® 12/09/2013 15/01/2015 16
15/10/2015

*
9 - -
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Table 6: OD approved by EC between 2012 and 2016 and its Spain P&R situation (cont.)

Continues on next page

If OD is under P&R decision process the date considered is 31/12/2016

Brand 

name

EC approval 

date

Marketing 

authorisa-

tion date in 

Spain

Time from 

EC approval 

to Spanish 

marketing 

authorisa-

tion

(months)

P&R 

approval 

date in 

Spain

Time from Spanish marketing 

authorisation (months) to:

Reimburse-

ment status 

in Spain
P&R 

approved

Under P&R 

decision 

process

P&R 

rejected

2014

Adempas® 27/03/2014 21/05/2014 1 19/05/2015 11 - -

Cometriq® 21/03/2014 24/03/2015 12 - - - 14

Gazyvaro® 23/07/2014 06/08/2014 1 19/10/2015 14 - -

Imbruvica® 21/10/2014 06/11/2014 1 01/01/2016 13 - -

Lynparza® 16/12/2014 04/02/2015 1 01/01/2016 10 - -

Sirturo® 05/03/2014 10/09/2015 18 - - - 9

Sylvant® 22/05/2014 24/10/2014 5 03/05/2016 18 - -

Translarna® 31/07/2014 01/12/2014 4 - - - 18

Vimizim® 28/04/2014 23/03/2015 10 - - - 14

2015

Blincyto® 23/11/2015 16/12/2015 1 - - 12 -

Cerdelga® 19/01/2015 02/02/2016 12 - - 11 -

Cresemba® 15/10/2015 15/02/2016 4 01/11/2016 8 - -

Farydak® 28/08/2015 22/12/2015 3 - - - 11

Holoclar® 17/02/2015 16/09/2015 6 - - 14
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Table 6: OD approved by EC between 2012 and 2016 and its Spain P&R situation (cont.)

If OD is under P&R decision process the date considered is 31/12/2016

Brand 

name

EC approval 

date

Marketing 

authorisa-

tion date in 

Spain

Time from 

EC approval 

to Spanish 

marketing 

authorisa-

tion

(months)

P&R 

approval 

date in 

Spain

Time from Spanish marketing 

authorisation (months) to:

Reimburse-

ment status 

in Spain
P&R 

approved

Under P&R 

decision 

process

P&R 

rejected

Kanuma® 28/08/2015 08/01/2016 4 - - 12 -

Kyprolis® 19/11/2015 04/12/2015 1 01/11/2016 11 - -

Lenvima® 28/05/2015 02/10/2015 4 01/12/2016 13 - -

Ofev® 15/01/2015 09/03/2015 1 11/12/2015 9 - -

Strensiq® 28/08/2015 15/10/2015 1 - - 14 -

2016

Alprolix® 12/05/2016 23/06/2016 1 - - 6 -

Darzalex® 20/05/2016 23/06/2016 1 01/12/2016 5 - -

Galafold® 26/05/2016 29/08/2016 3 - - 4 -

Idelvion® 11/05/2016 30/08/2016 3 - - 4 -

Lartruvo® 09/11/2016 05/12/2016 1 - - 1 -

Onivyde® 14/10/2016 11/11/2016 1 - - 2 -

Wakix® 31/03/2016 03/08/2016 4 - - 5 -
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Table 7: Mean regulatory time from EC approved ODs between 2012 and 2016

Year of EC 

approval

Time from EC approval and 

Spanish marketing 

authorisation (Mean 

months ± SD (N))

Time from Spanish marketing authorisation (Mean months ±

SD (N)) to: 

P&R approval
Under P&R 

decision process
P&R rejected

2012 20.6 ± 17.3 (9) 19.8 ± 1.3 (4) 23 ± 17.7 (4) -

2013 13 ± 15 (5) 9 ± 4 (3) 23 ± 28.2 (2) -

2014 5.8 ± 6.2 (9) 13.2 ± 3.1 (5) - 14 ± 3.7 (4)

2015 3.7 ± 3.4 (10) 10.3 ± 2.2 (4) 12 ± 1.5 (4) 12 ± 2.2 (2)

2016 2 ± 1.3 (7) 5 (1) 4 ± 2.1 (6) -

There was a clear trend to decrease the
period of time from EC approval to Spanish
marketing authorisation from 2012 to 2016
(20.6 ± 17.3 months vs 2 ± 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 in the
time from the Spanish marketing
authorisation to P&R approval from 2012
(19.8 ± 1.3 months) to 2013-2015 (11.1 ±
3.3 months), indicating that the P&R
process in Spain has speeded up on
average of 8 months less since 2012.

The mean time from EC approval to P&R
approval in Spain was 18.4 ± 10.8 months.
This result matches with the timeline from
EC approval to P&R approval in Spain
stated by AELMHU in their ODs report from
20161, which was estimated to be 18
months.

The mean time from Spanish marketing
authorisation to P&R approval was 12.8 ±
5.1 months, with a minimum of 5 months
(for two ODs: Darzalex® and Imnovid®) and

a maximum of 21 months (Dacogen®).

From the 16 ODs that were undergoing the
P&R process, 6 (40%) were approved by
the EC between 2012 and 2013. The mean
time from Spanish marketing authorisation
to P&R status at date of 31/12/2016 for
ODs approved by the EC between 2012 and
2013 was 23 ± 18.6 months. There were no
ODs approved by the EC in 2014
undergoing the P&R process and the mean
months from the Spanish marketing
authorisation to the P&R decision process
at the 31/12/2016 are 12 ± 1.5 months for
the ODs approved in 2015 and 4 ± 2.1
months for the ODs approved by the EC in
2016 (this last result is not representative,
as the ODs approved in 2016 haven’t been
long enough under P&R decision process to
be able to extract any conclusion).

From the 7 ODs that had seen their P&R
request rejected, 6 (85.7%) had the P&R
rejection date available. 4 (57.1%) ODs
were approved by the EC in 2014 and 2
(28.6%) were approved by the EC in 2015.
The mean time from Spanish marketing
authorisation to P&R rejection was 13 ± 3
months.
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5.3.1. CLINICAL VARIABLES

Results from the clinical variables: therapeutic area, existence of therapeutic alternatives,
rarity of disease and clinical outcome classification for each OD are shown in the table below
along with the reimbursement status of each OD.

