
 

vfa / vfa bio Position Paper 

Executive Summary 

The EC Regulation on Orphan Medicinal Products 
(no. 141/2000) took effect on January 2000, and 
has had a major impact since then. 200 orphan 
drugs have already been approved. Before 2000, 
hardly more than one drug for the treatment of a 
rare disease may have reached the market per 
year. Thus, a restriction of funding measures in-
cluded in this regulation for the development of 
more orphan drugs in the EU should be avoided 
by all means. This would ultimately lead to fewer 
R&D activities in this field with high medical needs 
without providing better access to orphan drugs in 
EU countries. 

As with other drugs, a manufacturer must submit 
a dossier containing details on the preparation 
and the extent of its additional benefit to the Fed-
eral Joint Committee (G-BA), as part of market 
launch of an orphan drug in Germany. After the 
additional benefit has been assessed by the G-BA, 
the manufacturer has to negotiate the amount re-
funded for the drug with the National Association 
of Statutory Health Insurance Funds. 

In June 2009, EU member states were asked to 
develop national plans for rare diseases. In Au-
gust 2013, the corresponding National Plan of Ac-
tion was published by the National Action League 
for People with Rare Diseases (NAMSE) in Ger-
many. NAMSE is consistent with a proposal by 
vfa bio for a body of experts from all fields whose 
mandate would extend beyond the terms of the 

German parliament. NAMSE permanently assists 
with the implementation of the National Plan of 
Action and strives to improve the care received by 
individuals with rare diseases. 

Given the large number of orphan diseases and 
because of the huge medical need for new thera-
peutic options especially for people with rare dis-
eases, there is still a very great deal of work to be 
done in this area. vfa and vfa bio are strongly 
committed to rigorously promoting the develop-
ment of new therapies for orphan diseases 
throughout the whole value chain. 

1. Background, definitions, facts 
and figures on orphan drugs 

1.1 What are orphan drugs and why do they 
exist? 

Orphan drugs are used to treat rare diseases (or-
phan diseases), of which there are an estimated 
8,000. The term orphan diseases comes from the 
fact that they used to be pretty much neglected 
because they are so rare, i.e. they are treated like 
orphans. Around four million people in Germany 
suffer from an orphan disease, in the EU approxi-
mately 30 million. 

In order for a drug in development to be granted 
orphan drug status by the EU, the disease con-
cerned must be life-threatening or severe and 
rare. In the EU, there may be no more than five 
affected persons per 10,000; what’s more, some 

Orphan Drugs 
Orphan drugs are used to treat rare diseases (orphan diseases), of which 
there are an estimated 8,000. Around four million people in Germany suffer 
from an orphan disease, in the EU approximately 30 million. There are cur-
rently 134 orphan drugs that have been authorized in the EU (as per April 
2022). On top of that, there are 66 further drugs whose orphan drug status 
was withdrawn on request of the company after their authorization or has ex-
pired after 10 years. 
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40 percent of all orphan drug designations con-
cern diseases that affect less than one person in 
10,000. Moreover, there must be the lack of a sat-
isfactory treatment option for the rare disease. Or 
there must be a significant benefit expected from 
the drug compared to an already available prepa-
ration. In addition: Orphan drug status is denied 
for a drug developed for patients with a rare sub-
type of a more common disease. 

Since people with rare diseases should have the 
same right as other patients to be treated with 
authorized medicines, policymakers have initiated 
measures to encourage activities in this field. That 
is necessary to give drug manufacturers and de-
velopers the prospect, even in small markets, of 
covering their research and development, produc-
tion and marketing costs and allow them to make 
a profit appropriate to the economic risks. 

The EC Regulation on orphan medicinal products 
(No. 141/2000) came into effect on January 22, 
2000. It includes provisions such as: The status 
“orphan medicinal product” can be designated on 
the basis of epidemiological criteria (not more 
than five affected persons per 10,000 in the EU) 
or of economic criteria (there is no chance for the 
development costs to be recouped). 

