
BackgroundBackground

We currently fi nd allergen products for both 
human and veterinary use that do not have 
markeƟ ng authorisaƟ on (MA). On the other 
hand, for idenƟ cal indicaƟ ons and allergens, we 
also fi nd medicinal products that have an MA 
(and therefore proven quality, safety and effi  -
cacy).

Although the reasons for not having an MA 
can vary, they are generally related to the 
concept of Named PaƟ ent Programmes (NPPs) 
and its non-industrial manufacturing proces-
ses. These cases are excepƟ ons to the general 
rule laid down in Spanish and European legis-
laƟ on that medicinal products must have a 
markeƟ ng authorisaƟ on before being placed 
on the market. However, many of these medi-
cinal products that lack markeƟ ng authorisa-
Ɵ on do not align with the stated jusƟ fi caƟ ons: 
they are not individualised preparaƟ ons and/or 
at least part of their manufacturing process is 
industrial. This is the case, for example, of some 
NPPs which, far from being individualised prepa-
raƟ ons made for a parƟ cular paƟ ent in accor-
dance with a prescripƟ on, are manufactured 
using industrial methods, oŌ en starƟ ng before 
the prescripƟ on is issued.

This anomalous situaƟ on has been the subject 
of studies and work for several years with the 
aim of regularizing the situaƟ on. In July 2020, the 
CMDh published recommendaƟ ons for Member 
States to  harmonise the legal basis of allergen 
products. Among others, the recommendaƟ ons 
aim to reinforce the excepƟ onal nature of NPPs 

and emphasise that their regulaƟ on should 
not be used to circumvent the requirement 
to obtain an MA. Thus, the recommendaƟ ons 
relegate NPPs to excepƟ onal cases where no 
authorised alternaƟ ve exists; also advise against 
accepƟ ng NPPs for certain highly relevant and 
highly prevalent allergens (listed in an annex); 
and require that the manufacturing of NPPs not 
commence prior to doctor’s prescripƟ on.

In July 2023, marking the conclusion of a process 
iniƟ ated years ago, the Ministry of Health publi-
shed Order SND/778/2023, which we are now 
discussing. This Ministerial Order outlines a 
procedure that enables the regularizaƟ on of the 
current situaƟ on of allergen-based medicinal 
products.

What does the Ministerial Order cover?What does the Ministerial Order cover?

(i)  Allergen products for specifi c immunothe-
rapy manufactured in isolaƟ on for the indi-
vidual treatment of a paƟ ent (NPP).

 NPPs must be manufactured on a case-
by-case basis and cannot be used if other 
industrial or semi-industrial manufactured 
alternaƟ ves are available.

 NPPs do not require an MA, but the Spanish 
Agency for Medicine and Medical Devices 
(AEMPS) must be informed of the start 
of the manufacturing process, which can 
only take place in authorised faciliƟ es and 
in accordance with good manufacturing 
pracƟ ces.
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 Industrially manufactured allergen products 
for immunotherapy or in vivo diagnos-
Ɵ cs (Industrially Manufactured Medicinal 
Products).

 These medicinal products require an MA, as 
would any other industrially manufactured 
medicinal product.

(ii)   Allergen products for specifi c individuali-
sed immunotherapy, prepared from one 
or more industrially manufactured “bulk 
allergens”, for a specifi c paƟ ent following 
the requirements of a specialist physician 
(Allergen Bulk-Based Medicinal Products).

 This is a hybrid situaƟ on, halfway between 
NPPs and the Industrially Manufactured 
Medicinal Products. It covers “semi-indus-
trial” products, i.e. products manufactured 
according to a doctor’s prescripƟ on for a 
specifi c paƟ ent, but partly using an indus-
trial process, where at least one of its acƟ ve 
substances (“bulk allergens”) has been 
industrially manufactured.

 According to the Ministerial Order, “bulk 
allergens” are allergen preparaƟ ons manu-
factured by an industrial process and inten-
ded to be part of mixtures with other bulks 
or diluƟ ons of the bulk itself for a specifi c 
immunotherapy treatment, according to 
the specifi c requirements of a specialised 
physician, to meet an individual prescrip-
Ɵ on.

 “Bulk allergens” are treated as normal 
medicinal products and therefore require 
an MA (albeit a simplifi ed one). Companies 
must submit the bulk data to the AEMPS, 
excluding the fi nished product secƟ ons and 
secƟ ons 4 (non-clinical reports) and 5 (clini-
cal reports). Applicants must also provide a 
list of any mixtures in which the bulk may 

be included. These mixtures must be jusƟ -
fi ed by stability and clinical uƟ lity data.

RegularisaƟ on processRegularisaƟ on process

As per above, there are currently Industrially 
Manufactured Medicinal Products and “bulk 
allergens” (which may subsequently be 
incorporated into Allergen Bulk-Based Medicinal 
Products) that do not have an MA.

The Ministerial Order recalls that these medicinal 
products require an MA and provides for a 
regularisaƟ on process.

The Ministerial Order grants a six-month period 
(i.e. unƟ l January 2024) during which companies 
manufacturing or markeƟ ng Industrially 
Manufactured Medicinal Products or “bulk 
allergens” without an MA must noƟ fy the 
AEMPS.

At the end of this six-month period, companies 
will have to submit the MA applicaƟ on. The 
deadline for submission will be set by the AEMPS 
(presumably aŌ er assessing the volume of 
noƟ fi caƟ ons received for these products).

Products subject to the regularisaƟ on process 
may remain on the market unƟ l the AEMPS has 
taken a decision on the granƟ ng or refusal of the 
relevant MA. However, products that have not 
been noƟ fi ed in due Ɵ me and form must cease 
to be marketed at the end of this six-month 
period, “with the excepƟ on of those being used 
in a specifi c treatment”.

Our commentsOur comments

The Ministerial Order brings clarity to a group of 
medicinal products that have been in regulatory 
limbo due to their uniqueness. It also lays 
the groundwork for beginning to regularise 
a completely anomalous situaƟ on, such as 
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the coexistence for certain indicaƟ ons and 
allergens of medicinal products with an MA with 
others that have not been subject to the same 
regulatory requirements.

Notwithstanding the above, and although the 
Ministerial Order is a step in the right direcƟ on, 
there is sƟ ll a long way to go. The regularisaƟ on 
process is uncertain (the Ministerial Order does 
not set a maximum Ɵ meframe for all medicines 
to be regularised) and there is a risk that it will 
take longer than it should. In addiƟ on, there are 
aspects of the Ministerial Order and the general 
allergen regime (e.g. its public funding regime) 
that remain unclear and will require clarifi caƟ on. 
It will be crucial to follow this up over the coming 
months. The road to regularisaƟ on has begun, 
but there is sƟ ll a long way to go.
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