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3.2.5.2.3 Contains information
on the Control of Materials, as
follows:

Srarting Marerial:
20. Starting material, clearly
designated, with appropriate

justification

21. Name of each manufacturer.

N

22, Speification.

Analytical method

Oves

Oves
Oves
Oves
O ves

One

Oxe
Owe
O e
Oxe

or #20: Justification for
designation of each starting material
should be in agreement with the
general principle outlined in
International Conference on

" ” i s ca

de information. if applicable

» Name, address, and contact
information of the manufacturer(s)
of each proposed starting material,
A flow diagram and description
outlining the synthetic route and
conditions of éach proposed
starting material.

n of the impur
(including residual solvents and
inorganic impuritics) arising from

Ho g Sk mHE

HEEABBRSBERPC
Center For Drug Evaluation

74, Certificate of Analysis (CoA)
from manufacturer.

25, CoAs from the DMF holder,

Reagents/Solvents:
26. Specifications.

27. Representative CoAs,

3.2.8.2.4 Contains information

for Controls of Critical Steps
and Intermediates, as follows:

28, In-process controls and tests,

O ves

O Yes
Oves

O ves

ONe

OnNe
Owe

Owe

the manufacturing process of cach
proposed starting material

The ability of analytical
procedures to detect impurities in
the starting material.

The fate and purge of those
impurities and their derivatives in
subsequent processing steps.
How the proposed specification
for each starting material will
contribute to the control strategy.

For #26: Specifications should
clearly identify the test methods. For
non-compendial methods, the
methad description should be
provided.
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Guidance for Quality Assessors — Drug Substance

Points to be considered during assessment:

o Batches used in nonclinical, clinical, comparative bioavailability, comparative in vitro, and
stability studies should be provided, If the scale of the batch is less than 1/10™ commercial scale. a
justification of why the smaller scale is representative should be provided

¢ Batch analyses data on several batches should be included.

¢ Numeric values for the data where possible (‘complies’ should be avoided).

¢ Where there is more than one starting material manufacturer/supplier declared in the dossier,
batch analysis results of the final drug substance obtained from all declared suppliers should be
provided to confirm that the impurity profiles are similar.
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Guidance for Quality Assessors — Drug Product

Points to be considered during assessment:

e The description of the batches provided in the dossier should include the batch number, strength,
manufacturing site, batch size, date of manufacture, API batch number and use of the batch.

e Suitability of the presented batch sizes should be assesssed considering whether the process is
standard or non-standard.

¢ Batch analysis data should be provided and demonstrate that the product meeting the required
quality can be consistently manufactured at each of the proposed commercial manufacturing sites.
If there are multiple sources of an API, batches will preferably include API from each supplier.
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