In November 2016, the European Commission has 
published the “Commission notice on the applica-
tion of Articles 3, 5 and 7 of Regulation (EC) No 
141/2000 on orphan medicinal products (2016/C 
424/03)” which specifically addresses the follow-
ing aspects: clarification of the definition of "sig-
nificant benefit", encouraging the development of 
orphan drugs for communicable diseases (e.g. 
Ebola), handling when two orphan drug applica-
tions are pending in parallel for approval, 

reassessment of the orphan criteria when a spon-
sor extends the use of its product after marketing 
authorization, clarifications on processing the 
transfer of orphan designations between spon-
sors. In July 2016, the European Commission has 
published a draft concept paper “Concept of ‘simi-
lar medicinal product’ in the context of the orphan 
legislation: adaptation to technical progress”). 
The European Commission has also recently eval-
uated EU legislation regarding medications for 
children and rare diseases. As part of this work, 
the commission issued an inception impact as-
sessment (IIA) on the question of revising the EU 
regulation on children and rare diseases in No-
vember 2020. This assessment outlines potential 
ways to increasingly focus R&D activities on areas 
where no treatment options exist as well as to 
eliminate unequal access of EU member states. A 
legislative proposal from the European Commis-
sion is expected in Q4/2022. 

The EC Regulation on Orphan Medicinal Products 
has had a major impact since taking effect: 200 
orphan drugs have already been approved. Before 
2000, hardly more than one drug for the treat-
ment of a rare disease may have reached the 
market per year. Thus, a restriction of funding 
measures outlined in the EU Regulation on Orphan 
Drugs for the development of more orphan drugs 
in the EU should by all means be avoided. Be-
cause this would ultimately lead to fewer R&D ac-
tivities in this field with high medical need without 
providing better access to orphan drugs in EU 
countries. 
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1.2 Orphan drugs: status quo 

Since the year 2000, pharmaceutical companies 
have increasingly developed drugs for rare dis-
eases (see www.vfa.de/orphans). Over the past 
ten years they have accounted for an average of 
nearly 30 percent of the new drugs that are intro-
duced every year. 

134 orphan drugs are currently authorized in the 
EU (as per April 2022). On top of that, there are 
66 further drugs whose orphan drug status was 
withdrawn on request of the company after their 
authorization or has expired after 10 years. Al-
most all these drugs are still on the market and 
are therefore available to treat patients with rare 
diseases. Considerable progress has thus been 
achieved in the past years. Nevertheless, there 
are authorized orphan drugs for only about 2 per-
cent of rare diseases. 

By April 2022, some 2,450 further development 
projects have been designated the orphan drug 
status. These projects will result in further author-
ized drugs in the coming years, despite the fact 
that – due to the generally high risk of failure in 
drug development – only a small number of them 
will attain marketing authorization. 

1.3 Who decides whether a drug is desig-
nated as an orphan drug and what criteria 
have to be met? 

The Committee for Orphan Medicinal Products 
(COMP), a special body at the European Medicines 
Agency (EMA), decides on applications for desig-
nation of an orphan drug status. A subsequent 
recommendation to authorize the orphan drug fol-
lowing a positive assessment of its quality, effi-
cacy and safety is issued – as is the case with 
other drugs – in a centralized process by the 
Committee for Medicinal Products for Human Use 
(CHMP) at the EMA; a binding authorization is 
then granted by the European Commission. 

The Regulation on orphan medicinal products (No. 
141/2000/EC) includes in particular the following 
provisions: Recognition of the status of “orphan 
medicinal product” for drugs to combat diseases 
with not more than five affected persons per 
10,000 in the EU; the disease must be life-threat-
ening or serious and there must not already be an 
existing satisfactory method of treatment for it. 
These two criteria must be proven by the appli-
cant by means of appropriate documentation. The 
application for designation of orphan drug status 
can be submitted at any time during development 

European orphan drug legislation encourages the development of drugs for rare 
diseases through: 

▪ 10 years market exclusivity 
In this period, marketing authorization for similar medicinal products for the same thera-
peutic indication are only granted if they are more effective, are tolerated better or help 
overcome a supply bottleneck. 

▪ Complete (SME*) or partial (non-SME) exemption from EMA fees 
However, these financial incentives are small in relation to the high expenditures for re-
search and development of drugs. 
– Consulting during development: no fees for SME; 75% reduction for non-pediatric-re-

lated assistance and no fees for pediatric-related assistance for non-SME 
– Pre-authorization inspection: no fees for SME and non-SME 
– EMA authorization fees: no fees for SME; 10% reduction for non-SME 
– Fees for post-authorization activities of the EMA, including annual fees, during the first 

year after marketing authorization: no fees for SME; no reduction for non-SME 
 

*SME = small and medium-sized enterprises (http://ec.europa.eu/growth/smes/business-
friendly-environment/sme-definition_de)   

http://www.vfa.de/orphans
http://ec.europa.eu/growth/smes/business-friendly-environment/sme-definition_de
http://ec.europa.eu/growth/smes/business-friendly-environment/sme-definition_de
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of such a drug before authorization of it has been 
applied for. 