Table 8: OD approved by EC between 2012 and 2016 clinical variables description and 
reimbursement status

Brand 

name

Therapeutic area Rarity of disease Existence 

of clinical 

alternati-

ves

Clinical trial outcomes

Reimbur-

sement

status
Primary Clinical trial 

outcome

Clinical 

outcome 

classifi-

cation
ATC code

Therapeu-

tic area

Preva-

lence

Rarity 

of 

disease

2012

Adcetris® L01XC12 Oncologic
Not 

defined
- Yes Overall response rate (OOR) 1

Bronchitol® R05CB16 Other
7.4/ 

100.000
Rare Yes Change in absolute FEV1 2

Dacogen® L01BC08 Oncologic
1-9/ 

100.000
Rare Yes Overall survival (OS) 1

Glybera® C10 AX10 Other
0.1/ 

100.000

Ultra-

rare
No

Reduction in individual 

median fasting plasma 

triglyceride levels

3

Kalydeco® R07AX02 Other
0.52/ 

100.000

Ultra-

rare
No Change from baseline  FEV1 2

NexoBrid® D03BA03 Other
10-50/ 

100.000
Rare No

Percentage of treated 

wound excised (by 

tangential/minor/Versajet

excision) or derma braded, 

in first surgery. 

2

Revestive® A16AX08 Other
0.3-0.4/ 

100.000

Ultra-

rare
No

Duration as well as 

intensity of response, (% 

reduction from baseline in 

the weekly PN (parenteral 

nutrition) volume).

2

Signifor® H01CB05 Other
4-7/ 

100.000
rare Yes

Cushing: mean UFC 

(Urinary free cortisol) ≤ 

upper limit of normal and 

time to first UFC response

Acromegaly:  reduction in 

mean GH level

3

Xaluprine® L01BB02 Oncologic
27/ 

100.000
rare Yes

Reduction in CDAI score 

(Crohn’s Disease Activity 

Index)

2

Continues on next page
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Table 8: OD approved by EC between 2012 and 2016 clinical variables description and 
reimbursement status (cont.)

Brand 

name

Therapeutic area Rarity of disease Existence 

of clinical 

alternate-

ves

Clinical trial outcomes

Reimbur-

sement

status
Primary Clinical trial 

outcome

Clinical 

outcome 

classifi-

cation
ATC code

Therapeu-

tic area

Preva-

lence

Rarity 

of 

disease

2013

Bosulif® L01XE14 Oncologic
21.9/ 

100000
Rare No

Progression free survival 

(PFS)
1

Iclusig® L01XE24 Oncologic
21.9/ 

100000
Rare No

Major Cytogenetic 

response (MCyR)
3

Imnovid® L04AX06 Oncologic
3/ 

100000
Rare Yes PFS 1

Opsumit® C02KX04 Other
1.6/ 

100000

Ultra-

rare
Yes

Time from start of 

treatment to the first 

morbidity or mortality 

event up to end of 

treatment (EOT)

1

Orphacol® A05AA03 Other
0.6/ 

100000

Ultra-

rare
No OS 1

2014

Adempas® C02KX05 Other
0.32/ 

100000

Ultra-

rare
No

Six minutes walking 

distance test (6MWD)
2

Cometriq® L01XE Oncologic
Not 

defined
- Yes PFS 1

Gazyvaro® L01XC15 Oncologic
29/ 

100000
Rare Yes PFS 1

Imbruvica® L01XE27 Oncologic
29/ 

100000
Rare Yes OOR 1

Lynparza® L01 Oncologic
40/ 

100000
Rare No PFS 1

Sirturo® J04A Other
13.04/ 

100000
Rare Yes

Time to sputum culture 

conversion (SCC)
3

Sylvant® L04AC11 Oncologic
9.4/ 

100000
Rare No

Durable tumour and 

symptomatic response 

defined as either complete 

response (CR) or partial 

response (PR)

1

Translarna

®
- Other

5/ 

100000
Rare No 6MWD 2

Vimizim® A16AB12 Other
0.6/ 

100000

Ultra-

rare
No 6MWD 2

Continues on next page



CONFIDENTIAL          ©OMAKASE Consulting

5. Project results
5.3. Descriptive analytics of clinical, institutional 
and economic variables for each OD

Table 8: OD approved by EC between 2012 and 2016 clinical variables description and 
reimbursement status (cont.)

Brand 

name

Therapeutic area Rarity of disease Existence 

of clinical 

alternate-

ves

Clinical trial outcomes

Reimbur-

sement

status
Primary Clinical trial 

outcome

Clinical 

outcome 

classifi-

cation
ATC code

Therapeu-

tic area

Preva-

lence

Rarity 

of 

disease

2015

Blincyto® L01XC Oncologic
27/ 

100.000
Rare Yes

Complete 

remission/complete 

remission with only partial 

haematological recovery

1

Cerdelga® A16AX10 Other
0.8/ 

100.000

Ultra-

rare
Yes

(%) change in spleen 

volume
3

Cresemba® J02AC Other

0.17/ 

100.000 

mucorm

ycosis;  

3.6/ 

100.000 

aspergill

osis

Rare & 

Ultra-

rare

Yes Rate of all-cause mortality 1

Farydak® L01XX42 Oncologic
3/ 

100.000
Rare Yes PFS 1

Holoclar® S01XA19 Other
3/ 

100.000
Rare No

Rate of patients with a 

successful transplantation. 
1

Kanuma® A16 Other
0.3-2.5/ 

100.000

Ultra-

rare
No

(%) subjects in the Primary 

Efficacy Set (PES) surviving 

to 12 months of age. 

1

Kyprolis® L01XX45 Oncologic
3/ 

100.000
Rare Yes PFS 1

Lenvima® L01XE Oncologic
Not 

defined
- Yes PFS 1

Ofev® L01XE Other
33/ 

100.000
Rare No (%) decline in FVC 2

Strensiq® A16AB Other
1/ 

100.000

Ultra-

rare
No

Changes in rickets severity 

from Baseline to Week 24
2

2016

Alprolix® B02BD04 Other
1/ 

100.000

Ultra-

rare
Yes

Number of bleeding 

episodes
2

Darzalex® L01XC24 Oncologic
3/ 

100.000
Rare Yes Overall response rate (OOR) 1

Continues on next page
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Table 8: OD approved by EC between 2012 and 2016 clinical variables description and 
reimbursement status (cont.)

Brand 

name

Therapeutic area Rarity of disease Existence 

of clinical 

alternate-

ves

Clinical trial outcomes

Reimbur-

sement

status
Primary Clinical trial 

outcome

Clinical 

outcome 

classifi-

cation
ATC code

Therapeu-

tic area

Preva-

lence

Rarity 

of 

disease

Galafold® - Other
1/ 

117.000

Ultra-

rare
Yes

Proportion of patients with 

a ≥50% reduction from 

average number of GL-3 

(globotriaosylceramide)

3

Idelvion® B02BD04 Other
1/ 

100.000

Ultra-

rare
Yes

Annualized spontaneous 

bleeding rate (AsBR) for 

treated bleeding episodes 

during on-demand 

treatment compared with 

that during routine 

prophylaxis treatment. 

