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1. Draft Guidance for Industry: Chemistry, Manufacturing, and
Controls Changes to an Approved Application: Certain
biological Products. FDA, 2017

2. Guidelines on procedures and data requirements for changes
to approved biotherapeutic products. WHO, 2017

3. ICH Q5E: biotechnological/biological products subject to
changes in their manufacturing process: comparability of
biotechnological/biological products. ICH, 2005



US FDA

Drug Substance

Changes to the upstream steps of drug substance manufacture through harvesting

Change in batch size Change in fermentation step

(increase or decrease) batch size (e.g., minor
adjustments in volume)
using the same equipment
with no change in process
parameters, control and
specifications.

Change in the drug substance purification process

Change in a batch size Addition of duplicated

(increase or decrease) by process train or process

changing the size of step(s) with no change in

purification/ inactivation the process parameters

equipment specified in the approved
license.

HEEASELER P
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US FDA

Drug product

Description of manufacture process and process control

Scale-up of manufacturing
process at the formulation/
filling/lyophilization stage.

Controls of critical steps and intermediates

Change in the process
parameter(s) monitored at
critical steps of the
manufacturing process
outside of the validated
range in the approved BLA.

HEEASELER P
Center For Drug Evaluation



Drug Substance

WHO

Changes in scale of the manufacturing process

At the cell culture stage (no
change in impurity profile, no
impact on the quality, safety or
efficacy, no change in raw
materials, the same bioreactor)

At the purification stage (no
Impact on the viral clearance
data, no change in DS
specification, the change in scale
Is linear with respect to the
proportionality of production
parameters and materials)

Moderate

Moderate

1.

N

a s

B w

Increase in the number of PDs or
subcultivations— characterization and testing
of post-production cell bank

Process validation

Comparability data with characterization - in-
process control and release testing results *
key stability-indicating attributes under
accelerated and/or stress conditions (at least
three commercial scale batches)
Real-time/real-temperature stability data
post-approval stability commitment for DP
manufactured using post-change DS

Process validation

Comparability data with characterization ~ in-
process control and release testing results »
key stability-indicating attributes under
accelerated and/or stress conditions (at least
three commercial scale batches)
Real-time/real-temperature stability data
post-approval stability commitment for DP
manufactured using post-change DS

g =)y

Drug Evaluation

» Center For

D



Drug product

WHO

Change in the drug product manufacturing process

Scale-up of the manufacturing Major/
process at the formulation/filling  moderate
stage (moderate: comparable

equipment, changes to process

and/or in-process control are

necessitated by the change in

batch size, no stability concerns,

no change in principle of the

sterilization procedures)

Addition of a new step (e.g. Moderate
filtration)

Process validation

Comparability data with in-process control and
release testing results * key stability-indicating
attributes under accelerated and/or stress
conditions (at least three commercial scale
batches)

Real-time/real-temperature stability data

Process validation

Comparability data with in-process control and
release testing results - key stability-indicating
attributes under accelerated and/or stress
conditions (at least three commercial scale
batches)

Real-time/real-temperature stability data

HEEASELER P
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