1.4 How is a medicine designated the orphan 
drug status? When and how is it examined? 

A drug is designated as an orphan medicinal prod-
uct only if the disease is rare and if the drug is ex-
pected to be of significant therapeutic benefit for 
the affected patients, compared with already 
available forms of treatment provided that those 
exist. This is examined again by the COMP directly 
before authorization is granted. If the disease is 
no longer rare or if the additional benefit does not 
exist or no longer exists for the affected patients 
when the drug is to be authorized, the orphan 
drug status is withdrawn before granting authori-
zation. 

If an orphan drug is authorized, exclusive market-
ing rights to it in the EU are granted for ten years. 
This is intended to prevent the market, which is 
already small as it is, becoming even smaller as a 
result of competitors with similar medicines. Fur-
ther similar orphan drugs in a disease area are 
only authorized in this 10-year period of time if 
they are more effective or tolerated better (or 
help over-come a supply bottleneck), i.e. when 
they provide an additional benefit for the affected 
patients. That means the exclusive marketing 
rights do not offer the manufacturer an absolute 
guarantee, but rather a relative guarantee that it 
will be able to sell its products in what is only a 
small market segment for a rare disease for a lim-
ited period of time. 

At the end of the fifth year on the market and at 
the request of a member state, the EMA can re-
view whether the drug still meets the require-
ments for being designated as an orphan. If this 
is no longer the case, the status – along with the 
exclusive marketing rights – is withdrawn. This 
case, however, did not occur up to now.  

1.5 Are there specifics in the development 
and authorization of orphan drugs? 

The development of drugs for treating rare dis-
eases – whether or not they have orphan drug 
status – differs from that of other drugs, espe-
cially in the clinical phases: For rare diseases, it is 

especially difficult to conduct the usually neces-
sary randomized and comparative trials because 
the patients have often to be found from all 
around the world. Because the diseases are rare, 
the trials can only be performed with far fewer 
patients. It is often assumed in this context that a 
lower number of patients ought to mean that the 
trials are quicker and less expensive than ones 
with more patients. However, whether this actu-
ally reduces development times and means less 
cost and effort differs from case to case and de-
pends on the type of illness, its rarity and the lo-
gistics required for carrying out clinical trials. That 
is because getting the few patients to the small 
number of clinical trial centers and including them 
in a trial for a lengthy period of time may well be 
very time-consuming and therefore costly. The 
comparatively limited number of patients in these 
clinical trials may also hinder certain trial designs 
or restrict the applicability of special statistical 
methods for the evaluation of clinical trials. The 
applicant and EMA therefore hold scientific advice 
meetings to develop suitable study designs that 
take the special features of small patient numbers 
and requirements regarding data for safety and 
efficacy into consideration. 

The orphan drug status per se does not enable 
simpler or faster authorization. The requirements 
for clinical testing and authorization of drugs do 
not depend on the frequency of a disease: The 
drug’s efficacy, safety and technical quality must 
be proven at all times. And orphan drugs must 
show that they have a benefit over comparator 
therapies – if already available – before they are 
designated as orphan drug and before they are al-
lowed to keep the orphan drug status at the time 
of approval. 

Irrespective of this, the EMA has established spe-
cial approval pathways in order to approve inno-
vative drugs in areas of particularly high medical 
need – for both common and rare diseases – 
faster than in the classic procedure: 

▪ Approval under exceptional circumstances: 
In the case of approval under exceptional cir-
cumstances, the applicant must demonstrate 
that it is not possible to provide study data for 
the respective indication to the same extent as 
for a classic approval. This may be the case for 
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rare and for common diseases and may be the 
result of ethical aspects or the status of scien-
tific knowledge. 

▪ Conditional approval is initially granted on a 
temporary basis and is subject to specific obli-
gations, is independent of the frequency of a 
disease and is granted if the drug can make a 
major contribution to patient health. The regu-
latory authority will then review annually 
whether the conditions have been or are being 
met. Overall, 76 drugs have been conditionally 
approved and 38 of those are orphan drugs (as 
of April 2022). So far, 10 orphan drugs have 
been granted regular approval after the condi-
tions were met – approval for one of them has 
now been revoked. In addition, three other or-
phan drugs with conditional approval have 
meanwhile been withdrawn from the market. 