1

Lartruvo® L01XC27 Oncologic
4.7/ 

100.000
Rare Yes PFS 1

Onivyde® L01XX19 Oncologic
8.5/ 

100.000
Rare Yes Overall survival 1

Wakix® N07XX11 Other
50/ 

100.000
Rare Yes

Difference in ESSF (Epworth 

Sleepiness Scale)
1

Therapeutic area
From the 40 studied ODs, 18 (45%) were indicated for
Oncologic diseases, and 22 (55%) were indicated for
Other type of diseases.

Existence of therapeutic alternatives 
From the 40 studied ODs, 24 (60%) of ODs had a
therapeutic alternative and 16 (40%) didn’t have an
existing therapeutic alternative.

60%

40%

Yes No

45%
55%

Oncologic Other

Descriptive results of clinical variables are shown below:
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Rarity of disease 
From the 40 studied ODs, prevalence was found for 37
ODs, from which 24 (65.9%) were indicated for rare
diseases and 13 (35.1%) were indicated for ultra-rare
diseases.

Clinical outcome classification 
From the 40 studied ODs, 23 (57.5%) had a direct
clinical outcome, 11 (27.5%) had less direct clinical
outcomes and 6 (15%) had indirect clinical outcomes.

65%

35%

Rare Ultra-rare

58%28%

15%

Direct outcome

Less direct outcome

Indirect outcome

5.3.2. INSTITUTIONAL VARIABLES

Table 9: OD approved by EC between 2012 and 2016 and TPR

Brand name
Authorisation date 

(EC)
TPR publication TPR opinion

Reimbursement 

status in Spain

2012

Adcetris® 25/10/2012 Yes Positive

Bronchitol® 13/04/2012 No -

Dacogen® 20/09/2012 Yes Positive

Glybera® 25/10/2012 No -

Kalydeco® 23/07/2012 Yes Positive

NexoBrid® 18/12/2012 No -

Revestive® 30/08/2012 No -

Signifor® 24/04/2012 Yes Positive

Xaluprine® 09/03/2012 No -

Continues on next page



CONFIDENTIAL          ©OMAKASE Consulting

5. Project results
5.3. Descriptive analytics of clinical, institutional 
and economic variables for each OD

Table 9: OD approved by EC between 2012 and 2016 and TPR (cont.)

Brand name
Authorisation date 

(EC)
TPR publication TPR opinion

Reimbursement 

status in Spain

2013

Bosulif® 27/03/2013 No -

Iclusig® 01/07/2013 No -

Imnovid® 05/08/2013 Yes Positive

Opsumit® 20/12/2013 Yes Positive

Orphacol® 12/09/2013 No -

2014

Adempas® 27/03/2014 Yes Positive

Cometriq® 21/03/2014 Yes Positive

Gazyvaro® 23/07/2014 Yes Positive

Imbruvica® 21/10/2014 Yes Positive

Lynparza® 16/12/2014 Yes Positive

Sirturo® 05/03/2014 Yes Positive

Sylvant® 22/05/2014 Yes Positive

Translarna® 31/07/2014 Yes Negative

Vimizim® 28/04/2014 Yes Negative

2015

Blincyto® 23/11/2015 In process -

Cerdelga® 19/01/2015 In process -

Cresemba® 15/10/2015 Yes Positive

Farydak® 28/08/2015 Yes Negative

Continues on next page
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Brand name
Authorisation date 

(EC)
TPR publication TPR opinion

Reimbursement 

status in Spain

Holoclar® 17/02/2015 Yes Negative

Kanuma® 28/08/2015 In process -

Kyprolis® 19/11/2015 Yes Positive

Lenvima® 28/05/2015 Yes Positive

Ofev® 15/01/2015 Yes Positive

Strensiq® 28/08/2015 In process -

2016

Alprolix® 12/05/2016 In process -

Darzalex® 20/05/2016 Yes Positive

Galafold® 26/05/2016 In process -

Idelvion® 11/05/2016 In process -

Lartruvo® 09/11/2016 In process -

Onivyde® 14/10/2016 In process -

Wakix® 31/03/2016 In process -

The elaboration of the TPR by the AEMPS started on 2013 and at first wasn’t
mandatory for an OD to have a TPR elaborated when requesting P&R.

Out of the 40 studied ODs:

• 21 have a published TPR: 17 with positive opinions and 4 with negative
opinions

• 11 have TPRs in process

• 8 OD approved by the EC between 2012 and 2013 without a TPR.

Table 9: OD approved by EC between 2012 and 2016 and TPR (cont.)
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5.3.3. ECONOMIC VARIABLES

Results of the economic variables: Reimbursement status in EU5 countries and
Marketing Authorisation Holder (MAH) presence in the Spanish Profarma Plan
(SPP) are shown in the tables below:

Table 10: OD approved by EC between 2012 and 2016 Reimbursement Status in 
EU5 countries and MAH presence in SPP

Continues on next page

Brand name
Reimbursed 

in Spain

Reimbursed 

in UK

Reimbursed 

in Italy

Reimbursed 

in France

Reimbursed 

in Germany
MAH in SPP

2012

Adcetris® Yes

Bronchitol® No

Dacogen® Yes

Glybera® No

Kalydeco® No

NexoBrid® No

Revestive® No

Signifor® Yes

Xaluprine® No

2013

Bosulif® Yes

Iclusig® No

Imnovid® Yes

Opsumit® No

Orphacol® No
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5.3. Descriptive analytics of clinical, institutional 
and economic variables for each OD

Table 10: OD approved by EC between 2012 and 2016 Reimbursement Status in 
EU5 countries and MAH presence in SPP (cont.)

Brand name
Reimbursed 

in Spain

Reimbursed 

in UK

Reimbursed 

in Italy

Reimbursed 

in France

Reimbursed 

in Germany
MAH in SPP

2014

Adempas® Yes

Cometriq® Yes

Gazyvaro® Yes

Imbruvica® Yes

Lynparza® Yes

Sirturo® Yes

Sylvant® Yes

Translarna® No

Vimizim® No

2015

Blincyto® Yes

Cerdelga® No

Cresemba® No

Farydak® Yes

Holoclar® No

Kanuma® No

Kyprolis® Yes

Lenvima® No

Continues on next page



CONFIDENTIAL          ©OMAKASE Consulting

5. Project results
5.3. Descriptive analytics of clinical, institutional 
and economic variables for each OD

Table 10: OD approved by EC between 2012 and 2016 Reimbursement Status in 
EU5 countries and MAH presence in SPP (cont.)

