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Regulatory requirements in the development of advanced therapy
products (cell-, gene therapy, tissue engineering products)
Regulatory authorities are active to ensure a good regulatory environment for somatic cell therapy-, gene
therapy- and tissue engineering products (in the EU known as ‘Advanced Therapy Medicinal Products’).
Both the EMEA and the FDA have, amongst others, issued guidelines to address the specific aspects of
these products.
Definition
The term advanced therapy medicinal products
(ATMPs) was introduced in the EU and concerns
three types of products: gene therapy products
(to treat genetic diseases); somatic cell therapy
products (containing cells or tissues that have
been manipulated to change their biological
characteristics); and tissue engineering products
(containing cells or tissues that have been
modified so they can be used to repair, regenerate
or replace tissue).

In the US, cellular & gene therapy products, and
tissue & tissue products are regulated by the
Center for Biologics Evaluation and Research
(CBER) under 21 CFR Parts 1270 and 1271.

• Specific information on applicable EU guidelines
for ATMPs can be found on the EMEA website:
http://www.emea.europa.eu/htms/human/
advanced_therapies/guidelines.htm.
• Information on FDA guidance can be found on
the website:
http://www.fda.gov/BiologicsBloodVaccines/
CellularGeneTherapyProducts/default.htm
(cellular and gene therapy products) and
http://www.fda.gov/BiologicsBloodVaccines/
TissueTissueProducts/default.htm
(tissue & tissue products).
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Background
From 30 December 2008 onwards, new legislation
on ATMPs applies in the EU (Regulation (EC) No
1394/2007). This legislation defines what
products are to be considered ATMPs and lays
down the rules on how they are to be authorized,
supervised and monitored to ensure that they are
safe and effective. Evaluation of ATMPs often
requires specific expertise going beyond what is
needed for conventional medicines; the new
legislation will ensure that the expertise to assess
these products is available at the EMEA. Since at
the moment ATMPs are often developed by small
companies or research units in hospitals, the
legislation provides incentives to help them. The
EMEA has created a specific website on ATMPs:
http://www.emea.europa.eu/htms/human/
advanced_therapies/intro.htm.

EU initiatives

Regulation
• In the EU, all ATMPs come under the
Centralised Procedure (a single application, a
single evaluation and a single authorisation
allowing direct access to the single market of
the Community). Once the products are
authorized and marketed, the EMEA carries out
further assessment of their safety and
effectiveness.

• Establishment of a new EMEA committee, the
Committee for Advanced Therapies (CAT), which
plays a central role in the scientific assessment
of ATMPs.
The CAT has established a list of organizations
to create a forum for interaction between CAT
and these so-called interested parties. TNO is
included in this register of interested parties.
• ATMP classification procedure (optional): to
determine whether a given product meets the
scientific criteria.
• Certification procedure (for SMEs only):
scientific evaluation by the CAT of quality and,
where available, non-clinical data.

Special requirements related to
the safety of ATMPs
• Full traceability of products from place of
manufacturing to the hospitals where they are
delivered to patients. Hospitals are also
required to be able to trace all the patients who
receive ATMPs.
• In the US, specific requirements to screen and
test donors, and to prevent the spread of
communicable diseases are applicable.

Specific issues regarding stem
cells
• The fact that stem cells can either be derived
from adults or embryos affects regulation.
• In the US, haematopoietic stem/progenitor cells
derived from peripheral and cord blood, oocytes
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and semen are regulated under 21 CFR parts
1270 and 1271.
• In the EU, member states take very different
positions on the regulation of human
embryonic stem cell research; ranging from no
specific regulation to prohibiting the use by
law.
• Possible safety issues related to embryonic stem
cells concern e.g. tumorigenicity.
Unfortunately I am not able to attend this
conference in person. Should you have any
questions related to this poster or to regulatory
requirements of ATMPs in general, please do not
hesitate to contact me. Marianne Groeneveld;
E Marianne.Groeneveld@tno.nl;
P +31 30 694 45 90.