 

Irrespective of conditional approvals or approvals 
under exceptional circumstances, the EMA can 
conduct an accelerated assessment, which is also 
independent of the frequency of a disease. This 
accelerated approval process can be used for 
drugs that fill a particularly large gap in treat-
ment. The authority then provides faster testing 
in the standard approval process, which shortens 
the regulatory processing time from 210 to 150 
days. During the period 2015-2021, this affected 
22% of orphan drug approvals. 

1.6 Impeded generation of evidence during 
research and development of orphan drugs 

The significant benefit of orphan drugs is attested 
with its approval recommendation by the EMA and 
approval by the European Commission. Neverthe-
less, like all drugs with new active substances, 

orphan drugs are subject to the additional benefit 
assessment within the scope of the AMNOG proce-
dure. From January 2011 through January 2022, 
the G-BA certified 59 % of orphan drugs as hav-
ing a “non-quantifiable additional benefit” – com-
pared to just 4 % of drugs without orphan drug 
status. A non-quantifiable additional benefit 
means that this medication has an additional ben-
efit over the appropriate comparator, but this can-
not be assessed as being minor, considerable or 
major. 

Why this discrepancy? With regard to the addi-
tional benefit assessment, both the dossier tem-
plate as well as the IQWiG Rapid Report use ran-
domized controlled studies as an assessment ba-
sis for quantification of the additional benefit. 
However, studies of this type are often difficult or 
not at all to be conducted for rare diseases due to 
ethical aspects, because often other therapeutic 
options are not available, and/or the small num-
ber of patients. 

Once annual gross revenue for an orphan drug 
exceeds 50 million euros, its significant benefit is 
no longer considered proven. The drug is then le-
gally treated as other drugs and triggers an addi-
tional benefit assessment over the appropriate 
comparator specified by the G-BA. In this context, 
the 50-million-euro limit is arbitrary, since the 
sales figure is independent of the prevalence cri-
teria (the illness remains rare) and, furthermore, 
usually nothing has changed with regard to avail-
able evidence. As part of this reassessment, ad-
justments are necessary in the AMNOG assess-
ment criteria. In particular, the small patient num-
ber and its effect on the statistical evaluations 
need to be taken into account. 

Furthermore, an additional hurdle can rise in this 
extra benefit assessment (when an orphan drugs 
exceeds 50 million euros) if the clinical trials used 
for marketing authorization do not correspond to 
the appropriate comparator as specified by the 
G-BA subsequently. In these cases, a methodo-
logical problem for proving the additional benefit 
is preassigned. 

Orphan drug approvals from 2015-
2021 

▪ 68% of all orphans passed through the 
standard approval process 

▪ 32% were processed through a special 
approval pathway: 25% were condition-
ally approved (subject to specific obliga-
tions), 7% were approved under excep-
tional circumstances 



 

Page 6/9 

1.7 Why are there many orphan drugs in on-
cology? 

In total, there are more than 200 different onco-
logical diseases – many of which are rare. Most of 
the blood cancer diseases are for example rare 
diseases. Tumor diseases come along with an es-
pecially high medical need and correspondingly 
many research activities. The multitude of orphan 
drugs for patients with rare tumor diseases is par-
ticularly due to the advancing molecular know-
ledge of tumor biology and improved diagnostics 
which have led to a better understanding of tumor 
development as well as of molecular tumor char-
acteristics. In any case, it is imperative to carry 
out a separate program of clinical testing for each 
oncological indication as basis for marketing au-
thorization. Due to regulations by the EMA and 
the European Commission an artificial break down 
of large indications into smaller ones is legally not 
possible (see “Are there “artificial” rare diseases 
as a result of “orphaning” (“slicing”)?”). 

1.8 Are there “artificial” rare diseases as a 
result of “orphaning” (“slicing”)? 

Behind this question is the occasionally voiced 
suspicion that the industry makes “rare” diseases 
out of common ones by creating more or less ar-
bitrary indication subsets (“slicing”). In this con-
nection, personalized medicine is often also men-
tioned in the same breath as orphan drugs, espe-
cially whenever a company succeeds in develop-
ing a personalized drug that is suitable for per-
sons in a smallish group of patients within a rela-
tively frequently occurring disease. Contrary to 
general opinion, however, the European Commis-
sion does not designate an orphan drug status to 
such a drug and instead categorically excludes 
slicing, i.e. splitting an indication into smaller sub-
indications that can be “orphaned”. The relevant 
document (EMA/COMP/15893 /2009) reads ver-
batim: “This is imperative to prevent the slicing of 
common conditions into invalid subsets. It is im-
portant that sponsors […] are aware that this is 
an important issue that will be reviewed by the 
Committee.” (see also ENTR/6283/00 Rev 4). 