Brand name
Reimbursed 

in Spain

Reimbursed 

in UK

Reimbursed 

in Italy

Reimbursed 

in France

Reimbursed 

in Germany
MAH in SPP

Ofev® Yes

Strensiq® No 

2016

Alprolix® No

Darzalex® Yes

Galafold® No

Idelvion® No

Lartruvo® Yes

Onivyde® No

Wakix® No

P&R status of ODs in EU5 countries

• Out of the 40 ODs authorised in Spain, 37 (92.5%) were reimbursed in
Germany, 19 (47.5%) were reimbursed in Italy, 17 (42.5%) were reimbursed
in the UK and 8 (20%) were reimbursed in France.

• Reimbursement of ODs varies within the EU-5 countries, being Germany the
country with the most ODs reimbursed (37), followed by Italy (19), Spain &
UK (17) and France (8).

• EU5 countries might have different value drivers to reimburse ODs, as no
common criteria for reimbursement appear to exist.

Continues on next page
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5.3. Descriptive analytics of clinical, institutional 
and economic variables for each OD

Table 11: OD approved by EC in between 2012 and 2016 and MAH present in the SPP

MAH presence in the Spanish Profarma Plan (SPP)

• 18 ODs belonged to manufacturers that were present in the SPP and the
remaining 22 belonged to manufacturers that weren’t present in the SPP
list.

The list of manufacturers that were included in the SPP and the number of
ODs they own are shown below:

Marketing Authorisation Holder
Number of ODs 

authorised in Spain

Amgen Europe B.V. 2

AstraZeneca AB 1

Bayer Pharma AG 1

Boehringer Ingelheim International GmbH 1

Celgene Europe Ltd 1

Janssen-Cilag International N.V. was the only MAH to own more than 2 ODs, owning 5 ODs
approved by the EC between 2012 and 2016 and authorised in Spain.

Marketing Authorisation Holder
Number of ODs 

authorised in Spain

Eli Lilly Nederland B.V. 1

Ipsen Pharma 1

Janssen-Cilag International N V 5

Novartis Europharm Limited 2

Table 12: OD approved by EC in between 2012 and 2016 and MAH not present in the 
SPP

The list of manufacturers that weren’t included in the SPP and the number of
ODs they own are shown below:

Marketing Authorisation Holder
Number of ODs 

authorised in Spain

Actelion Registration Ltd 1

Alexion Europe SAS 2

Amicus Therapeutics UK Ltd 1

Ariad Pharma Ltd 1

Basilea Medical Ltd 1

Baxalta Innovations GmbH 1

BioMarin Europe Ltd 1

Bioprojet Pharma 1

Chiesi Farmaceutici S.p.A. 1

CSL Behring GmbH 1

Eisai Europe Ltd 1

Marketing Authorisation Holder
Number of ODs 

authorised in Spain

Genzyme Europe BV 1

Laboratoires CTRS 1

MediWound Germany GmbH 1

Nova Laboratories Ltd 1

Pharmaxis Pharmaceuticals Limited 1

PTC Therapeutics International 

Limited
1

Shire Pharmaceuticals Ireland Ltd 1

Swedish Orphan Biovitrum AB (publ) 1

uniQure biopharma B.V.
1

Vertex Pharmaceuticals (Europe) Ltd 1
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The defined clinical variables have been related with the reimbursement status
of the ODs approved by the EC between 2012 and 2016:

Therapeutic area

Results are shown by reimbursement category:

5.4. Analysis of clinical, economic and institutional 
variables with the OD’s reimbursement status in Spain
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5.4.1. CLINICAL VARIABLES BY REIMBURSEMENT STATUS

From the reimbursed ODs:

• 10 (58.8%) were oncologic

• 7 (41.2%) were other types of
diseases

58,8%

41,2%

Oncologic Other

From the ODs under P&R decision:

• 6 (37.5%) were oncologic

• 10 (62.5%) were other types of
diseases

37,5%

62,5%

Oncologic Other

From the P&R rejected ODs:

• 2 (28.6%) were oncologic

• 5 (71.4%) were other types of
diseases

28,6%

71,4%

Oncologic Other
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From the 18 oncologic ODs that were approved in Spain, 55.6% (n=10) were
reimbursed in Spain and 11.1% (n=2) had the P&R request rejected.

From oncologic ODs:

• 10 (55.6%) were reimbursed

• 6 (33.3%) were under P&R decision
process

• 2 (11.1%) had P&R rejected

55,6%33,3%

11,1%

Reimbursed

Under P&R decision process

P&R rejected

From other ODs:

• 7 (31.8%) were reimbursed

• 10 (45.5%) were under P&R decision
process

• 5 (22.7%) had P&R rejected

31,8%

45,5%

22,7%

Reimbursed

Under P&R decision process

P&R rejected

Existence of therapeutic alternatives

Results are shown by reimbursement category:

From the reimbursed ODs:

• 11 (64.7%) had a therapeutic
alternative.

• 6 (35.3%) had no therapeutic
alternative

64,7%

35,3%

Yes No
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From the ODs under P&R decision:

• 10 (62.5%) had a therapeutic
alternative

• 6 (37.5%) had no therapeutic
alternative

62,5%

37,5%

Yes No

From the P&R rejected ODs:

• 3 (42.9%) had a therapeutic
alternative

• 4 (57.1%) had no therapeutic
alternative

42,9%
51,7%

Yes No

From the 16 ODs without an existing therapeutic alternative that were
approved in Spain, 37.5% (n=6) were reimbursed in Spain and 25% (n=4) had
the P&R request rejected.

From the ODs with an existing
therapeutic alternative:

• 11 (45.8%) were reimbursed

• 10 (41.7%) were under P&R decision
process

• 3 (12.5%) had P&R rejected

45,8%

41,7%

12,5%

Reimbursed

Under P&R decision process

P&R rejected

From the ODs without an existing
therapeutic alternative:

• 6 (37.5%) were reimbursed

• 6 (37.5%) were under P&R decision
process

• 4 (25%) had P&R rejected

37,5%

37,5%

25,0%

Reimbursed

Under P&R decision process

P&R rejected
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Rarity of disease

Results are shown by reimbursement category:

5.4. Analysis of clinical, economic and institutional 
variables with the OD’s reimbursement status in Spain

68

From the reimbursed ODs:

• 11 (73.3%) are indicated for a rare
disease.

