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ICH Assembly Meeting, Prague, Czech Republic, October/November 2023

Excellent Progress made on ICH Harmonisation Activities

Geneva, 8 November 2023

The Assembly of the International Council for Harmonisation (ICH) met in-person on 31 October & 1
November 2023, in Prague, Czech Republic in parallel of meetings of 16 Working Groups, and preceded
by meetings of the ICH Management Committee and the MedDRA Management Committee.

The ICH continues to expand and welcomed PPBHK, Hong Kong, China as a new ICH Observer, bringing
ICH to a total of 21 Members and 37 Observers.

Progress on ICH Guideline Development and Important Revisions

ICH Q5A(R2) Revised Guideline on “Viral Safety Evaluation of Biotechnology Products Derived from
Cell lines of Human or Animal Origin” reached Step 4 and was adopted by the ICH Assembly
Regulatory Members. The revision retains key principles of the original Guideline and provides
additional recommendations on the established and complementary approaches to control the
potential viral contamination of biotechnology products.

ICH Q2(R2) Revised Guideline on “Validation of Analytical Procedures” and new Q14 Guideline on
“Analytical Procedure Development” which were developed in parallel by the Q2(R2)/Q14 EWG
reached Step 4 and were adopted by the ICH Assembly Regulatory Members. The scope of the
revision of ICH Q2(R1) includes validation principles that cover analytical use of spectroscopic or
spectrometry data (e.g., NIR, Raman, NMR or MS) some of which often require multivariate
statistical analyses. While Q14 provides principles relating to the description of analytical
procedure development process. This new guideline is intended to improve regulatory
communication between industry and regulators and facilitate more efficient, sound scientific and
risk-based approval as well as post-approval change management of analytical procedures.
Following the adoption of the ICH Q2(R2)/Q14 Guidelines under Step 4, the EWG will transition to
an IWG allowing the development of training materials.
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Included:

Products derived from in vitro cell culture:
Interferons

Monoclonal antibodies

Recombinant DNA-derived products
Recombinant subunit vaccines

Products derived from hybridoma cells
grown in vivo as ascites

Excluded:

Inactivated vaccines

¢ All live vaccines containing self-replicating

agents
Genetically-engineered live vectors

Included:

Products derived from in vitro cell culture:
Cytokines

Monoclonal antibodies

Recombinant DNA-derived products
Recombinant subunit vaccines

Genetically-engineered viral vectors and viral
vector derived products provided they are
amenable to viral clearance
o e.g., Virus Like Particles (VLPs) and
protein subunits

Excluded:

Inactivated vaccines
All live vaccines containing self-replicating
agents
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Products derived from hybridoma cells grown
in vivo as ascites

Genetically-engineered viral vectors provided
they are not amenable to virus clearance

Cell therapies
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Figure 3: Example of a drug substance CM system for therapeutic proteins
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ICH Q5A(R2) Guideline

ANNEX S: EXAMPLES OF PRIOR KNOWLEDGE INCLUDING IN-HOUSE
EXPERIENCE TO REDUCE PRODUCT-SPECIFIC VALIDATION
EFFORT

51 Introduction

According to the general principles for a platform validation approach, robust viral clearance
should be demonstrated across products from the same platform and the procedure for viral
clearance should follow established and well-characterised conditions. In addition, it should be
shown that the composition of the process intermediate is comparable to the intermediates used
in viral clearance studies unless prior knowledge indicates robustness of viral clearance with
respect to process intermediate composition.

In this context. as opposed to product-specific process validation, platform validation is defined
as the use of prior knowledge including in-house (applicant-owned data) experience with viral
clearance from other products, to claim a reduction factor for a new similar product. In general.
viral clearance claims for a mew product based on prior knowledge including in-house
experience should include a discussion of all relevant platform data available and the rationale
to support the platform validation approach (see Section 6.6). Part of the prior knowledge and
in-house data used to reduce product-specific validation could be provided as a comparison of
the new product and its manufacturing process with other in-house products, related process
conditions. and process intermediates.
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Table A-2: Summary of Process Parameters or Factors and Their Potential Effect for
Detergent Inactivation or SD-Treatment

Process parameter or Factor

Ratienale

5D or Triton X-100
concentration
Incubation time

Temperature
Pre-treatment by = 0.2 pm
filtration

Potential Effect
high

high

bigh
high

52 Inactivation by Solvent/Detergent or Detergent Alone

Based on the mechanism of action, detergent concentration of Solvent/Detergent (SD) reagents
or detergent alone is an important process parameter.

In addition, hydrophobic impurities such as lipids, cell debris, or components of cell culture
media such as antifoaming agents can affect virus inactivation by challenging the detergent or
SD mixture in solubilizing the virus lipid envelope and therefore should be assessed.

Total lipid content or
surrogate parameter in
HCCF

Type of product

Total protein content

pH
onic strength
Buffer salt in HCCF

'otential interaction between
irus particle and product

low

low

low
low

low

low

low

Inactivating agent
Mechanism of inactivation is
time-dependent
Effect on inactivation kinetics
Femoval from the starting
intermediate of aggregates
potentially entrapping and
protecting viral particles from
detergent access
Low effect observed with
worse-case HCCF

No effect on inactivation

observed for mAbs, half
antibody, fusion protem or
recombinant protein

Low effiect observed

Triton X-100 is a non-ionic
detergent

Triton X-100 15 a non-1onic

Triton X-100 is a non-ionic
detergent

Mo effect on inactivation
observed and disruption of
Iipid envelope lowers
probability of interaction with
product
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