Personalized medicine is completely independent 
of the frequency of an illness and thus does not 
generate new orphan drugs. Drugs from 

personalized or stratified medicine can only be 
designated orphan drug status by the European 
Commission if the general indication were already 
below the orphan limit of 5 patients to 10,000 
persons (such as is the case with cystic fibrosis). 
A number of cases where orphan drug status has 
been applied for the treatment of subgroups of 
patients but was rejected show that this strict ap-
proach is also adopted in practice. 

Nevertheless, there are also some orphan drugs 
in personalized medicine. If research and develop-
ment reveals that a personalized approach works 
for a rare disease, that benefit must not be with-
held from the affected patients. That means there 
can and will also furthermore be personalized or-
phan drugs. Of the total of 98 personalized drugs 
currently authorized in Germany, 23 are orphan 
drugs with active orphan drug status (as per April 
2022). 

Orphan drug status can also be assigned to medi-
cations used to treat diseases involving certain 
genetic changes. The European Commission has 
issued a special regulation for this purpose (Com-
mission Notice 2016/C 424/03). Under this notice, 
it must be demonstrated that a medication would 
be effective among biomarker-positive patients, 
but not for biomarker-negative patients. This is 
similar to the requirement for medications that 
have a positive effect only in tumors with certain 
mutations, regardless of the organ system in-
volved – a tumor-agnostic medication. To receive 
orphan drug status, a medication must be shown 
to be ineffective in patients with frequently occur-
ring diseases like breast and colon cancer without 
the mutation’s presence. 

1.9 Is it possible for one orphan drug to be 
used for several rare diseases? 

It is possible for an orphan drug to be able to be 
used for multiple rare diseases and, for all the in-
dications together, to exceed the criterion of rarity 
that applies to a single indication. Up to now, this 
has been an exception. The exclusive marketing 
rights only apply in the indication for which the 
orphan drug status was granted. If the prepara-
tion is authorized for a further indication, it is by 
no means the case that the company automati-
cally obtains the orphan drug status for that 
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indication. Instead, proof that the requirements 
for this status are met for the new indication must 
be furnished again. The new indication is also al-
ways based on relevant research and develop-
ment work without which authorization is not pos-
sible. 

If development of drugs for rare diseases is to be 
encouraged, development for individual indica-
tions and not for the products must be promoted. 
That is the only way of achieving the goal of im-
proving the supply of medicines to people who 
suffer from rare diseases. The only thing that 
counts for patients is that there are preparations 
that help them. Whether these preparations are 
also authorized for other indications is completely 
irrelevant to these patients. 

2. Orphan drugs in Germany 

As for other drugs with new drug substances or-
phan drugs have to undergo the AMNOG proce-
dure; this includes the assessment of the addi-
tional benefit through the G-BA as well as the 
subsequent negotiations regarding reimbursement 
rates. In contrast to other drugs however, the ad-
ditional benefit of orphan drugs is already rated 
as evidenced because the orphan drug status is 
confirmed by the European Commission within the 
approval process. 

However, the AMNOG took into account the spe-
cial situation of orphan drugs from the very begin-
ning. These drugs must already demonstrate dur-
ing the approval process that they have a signifi-
cant benefit over comparator therapies – if such 
therapies exist at all – in order to keep their or-
phan drug status. Their additional benefit is there-
fore considered proven under the AMNOG. 

This AMNOG process for orphan drugs differs in 
two points from that for other drugs: 1) The or-
phan drug status is linked to the proof of addi-
tional benefit which is reviewed before authoriza-
tion is given at the European level and which is 
rated therefore as evidenced. 2) The G-BA as-
sesses the additional benefit on its own; the 
IQWiG is not voicing a recommendation before. 
The appropriate evidence from the authorization 
trials is used for this. 