• 4 (26.7%) are indicated for an
ultra-rare disease

73,3%

26,7%

Rare Ultra-rare

From the ODs under P&R decision:

• 8 (50%) are indicated for a rare
disease

• 8 (50%) are indicated for an ultra-
rare disease

50,0%50,0%

Rare Ultra-rare

From the P&R rejected ODs:

• 5 (83.3%) are indicated for a rare
disease

• 1 (16.7%) are indicated for an
ultra-rare disease

83,3%

16,7%

Rare Ultra-rare
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From the 13 ODs indicated for ultra-rare diseases that were approved in Spain,
30.8% (n=4) were reimbursed in Spain and 7.7% (n=1) had the P&R request
rejected.

The number of ODs indicated to treat rare diseases rather than ultra-rare
diseases was higher, so a bigger percentage of reimbursed ODs classified as
“rare” is expected. The percentage of reimbursed ODs in the “ultra-rare”
category is lower than in the “rare” category.

From the ODs indicated for rare diseases:

• 11 (45.8%) were reimbursed

• 8 (33.3%) were under P&R decision
process

• 5 (20.9%) had P&R rejected

45,8%

33,3%

20,9%

Reimbursed

Under P&R decision process

P&R rejected

From the ODs indicated for ultra-rare
diseases:

• 4 (30.8%) were reimbursed

• 8 (61.5%) were under P&R decision
process

• 1 (7.7%) had P&R rejected

30,8%

61,5%

7,7%

Reimbursed

Under P&R decision process

P&R rejected
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Clinical outcome classification

Results are shown by reimbursement category:

5.4. Analysis of clinical, economic and institutional 
variables with the OD’s reimbursement status in Spain
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From the reimbursed ODs:

• 13 (76.5%) have direct outcomes

• 3 (17.6%) have less direct
outcomes

• 1 (5.9%) have indirect outcomes

76,5%

17,6%
5,9%

Direct Less direct Indirect

From the ODs under P&R decision:

• 7 (43.8%) have direct outcomes

• 5 (31.3%) have less direct
outcomes

• 4 (23.5%) have indirect outcomes

43,8%

31,3%

23,5%

Direct Less direct Indirect

From the P&R rejected ODs:

• 3 (42.9%) have direct outcomes

• 3 (42.9%) have less direct
outcomes

• 1 (14.2%) have indirect outcomes

42,9%

42,9%

14,2%

Direct Less direct Indirect
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From ODs with direct outcomes:

• 13 (56.5%) were reimbursed

• 7 (30.4%) were under P&R decision
process

• 3 (13%) had P&R rejected

56,5%30,4%

13,0%

Reimbursed

Under P&R decision process

P&R rejected

From ODs with less direct outcomes:

• 3 (27.3%) were reimbursed

• 5 (45.4%) were under P&R decision
process

• 3 (27.3%) had P&R rejected

27,3%

45,4%

27,3%

Reimbursed

Under P&R decision process

P&R rejected

From ODs with indirect outcomes:

• 1 (16.7%) were reimbursed

• 4 (66.6%) were under P&R decision
process

• 1 (16.7%) had P&R rejected

16,7%

66,6%

16,7%

Reimbursed

Under P&R decision process

P&R rejected

From the 27 ODs with direct clinical outcomes that are approved in Spain,
56.5% (n=13) were reimbursed in Spain and 13% (n=3) had the P&R request
rejected.
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TPR opinion

• This analysis was done only with ODs seeking P&R in Spain after 2013 as that was the
year that TPR process started.

• 15 (88.2%) ODs with a published TPR with a positive opinion have been reimbursed in
Spain, and no OD with a published TPR with a negative opinion has been reimbursed in
Spain, so a positive opinion is a crucial variable to obtain P&R in Spain.

5.4. Analysis of clinical, economic and institutional 
variables with the OD’s reimbursement status in Spain
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5.4.2. INSTITUTIONAL VARIABLES

Brand name TPR opinion
Reimbursement 

status in Spain

Darzalex® Positive

Cresemba® Positive

Farydak® Negative

Holoclar® Negative

Kyprolis® Positive

Ofev® Positive

Adempas® Positive

Cometriq® Positive

Gazyvaro® Positive

Imbruvica® Positive

Lynparza® Positive

Table 13: ODs TPR opinion and reimbursement status in Spain

Brand name TPR opinion
Reimbursement 

status in Spain

Sirturo® Positive

Sylvant® Positive

Translarna® Negative

Vimizim® Negative

Imnovid® Positive

Opsumit® Positive

Adcetris® Positive

Dacogen® Positive

Kalydeco® Positive

Signifor® Positive

• 21 ODs have a published TPR, from which 17 ODs with positive opinions and 6 had
negative ones.

• From 17 positive opinions, 15 (88.2%) ODs got P&R approval in Spain.

• The 2 ODs that haven’t been reimbursed after receiving a positive TPR opinion are
Cometriq®, which the TPR equated to another non-OD (meaning that it would have
gotten the same price as the commercialised alternative) and Sirturo®, which the TPR
gave a positive opinion but with a very restricted indication.

• 100% of ODs with a negative TPR have seen their P&R request denied.

• Having a positive TPR opinion could be a positive variable for the P&R process in Spain.
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Reimbursement status of ODs in EU5 countries

5.4.3. ECONOMIC VARIABLES

• Out of the 40 ODs that are authorised in
Spain, 37 were reimbursed in at least one of
the EU4 countries.

• Out of these 37 ODs: 17 (45.9%) ODs were
reimbursed in Spain, 5 (13.5%) had their P&R
request rejected and 15 (40.5%) were
undergoing the P&R decision process.

ODs in Germany are reimbursed as soon as they enter the German market, and
therefore, the challenge for an OD to be reimbursed in Spain or the rest of the
EU5 countries isn’t comparable. For this reason, Germany was excluded from
this analysis and the following results were obtained:

57,7%
15,4%

26,9%

Reimbursed

Under P&R decision process

P&R rejected

• Out of the 40 ODs that were authorised in
Spain, 26 (65%) were reimbursed in at least
one of the following countries: France or Italy
or the UK.

• Out of these 26 ODs: 15 (57.7%) ODs were
reimbursed in Spain, 4 (15.4%) had their P&R
request rejected and 7 (26.9%) were
undergoing the P&R decision process.

ODs that are reimbursed in either France, Italy or the UK could be more likely
to be reimbursed in Spain.

