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ighlight similarities and specificities in all aspects related to quality control and batch release.

INTRODUCTION

~

Background: Biological medicinal products are products with an active substance produced or extracted from a biological source. Advanced Therapy Medicinal Products (ATMPs) are medicinal products based on genes, cells or bioengineered
tissues that have been regulated in the European Union from 2007. Dedicated Good Manufacturing Practice (GMP) guidelines have been established from the European Commission in order to guarantee their quality, efficacy and safety from the
development to the marketing authorisation. Consequently, GMP guidelines covering manufacture of biological active substances and medicinal products for human use including biological active substances (hereafter “biologicals”) have been
revised in June 2018 to prevent overlapping scope. The manufacturing of biologicals and ATMPs has to comply with guidelines that are established by the European Commission.

Research question: We hypothesized that due to biological nature of ATMPs, similarities in part of these guidelines related to quality control and batch release aspects could be evidenced in the texts. This analysis will help to understand why two
different texts have been elaborated by analyzing whether they are actually based on specific considerations in terms of quality control and batch release arising from the nature of the products and the processes differences between ATMPs and
other biological medicinal products.

Methods: We conducted a comparative analysis of the two following regulatory texts : Guidelines on Good Manufacturing Practice specific to Advanced Therapy Medicinal Products (focuses on from chap. 10 QUALIFICATION to the end) and
Manufacture of Biological active substances and Medicinal Products for Human Use. In a first systematic approach, we identified the similarities and the specificities of texts outline (paragraph and section titles). Then, we analysed contents
based on chosen relevant key words that may be diversely used in two texts (control, quality control, strategy of control, certification, release, in process control, quality risk management, analytical technics/methods, testing etc) in order to
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RESULTS
SPECIFICITIES

Existing or combined
sections of each text

Disseminated requirements
within each text

DISCUSSION/CONCLUSION

Similar spirit of the two texts
 Based on the crucial role of manufacturing and control processes in determining the
quality of such types of medicinal products
* To ensure measures related to the biological origin and the related inherent variability of
such medicinal products are adopted regarding the requested standards of quality, a major
determinant of safety and efficacy for the patients

he two texts are
oresented as exclusive,
but they share
common aspects.

— Large set of similarities in their content on quality control and batch release, based on
their common biological nature and related risks in terms of quality of starting human
and raw materials, traceability, sustainability of quality, compatibility of containments,
importance of process controls, strategy for initial and final certification and batch
release.

They share common

Explicit Rationale for differences in the two texts
» Substantial specificities due to specific risks, as presented in the scopes and general
principles of the texts
* Very detailed text of 90 pages for ATMPs dated of 22/11/2017, and briefer text of
25 pages for biologicals dated of 26/06/2018 that has been revised in order to take
into account the new guidelines on ATMPs.

aspects related to the
biological nature of the
product.
They could benefit
from being formulated

- Exclusive Guidelines: it is explicitly stated that the text on biologicals
does not apply to ATMPs which are covered by specific guidelines.

in @ more similar

Questioning the relevance of having two distinct and exclusive texts

 As ATMPs are a specific category of biologicals, the levels of similarities and differences
regarding quality control and batch release are variable, e.g., The “risk-based approach”
for ATMPs seems matched to the “risk quality management principles” for biologicals,
but the former is more prospective with the idea to anticipate and control current
poorly known risks.

 Some specific requirements solely expressed in the ATMPs guidelines may be relevant
to other biologicals, e.g., the validation of biological methods used for quality control
and testing.

manner
to facilitate full
understanding and
implementation by
stakeholders,
especially
manufacturers.

Some specific requirements solely expressed in the text on Biologicals may be
relevant to ATMPs: Because ATMPs could also in the future be designed based on
xenogeneic cells and are prone to necessitate the use of raw materials of animal
origin (such as cell culture or extraction reagents etc..), it can be anticipated that
details of recommendations on animal sources warrant further considerations in
ATMP guidelines as it is currently for biologicals.

The rationale for some style/form differences is unclear: The vocabulary used in the
two texts is very different while they have been adopted with a 7 months interval
only, and it often refers to the same ideas.
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- European Commission, Good Manufacturing Practice specific to Advanced Therapy Medicinal
Products, 22 May 2018.

- European Commission, Manufacture of Biological active substances and Medicinal Products
for Human Use, 26 June 2018.

- Directive 2004/23/EC of the European Parliament and of the Council of 31 March 2004 on
setting standards of quality and safety for the donation, procurement, testing, processing,
preservation, storage and distribution of human tissues and cells, OJ L 102, 7.4.2004, p. 48-58

k(and following complementary Directives).

- Directive 2002/98/EC of the European Parliament and of the Council of 27 January 2003
setting standards of quality and safety for the collection, testing, processing, storage and
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