However, once the orphan drug exceeds annual 
gross revenue of 50 million euros, its additional 
benefit is no longer considered proven und it is 
treated under the law like the other drugs. The 
company must submit a normal dossier in its full 
extent to the G-BA. Subsequently, an additional 
entire benefit assessment in comparison to the 
appropriate comparative therapy as determined 
by the G-BA is being performed, followed by reim-
bursement negotiations. Consequently, it may 
even happen that an orphan drug is subjected to 
the AMNOG process twice in quick succession: 
first of all, in the “orphan variant,” then – once its 
annual gross revenue passes the 50-million-euro 
mark – in the normal form. In this context, the 
50-million-euro limit is arbitrary, since the sales 
figure is independent of the prevalence criteria 
(the illness remains rare) and, furthermore, noth-
ing has changed with regard to available evi-
dence. 

Since the introduction of the AMNOG in 2011, the 
share of drug expenditures of the total expendi-
tures of the statutory health insurance has re-
mained almost constant at around 16%. Due to 
the low number of patients, the prices for orphan 
drugs are usually higher than those for drugs for 
common diseases. However, this is put into per-
spective because only a few people are affected 
by a rare disease. In addition, due to the special 
challenges involved, the cost of research and de-
velopment for orphan drugs is at least as high as 
for drugs for the treatment of common diseases. 
And of course, also patients with rare diseases 
have a right to adequate therapy. 

3. NAMSE and the National Plan of 
Action 

The European Council of Health Ministers adopted 
the Council’s proposed recommendation in June 
2009 (2009/C 151/02). The EU member states 
were required to adopt national plans for people 
suffering from rare diseases by the end of 2013 at 
the latest. 

In 2010, the German Federal Ministry of Health 
together with the Federal Ministry of Education 
and Research and the Alliance for Chronic Rare 
Diseases (ACHSE) launched the National Action 
League for People with Rare Diseases (NAMSE) 
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with the aim to achieve lasting and substantial 
improvements in diagnostics, therapy and re-
search in relation to rare diseases. The coalition 
has 28 partners, all of whom are national and 
professional associations of the key players in the 
health system. Their objective is to analyze and 
tackle existing deficits in the field of rare dis-
eases. vfa and vfa bio expressly welcome these 
activities and, as partners in the NAMSE coalition, 
actively contribute expertise from the industry 
from many projects relating to the treatment of 
rare diseases. 

In August 2013, the National Plan of Action for 
People with Rare Diseases was presented to the 
public. The Plan of Action contains 52 proposed 
measures in the fields of care/centers/networks, 
research, diagnosis, registers, information man-
agement, patient orientation, implementation and 
further development. 

One focus of the Plan of Action is the formation of 
nationally recognized centers of expertise. As a 
result, patients are to be able to obtain medical 
services representing the best-possible care for 
their specific disease faster, more efficaciously 
and as close to their place of residence as possi-
ble. To enable that, structures that promote col-
laboration between specialists and sharing of 
know-how nationally and internationally have to 
be created. Further treatment is then to be inte-
grated in quality-assured care by general practi-
tioners and specialists and near to patients’ place 
of residence. As part of this, patients with rare 
diseases should receive already authorized orphan 
drugs quickly and unbureaucratically. Communica-
tion between the center and general practitioner, 
as well as appropriate quality management, must 
be ensured for this. 

Following first-time prescription at the center, 
there might be difficulties in subsequent prescrip-
tion of medication in out-patient care by the doc-
tor treating the patient further. Therefore, when 
orphan drugs are prescribed, there should be 
more extensive regulations on recognizing such 
prescriptions as a special aspect of practice na-
tionwide (“Praxisbesonderheit”; in connection with 
the requirement of a close coordination between 
the center and the general medical practitioner), 
so that in this case such a prescription is being 

classified as extra-budgetary treatment. This is 
not envisaged in the National Plan of Action; there 
is merely the proposal to examine in the medium 
term whether measures to flank the supply of 
drugs to people with rare diseases are necessary 
after implementation of the center model in the 
field of rare diseases. 

Now, it is of utmost importance that NAMSE will 
continue to exist to examine, accompany and 
monitor the prompt implementation of the Na-
tional Plan of Action. This would be consistent 
with the proposal by vfa bio for a German com-
mittee of experts on rare diseases as a permanent 
body that continues to exist beyond the life of a 
parliament and is made up of experts from all 
fields. 

More information on the National Plan of Action 
for People with Rare Diseases and on the coalition 
partners, as well as a link for downloading the Na-
tional Plan of Action, can be found at: 
www.namse.de/english.  