45,9%

13,5%

40,5%

Reimbursed

Under P&R decision process

P&R rejected
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Marketing Authorisation Holder in the Spanish Profarma Plan (SPP)

Results are shown by reimbursement category:

5.4. Analysis of clinical, economic and institutional 
variables with the OD’s reimbursement status in Spain
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From the 17 reimbursed ODs:

• 12 (70.6%) belong to MAH
present in the SPP

• 5 (29.4%) belong to MAH that
aren’t present in the SPP

70,6%

29,4%

Yes No

From the 16 ODs under P&R decision:

• 3 (18.8%) belong to MAH present in
the SPP

• 13 (81.2%) belong to MAH that aren’t
present in the SPP

18,8%

81,2%

Yes No

From the 10 P&R rejected ODs:

• 3 (40%) belong to MAH present in
the SPP

• 4 (60%) belong to MAH that
aren’t present in the SPP

40,0%

60,0%

Yes No
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From the 18 ODs with MAH present in
SPP:

• 12 (66.6%) were reimbursed

• 3 (16.7%) were under P&R decision
process

• 3 (16.7%) had P&R rejected

66,6%

16,7%

16,7%

Reimbursed

Under P&R decision process

P&R rejected

From the 22 ODs with MAH not present
in SPP:

• 5 (22.7%) were reimbursed

• 13 (59.1%) were under P&R decision
process

• 4 (18.2%) had P&R rejected

22,7%

59,1%

18,2%

Reimbursed

Under P&R decision process

P&R rejected

ODs with a MAH present in the SPP could more likely to be reimbursed in
Spain, as 70.6% (n=12) of the reimbursed ODs belong to MAH present in the
SPP and from all the ODs present in the SPP 66.7% (n=12) are reimbursed in
Spain.
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When the Probit regression model
was run at first, an initial model
specification that employed all the
explanatory variables had
collinearity problems between
several of the variables, so those
most affected by this problem were
removed: the first variable removed
was the TPR opinion, as it had
several missing observations and its
coefficient was close to zero and
non-significant. The variable rarity of
disease was also removed, as it had
several missing observations.

5.4.4. STATISTICAL ANALYSIS

Hence, the following variables were
used: existence of a published TPR
(introduced as “ipt” in the model),
the inclusion of the MAH in the
Spanish Profarma Plan (introduced
as “profarm” in the model), Clinical
outcomes classification (introduced
as “outcomes” in the model), and
Therapeutic area (introduced as
“classification” in the model). The
results of the Probit model are
shown in Figure 8:

Figure 8: Results from the Probit model used to predict the potential impact of studied variables in the 
reimbursement approval of ODs in Spain

Clasif: Therapeutic Area Classification; ipt: Therapeutic Positioning Report; outcomes: Clinical Outcomes Classification;

profarm: Spanish Profarma Plan; Reim: Reimbursement.
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Two variables were statistically
significant: the variable “Profarma”
(inclusion of the MAH in the
Profarma Plan), which has got a
positive value, and the variable
“Outcomes” (Clinical outcomes
classification), which has got a
negative value. This means that the
fact that the MAH of an OD is listed
in the Spanish Profarma Plan
increases the probability, ceteris
paribus, that the drug will be
reimbursed, and that an OD with less
direct or indirect clinical trial
outcomes will be less likely to be
reimbursed as it negatively affects

the probability of reimbursement.

These two coefficients are
statistically significant at 90% level.
This is quite remarkable, given the
small sample (n=40, where only n=23
had no missing value in any of the
considered variables).

Results from the regression analyses
were checked with two Random
Forest (RF) analyses.

The first RF analysis, we only
included the variables used in the
regression analyses. Results from the
run are shown in Figure 9:

Figure 9: Results from the 1st Random Forest analysis used to predict the potential impact of studied 
variables in the reimbursement approval of ODs in Spain

Clasif: Therapeutic Area Classification; ipt: Therapeutic Positioning Report;

outcomes: Clinical Outcomes Classification; profarm: Spanish Profarma Plan.
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This graph shows that, consistently
with the regression analyses, the
most important variables that affect
reimbursement are the OD’s clinical
trial outcomes classification,
followed by whether the MAH is in
the Spanish Profarma Plan. The
remaining variables have a much
smaller impact.

A second RF analysis was run,
including additional variables (Rarity
of disease, introduced as “rarity” in
the model, and the availability of a
therapeutic alternative, introduced as
“altern” in the model) than the ones
included in the regression models.
Results are shown in Figure 10:

Figure 10: Results from the 1st Random Forest analysis used to predict the potential impact of studied 
variables in the reimbursement approval of ODs in Spain

Altern: Availability of a Therapeutic Alternative; clasif: Therapeutic Area

Classification; ipt: Therapeutic Positioning Report; outcomes: Clinical Outcomes

Classification; profarm: Profarma Plan; rarity: Rarity of disease.
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Results from the second RF analysis
show the same results as the first.
The new introduced variables didn’t
show to have an impact on the
probability of reimbursement.

Results from the regression models
and the RF analyses are consistent:
under all the analyses, the variables
that have the largest impact on the
probability of reimbursement are
the type of the OD’s clinical trial

outcomes, meaning that ODs with
less direct or indirect clinical trial
outcomes are less likely to be
reimbursed, followed by whether the
ODs MAH is present in the Spanish
Profarma Plan (SPP), meaning that
ODs which MAH is included in the SPP
are more likely to be reimbursed. All
the other variables have a negligible
impact on the probability of
reimbursement.
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The present study has many limitations due

to the availability of the information and

specifically the lack of transparency in the

P&R regulation information in Spain.

• Explicit information about

reimbursement rejection isn’t available

in Spain, so indirect sources were used

to know if an OD had had its

reimbursement rejected, and therefore,

some of the ODs that have been

categorised as “under the P&R decision

process” might have seen their P&R

rejected in Spain when no TPR is

available.

• The relevant clinical variables analysed

might not take into account all the P&R

criteria that Spanish evaluators look at

such as severity of the disease,

incremental clinical benefit taking into

account cost-effectiveness, budget

impact and degree of innovation,

because they are hard to compare and it

was not possible to make a classification

with uniform criteria for all the different

types of ODs and diseases for these

criteria.

• Important economic variables that could

affect P&R, like drug price and budget

impact (BI) couldn’t be assessed due to

the lack of validity of the information

available regarding reimbursement. The

ODs Budget Impact could not be

calculated for various reasons:

Firstly, because the P&R process isn’t

transparent in Spain and the sells

forecasts that the Pharmaceutical

industry sent to the Ministry of Health

aren’t available. Secondly, the exact

number of patients eligible for the OD’s

indication was unknown, as the

prevalence for the approved indication

for the majority of ODs isn’t estimated.

