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Donated stool for faecal microbiota
transplantation is not a drug, but guidance

and regulation are needed
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We would like to thank Mikkelsen et al. for their
response to our statement that stool for faecal micro-
biota transplantation (FMT) should be classified as
transplantation product. Fortunately, we all agree
that guidance and regulation is required for this rapidly
emerging treatment, which makes the use of donated
stool a substance of human origin (SoHO).

The European Union Tissue and Cell Directives
(EUTCD) cover the processing, preservation, storage
and distribution of transplantation products. As the
authors state, stool for FMT does not currently fulfil
the requirements for guidance by the EUTCD because
the human cells in it are not the active component. Yet,
in their evaluation of the blood, tissue and cell (BTC)
legislation (including the EUTCD) of 10 October 2019,
the European Commission indeed states that FMT falls
outside the scope of the directive. This report also
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mentions that the reason is that FMT had not emerged
as an accepted treatment strategy at the time of adop-
tion of the BTC legislation, although it is a SOHO, and
it implies similar risks to those regulated by the BTC
legislation.! Given the similar risks and the fact that
FMT products are made of donor stool, there is no
doubt that the EUTCD is appropriate for guidance
of FMT.

The European Guide to the Quality and Safety of
Tissues and Cells for Human Application, published
and updated by the Council of Europe, describes in
detail how transplantation products, including stool,
should be produced and handled.? This guide is also a
reference tool for competent authorities to regulate
stool banks and FMT treatment. In most European
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countries, stool banks seek a dialogue with competent
authorities, and both parts recognise that regulatory
oversight is limited by the current lack of formal legis-
lation. This does not mean that stool banks operate
outside the view of competent authorities, as postulated
by Mikkelsen et al. Stool banks are created to centralise
the production of donor faeces—derived FMT products
with the aim of increasing the safety of FMT and
enabling quality assurance, auditing and biovigilance.
These areas are specifically addressed in the European
guide.> Importantly, the regulatory oversight that is
needed should cover both donors and recipients.

It is of utmost importance that governments encour-
age the daily practice of stool banking and align the
(European) legislation in accordance with the develop-
ing evidence-based practice. In order to protect and
sustain donor recruitment and screening, human-
derived donor material should be embedded in estab-
lished tissue-banking environments rather than
developing the use of voluntarily donated faeces into
a commercial trade. Large-scale accredited production

is performed in all blood and tissue centres and does
not render the derived components drugs. The develop-
ment of microbiota-based drug therapies consisting of,
for example, standardised microbial mixtures could be
feasible and possibly replace the use of FMT. Not until
then will tissue become a drug.
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