4. Outlook 

An important step forward was made with the Eu-
ropean Regulation in 2000 to foster the develop-
ment of orphan drugs also in the European Union. 
Given that there are an estimated 8,000 rare dis-
eases and 200 approved orphan drugs, there is 
still a very great deal of work to be done in this 
area. A restriction of funding measures included in 
this regulation for the development of more or-
phan drugs in the EU should be avoided by all 
means. This would ultimately lead to fewer R&D 
activities in this field with high medical needs 
without providing better access to orphan drugs in 
EU countries. 

Furthermore, it is crucial that these efforts on a 
European level are not counteracted through na-
tional measures regarding for example cost con-
tainment. The law for greater safety in the phar-
maceutical supply (Gesetz für mehr Sicherheit in 
der Arzneimittelversorgung, GSAV) which became 
effective in August 2019 encompasses regulations 
that are potentially detrimental to the further de-
velopment of orphan drugs: 1) Expansion of the 
calculation basis upon reaching the 50 million 
threshold through inclusion of sales from the 

http://www.namse.de/english
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hospital setting; 2) The power of the G-BA to call 
for studies accompanying application and limiting 
the prescription of orphan drugs to those special-
ist physicians/hospitals taking part in these ac-
companying study. Because the IQWiG and G-BA 
have so far not shown willingness to take into ap-
propriate consideration the more difficult condi-
tions for generating evidence with rare diseases 
and have also regularly rejected non-randomized 
studies, the AMNOG assessment will have to 
change. Otherwise, there is a risk that orphan 
drugs now established for patient care will in-
creasingly be left behind in the additional benefit 
assessment and could ultimately no longer be 
available for patient care. With regard to the over-
arching goal of improving the situation of people 
with rare diseases, the point of view of the vfa is 
that tightening of the current regulations for or-
phan drugs and any restriction of patient access 
should be dispensed with. 

Instead, further developments in the field of or-
phan drugs should be encouraged, especially with 
regard to current national efforts to improve the 
standard of care for people with rare diseases in 
Germany. The German government therefore sent 
out a right and important signal by founding 
NAMSE in 2010. Now it is important to examine, 
accompany and monitor the implementation of 
the National Plan of Action for People with Rare 
Diseases which was published in August 2013. 

The next important step will now be to establish 
nationally recognized centers of expertise so that 

patients obtain medical services representing the 
best-possible care for their specific disease faster 
and more efficaciously. Further treatment is then 
to be integrated in quality-assured care by gen-
eral practitioners and specialists and near to pa-
tients’ place of residence. Furthermore, NAMSE 
must be transitioned into a sustainable structure.  

The need for new treatment options is especially 
high for people with rare diseases. vfa and vfa bio 
are strongly committed to rigorously promoting 
the development of new therapies for orphan dis-
eases throughout the value chain. That requires a 
cohesive policy integrating research, health and 
economic policy. That would consistently support 
political measures to encourage research and de-
velopment of orphan drugs and above all would 
be of benefit for the many patients with rare dis-
eases who can only be given inadequate help at 
present. 

As stated in its coalition agreement, the goal of 
the German coalition government is a new begin-
ning for innovation and investment. The German 
government supports a preventive, crisis-proof 
and modern healthcare system that utilizes the 
opportunities offered by biotechnology and medi-
cal procedures. The fight against rare diseases is 
explicitly identified here. Now it is a matter of set-
ting the right course! 

As of: 05.2022

 


	Orphan Drugs
	Orphan drugs are used to treat rare diseases (orphan diseases), of which there are an estimated 8,000. Around four million people in Germany suffer from an orphan disease, in the EU approximately 30 million. There are currently 134 orphan drugs that h...
	Executive Summary
	1. Background, definitions, facts and figures on orphan drugs
	1.1 What are orphan drugs and why do they exist?
	1.2 Orphan drugs: status quo
	1.3 Who decides whether a drug is designated as an orphan drug and what criteria have to be met?
	1.4 How is a medicine designated the orphan drug status? When and how is it examined?
	1.5 Are there specifics in the development and authorization of orphan drugs?
	1.6 Impeded generation of evidence during research and development of orphan drugs
	1.7 Why are there many orphan drugs in oncology?
	1.8 Are there “artificial” rare diseases as a result of “orphaning” (“slicing”)?
	1.9 Is it possible for one orphan drug to be used for several rare diseases?
	2. Orphan drugs in Germany
	3. NAMSE and the National Plan of Action
	4. Outlook