• Prices in the EU5 countries were

searched (see Annex I) to analyse a

possible impact of OD prices across

Europe on Spanish reimbursement and

to compare the Spanish prices to the

EU4 prices and see if the price range of

the ODs is similar across different

countries as Spanish authorities

routinely request a discount after

learning from other approved EU prices,

especially in France and Italy.

Nevertheless, results were highly

inconsistent with the actual pricing

situation across Europe, placing Spain as

the EU country with the highest OD

prices. Real price agreements in Spain

are not transparent and the listed prices

in the available databases do not reflect

price negotiations that can lower the

real, reimbursed price up to a 50%36,37.
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• Most of prevalence data for ODs is not

known or particularly known in Spain,

and in many cases there is no published

prevalence for the OD’s exact indication,

so ODs classification according to the

rarity of disease could not reflect the

real prevalence numbers.

• Although the EU4 countries are in

Spain’s country basket for the External

Reference pricing, Spain also looks into

the reimbursement status of other

countries that have lower prices like

Greece, Netherlands or Poland, so

reimbursement of ODs could be

searched in all the countries that make

up Spain’s country basket for External

Reference Pricing.

• The TPR wasn’t introduced in Spain until

2013, so the TPR analysis couldn’t be

carried out on all ODs.
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1

2

Out of the 57 Orphan Drugs (ODs) approved by the European 
Commission (EC) between 2012 and 2016, 40 (70.2%) had been 
authorised in Spain.

Out of the 40 ODs authorised in Spain: 

• 17 (42.5%) had P&R approval

• 16 (40%) were undergoing the P&R process

• 7 (17.5%) had seen their P&R request rejected

The mean time from EC approval to P&R approval in Spain was 
18.4 months. 

The mean time from Spanish marketing authorisation to P&R 
approval was 12.8 months, while the mean time from Spanish 
marketing authorisation to P&R rejection was 13 months. 

Continues on next page
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Out of the 40 ODs authorised in Spain: 

• 18 (45%) were indicated for oncologic diseases, and 22 (55%) for 
other types of diseases. 

• 24 (60%) had a therapeutic alternative and 16 (40%) did not.

• prevalence was found for 37 ODs, from which 24 (64.9%) were 
indicated for rare diseases and 13 (35.1%) for ultra-rare diseases. 

• 23 (57.5%) had direct clinical outcomes, 11 (27.5%) less direct 
clinical outcomes and 6 (15%) indirect clinical outcomes. 

• 21 (52.5%) had a published TPR (of which 17 had positive 
opinions and 4 had negative opinions), 11 (27.5%) were with a 
TPR in process and 8 (20%) were without a TPR, nor published 
nor in process. 

• 37 (92.5%) were reimbursed in Germany, 19 (47.5%) were 
reimbursed in Italy, 17 (42.5%) were reimbursed in the UK & 
Spain and 8 (20%) were reimbursed in France. 

• 18 (45%) belonged to manufacturers that were present in the 
Profarma Plan and 22 (55%) to manufacturers that were not.

3

Continues on next page



CONFIDENTIAL          ©OMAKASE Consulting

6. Conclusions

86

4
The variables that showed to have an impact on the probability of 
reimbursement are the type clinical trial outcomes of the OD and the 
MAH presence in the Spanish Profarma Plan. 

• ODs with less direct or indirect clinical trial outcomes are less 
likely to be reimbursed. 

• ODs which MAH is included in the Spanish Profarma Plan are 
more likely to be reimbursed. 

5 ?
Pricing information of ODs is not transparent

• Results of the price search were highly inconsistent with the 
actual pricing situation across Europe, placing Spain as the EU 
country with the highest OD prices. 

• Real price agreements in the different countries are not 
transparent and the listed prices in the available databases do not 
reflect price negotiations that can lower the real, reimbursed price 
up to a 50%.

• It is really difficult to understand how cost-effectiveness analyses 
using the list price to assess value of new drugs would be valid, as 
real, reimbursed prices can vary between 10%-50% from the list 
price in certain countries.
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Annex I: Pricing of ODs in EU5 
countries
A. 1. Methods

Prices in the EU5 countries were
searched to analyse a possible impact
of OD prices across Europe on Spanish
reimbursement and to compare the
Spanish prices to the EU4 prices and
see if the price range of the ODs is
similar across different countries. To be
operational, we used the prices for the
most expensive drug presentation that
was reimbursed in Spain for the rest of
EU-4 countries.

Each OD was searched individually in
each of the information sources listed
in table 14 and the ODs prices were
extracted and tabulated.

Country Source

AMELI25 and the Ministry of Social Affairs and Health webpage26

LauerTaxe26

Monthly Index of Medical Specialities (MIMS) database , an online payment 

platform with prescribing information for branded and generic products that 

can be prescribed in the UK, including the price of medicines.

Codifa27

Botplus15

Table 14: Summary of ODs price sources in the EU5 countries 

Prices in the UK were found in British
Pounds (GBP) and converted to Euros
(€) using the exchange rate for the 31st

of March 2017 at XE webpage38.

The price search period was March
2017.

ODs prices across EU4 countries were
compared to the Spanish price and
price differentials were calculated.
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Annex I: Pricing of ODs in EU5 
countries

