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= Receptor binding and down-regulation
= BIACORE
to assess antibody/antigen binging affinity
(association/dissociation rates in real time under native conditions)
= Antiproliferative and proapoptotic effects
Target cell antiproliferation assay
= Immune effects by Fc receptor interaction
Antibody-dependent Cell Mediated Cytotoxicity assay (ADCC)
Complement-dependent Cytotoxicity assay (CDC)
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Discussion in Informal Working
Group

"Manufacture of Biotechnological / Biological
Drug Substances”

June, 2006
ICH EWG Yokohama meeting
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Type of Harmonisation Proposed

m Title:
Manufacture of Biotechnological/Biological Drug Substances
m Harmonisation of scientific and technical principles
relating to the manufacturing process as part of a total
control strategy designed to ensure quality and
consistency
CTD sections 2.2 to 2.6
Biotechnological/Biological Drug Substance as per Q6B
definition
Principles might apply to other types of Drug Substances

Opportunities for consolidation of drug substance manufacturing
guidelines and biotechnology and NCE may be considered at a
future point in time independent of the work on this guideline
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L
Issues to be Resolved

m Selection of materials and components for
manufacture of the Drug Substance.

m |dentification and justification of key and critical
manufacturing steps, process controls, process
parameters, choice of analytical procedures and
acceptance criteria in terms of elements of a total
control strategy designed to ensure product
quality and consistency.

m The capacity of processes to remove impurities
and product-related substances such as host cell
protein, DNA, product aggregates etc..

m Evaluation of process robustness.
m |dentification and control of critical intermediates.
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