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Towards an EU-wide suitable regulatory
framework for faecally derived, industrially
manufactured medicinal products

Tue Anker Mikkelsen1 , James Roger McIlroy2,
Madeleine Mimiague3, Alice Rouanet4 and Luc Sterkman5

We read with great interest the editorial by Keller
et al.,1 reporting the need for guidance and legislation
at national and European levels for human stool/faeces
used for faecal microbiota transplantation (FMT). The
authors of this editorial state they ‘strongly believe that
stool should be considered a transplant product, or be
regarded equivalent in status to blood products used
for transplantation or transfusion purposes’. We agree
that a careful, multidisciplinary and proactive approach
to the regulation of this emerging field would help pre-
vent potentially avoidable adverse events and assure
consistent efficacy.

In this context, a consortium of European-based
biopharmaceutical companies has established the
Intestinal Microbiome-based Medicines European Task
Group (IMM-ETG) as a collaboration focused on
creating a proposal with recommendations for a
common European regulatory framework for human
intestinal microbiome whole ecosystem-based medi-
cinal products. The IMM-ETG operates under the
umbrella of the Pharmabiotic Research Institute
(PRI), which provides regulatory support to the
IMM-ETG. The PRI is a European independent non-
profit group with vast experience on the regulatory
challenges arising from the drug development of micro-
biome-based medicinal products.

The European Commission has identified stool as a
substance of human origin (SoHO).2 Stool is composed
of a heterogeneous and complex consortium of micro-
organisms (bacteria, archaea, viruses, bacteriophages
and fungi), human cells, water, mucus, metabolites
and undigested food substances. In this sense, stool is
a ‘combined substance’ because it contains human cells
in addition to a number of other components.

Previously, the European Commission has
explained3 that the European Union Tissues and Cells
Directive4 (EUTCD) covers combined substances only
when the human tissues and cells contained therein are
the active components of the substance.5 In this evalu-
ation, the European Commission concluded the human

cells contained within stool, when administered to a
recipient through FMT, are not the active component
of this substance and therefore are not ‘intended for
human application’ within the meaning of the
EUTCD. In light of this, stool is not considered as fall-
ing within the scope of Directive 2004/23/EC (EUTCD)
on human tissue and cell legislation. However, in reach-
ing this conclusion, the European Commission noted
that Article 168(4)(a) of the Treaty on the
Functioning of the EU allows for the adoption of meas-
ures, setting high standards of quality and safety for all
substances of human origin. At present, the regulation
and classification of human stool intended for human
application in the EU falls within the remit of each
respective national competent authority.6

Human stool intended for empirical transplantation
as defined previously7 is currently prepared in hospital
pharmacies in accordance with an individual medical
prescription for an individual patient (a magistral for-
mula) for specific cases where there is no licensed thera-
peutic alternative (i.e., neither a drug with a marketing
authorisation nor a drug with early access authorisa-
tion for the indication).

To enable patient access beyond the small-scale pro-
duction under the magistral formula/pharmacy exemp-
tion and to facilitate academic research, stool banks
have been created.8,1 These stool banks are, for the
most part, operating without rigorous oversight from
competent authorities and without any Good
Manufacturing Practice (GMP) accreditation.
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Stool, intended for therapeutic application, that is
not ‘manufactured using an industrial process’ or
‘intended to be placed on the market’ (i.e., products
administered within the same legal entity) could in
theory be regulated under the same regulatory frame-
work as other SoHO (blood, tissues and cells).9 This
would ensure that best practice and standards on qual-
ity and safety for the donation, procurement, testing,
processing, preservation, storage and distribution are
adhered to and that inspections from competent autho-
rities should take place.

However, as soon as stool or any other SoHO is used
as a starting material for an ‘industrial process’, it is
only the collection, procurement and testing of the
starting material that is covered by the SoHO directive.
The processing, preservation, storage and distribution
of the stool will in this case be regulated under medi-
cinal product regulation2 and must comply with GMP.

In other words, the existing drug framework of
Directive 2001/83/EC10 already applies to any product
derived from human stool and manufactured on a rou-
tine basis using an industrial process. The IMM-ETG is
of the view that this also means any proposal to classify
stool as human tissue or cells does not alter the medi-
cinal product status if the product is industrially pre-
pared and intended to be placed on the market, be it
large-scale preparation through a stool bank or the
intestinal microbiome medicinal products currently
developed by members of the IMM-ETG.

Following on from this, there is also a need to define
what is meant by ‘industrial process’ or ‘industrial manu-
facture’, given these terms give the demarcation
between the blood, tissue and cell, and medicinal prod-
uct legislations. Nevertheless, no legal definition is pro-
vided in any of the legislative instruments, which led to
differences in interpretation and the need for clarifica-
tion by the European Court of Justice.2 With reference
to stool banks, the nature of the systematic manufac-
ture in a batch-wise process on a routine basis bears the
hallmarks of an ‘industrial process’. Certainly, manu-
facture prior to identification of a patient implies this
practice does not fall under the magistral formula
exemption from Directive 2001/83/EC. Allowing this
practice to continue unchanged in the future could pro-
vide a loophole in the regulation of large-scale entities
providing products for human use.

Regulation is critical to ensure the safety of health-
care products, including those based on human stool.
The existing Directive 2001/83/EC covers the use of
‘industrially processed’ products based on human
stool, making them medicinal products. Efforts
should be made to set an EU-wide harmonisation regu-
latory framework for this novel starting material and
derived medicinal products.
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