Table 15: Prices in EU5 countries of ODs authorised in Spain between 2012 & 2016

Brand name
Spanish OD 

presentation

Spanish 

price
UK price Italian price French price

German 

price

2012

Adcetris® 50mg 1 Vial € 3,300 € 2,931.73 € 3,333.00 - € 3,188.50 

Bronchitol® 40mg 28x10caps - € 271.67 - - € 399.31

Dacogen® 50mg 1 Vial € 1,111.05 € 1,138.52 € 1,110.08 € 1,214.16 

Glybera®
3 x 10^12 cg/ml 

solution
- € 38,698.77 - - € 41,000

Kalydeco®
150mg 56comp 

(Flask)
€ 18,000 € 16,417.66 € 17,999.85 € 18,000 € 17,400

NexoBrid® 5g powder - - € 987.49 - €  990

Revestive® 5mg 28 vial - € 17,139.32 - € 17,116.44 € 17,154.94

Signifor® 60mg 1 Vial € 2,617 € 3,799.52 € 4,123.34 € 2,837.80 € 2,846.17 

Xaluprine®
20mg/ml 1 flask 

100ml
- € 199.36 - € 214 € 464.88

2013

Bosulif® 500mg 28comp - € 4,030.15 € 3,739.96 € 3,080 € 3,538.50 

Iclusig® 45mg 30comp - € 5,922.08 € 5,369.88 € 5,369 € 5,452.88 

Imnovid® 4mg 21caps € 9,300 € 10,418.18 € 8,885.11 - € 7,862.50 

Opsumit® 10mg 30comp € 2,450 € 2,704.22 € 2,572.13 - € 2,254 

Orphacol® 250mg 30caps € 8,731.75 € 7,774.93 - - € 11,152.27 

2014

Adempas® 2mg 42comp € 1,260 € 1,169.59 € 1,259.73 - € 1,021.10 

Cometriq® 20mg 84caps - € 5,628.91 - - € 4,638.50

Gazyvaro® 1000mg 1 Vial 40ml € 3,970.00 € 3,883.95 - - € 3,252.56 

Imbruvica® 140mg 120caps € 8,777.50 € 7,190.94 € 8,088.20 - € 7,296.10 

Lynparza® 50mg 448caps €  4,980.00 € 4,163.05 € 4,882.13 - € 5,482.54 

Sirturo® 100mg 188comp - € 21,929.30 € 20,061.50 - € 26,913.65

Sylvant® 100mg 1 Vial € 536.46 € 486.67 € 455.76 - € 519.40 

Translarna® - - - - - -

Vimizim® 1mg/ml 1 Vial 5ml - € 879.52 € 803.23 - € 774.33

A. 2. Results

ODs prices across EU5 countries are listed in table 15:
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Annex I: Pricing of ODs in EU5 
countries

Table 15: Prices in EU5 countries of ODs authorised in Spain between 2012 & 2016

Brand name Spanish OD presentation
Spanish 

price
UK price

Italian 

price

French 

price

German 

price

2015

Blincyto® 38.5 mcg 1 vial - € 2,365.32 - - € 2,864.58

Cerdelga® 84mg 56 caps € 20,712 - - - € 20,750.83

Cresemba® 100mg 14 caps € 70 - € 631.75 - € 748.70

Farydak® 20 MG 6 caps - € 5,460.04 - - € 3,790.45

Holoclar®
79000-316000 cels/cm2 

equivalent to living tissue
- - - -

Kanuma® 2 MG/ML 1 Vial 10ml - € 7,371.53 - - € 5,926.80

Kyprolis® 60mg 1 Vial €  1,339 € 1,238.36 € 1,147.17 - € 1,236.95 

Lenvima® 10mg 30 caps € 1,874.87 € 1,685.16 € 1,692.07 € 1,556.70 € 1,798.50 

Ofev® 150mg 60caps € 2,403.85 € 2,522.57 € 2,454.16 € 2,060.40 € 2,428.77 

Strensiq® 100mg/ml 12 vial 0.8ml - € 66,196.01 - - € 51,907.20

2016

Alprolix® - - - - -

Darzalex® 20 MG/ML 1 Vial 20ML € 2,380.73 € 1,688.67 - - € 2,324 

Galafold® 123 MG 14 caps - - - - € 18,091.67

Idelvion® 2000 UI powder - € 4,901.84 - - € 5,500.00

Lartruvo® 10 MG/ML 1 vial de 50ml - € 1,172.69 - - € 1,572.10

Onivyde® 4 MG 3 caps - € 7,430.16 - - € 8,138.50

Wakix® 10 MG 30comp - - - - € 3,489.61

A. 2. Results
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Table 16: Prices and price differentials in EU4 countries respect de Spanish price 
for reimbursed ODs in Spain

*Δ: Price differential versus Spanish price. Colour green is used to indicate a positive price differential, meaning that the price is
higher in the EU4 country compared to Spain. Colour red is used to indicate a negative price differential, meaning that the price is
higher in Spain.

Brand 
name

Year of 
EC 

approval

Spanish 
price

UK price Δ* Italian price Δ*
French 
price Δ*

German 
price Δ*

Darzalex® 2016 € 2,380.73 € 1,688.67 -29.07% - - - - € 2,324 -2.38%

Cerdelga® 2015 € 20,712 - - - - - - € 20,750.83 +0.19%

Cresemba® 2015 € 700 - - € 631.75 -9.75% - - € 748.70 +6.96%

Kyprolis® 2015 € 1,339 € 1,238.36 -7.52% € 1,147.17 -14.33% - - € 1,236.95 -7.72%

Lenvima® 2015 € 1,874.87 € 1,685.16 -10.12% € 1,692.07 -9.75% € 1,556.7 -16.97% € 1,798.50 -4.07%

Ofev® 2015 € 2,403.85 € 2,522.57 +4.94% € 2,454.16 +2.09% € 2,060.4 -14.29% € 2,428.77 +1.04%

Adempas® 2014 € 1,260 € 1,169.59 -7.18% € 1,259.73 -0.02% - - € 1,021.10 -18.96%

Gazyvaro® 2014 € 3,970 € 3,883.95 -2.17% - - - - € 3,252.56 -18.07%

Imbruvica® 2014 € 8,777.50 € 7,190.94 -18.08% € 8,088.20 -7.85% - - € 7,296.10 -16.88%

Lynparza® 2014 € 4,980 € 4,163.05 -16.40% € 4,882.13 -1.97% - - € 5,482.54 +10.09%

Sylvant® 2014 € 536.46 € 486.67 -9.28% € 455.76 -15.04% - - € 519.40 -3.18%

Imnovid® 2013 € 9,300 € 10,418.18 +12.02% € 8,885.11 -4.46% - - € 7,862.50 -15.46%

Opsumit® 2013 € 2,450 € 2,704.22 +10.38% € 2,572.13 +4.98% - - € 2,254 -8%

Orphacol® 2013 € 8,731.75 € 7,774.93 -10.96% - - - - € 11,152.27 +27.72%

Adcetris® 2012 € 3,300 € 2,931.73 -11.18% € 3,333 +1% € 3,188.50 -3.38%

Dacogen® 2012 € 1,111.05 € 1,138.52 +2.47% € 1,110.08 -0.09% € 1,214.16 +9.28%

Kalydeco® 2012 € 18,000 € 16,417.66 -8.79% € 17,999.85 0% € 18,000 0% € 17,400 -3.33%

Signifor® 2012 € 2,617 € 3,799.52 +49.15% € 4,123.34 +57.56% € 2,837.8 +8.44% € 2,846.17 +8.76%

• According to existing price databases, results showed that Spain is the country
with the highest OD prices within the EU5, as 11 of the 17 analysed ODs (64.7%)
had their highest official price in Spain.

• Prices in the table correspond to official listed prices, which do not reflect price
negotiations that can lower the real, reimbursed price up to a 50% over the listed
price, depending on the country36,37.

Annex I: Pricing of ODs in EU5 
countries
A. 2. Results
ODs price differentials when compared to the Spanish price are shown in table 16:




