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MHLW?’s Expectation to ICH

Comprehensive approach for quality management
Throughout the product life cycle
- From development to post-marketing
Includes;
- Risk management

- Technology transfer

- Change control, etc.
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#1 ICHIWGIZ X3 Q&A %Ef

- QO01: Is it always necessary to have a Design Space, RTR testing and CS to imple-

ment QbD?

* Under Quality by Design, establishing a design space or using real time release testing is not

necessarily expected [ICH Q8R, step 4]. However, a control strategy is always expected regard-

less of the development approach, minimal or enhanced. A control strategy needs to be based
on product and process understanding together with risk assessment.

* Q06: Is there a regulatory expectation to develop a design space for an existing pro-

duct?

* No, development of design space for existing products is not necessary unless the applicant de-

sires to achieve a higher degree of manufacturing flexibility.

- Q07: Is it possible to develop a design space for existing products?

* Yes, it is possible. Manufacturing data and process knowledge can be used to support a design
space for existing products. Relevant information should be utilised from e.g. commenrcial scale
manufacturing, process improvement, CAPA and existing development data.

* Typically, manufacturing operations run under narrow operational ranges in fixed equipment.
Consequently, an expanded region of operation and an understanding of multi-parameter inter-
actions may not be achievable from existing manufacturing data alone.

- Q11: What is the difference in a control strategy for products developed using the

minimal approach vs. ‘quality-by-design’ approach?

- Control strategies are expected irrespective of the development approach. Control strategy in-
cludes different types of control proposed by the applicant to assure compliance with specifica-
tions, such as in-process testing and end product testing. For products developed following the
minimal approach, the control strategy is derived empirically and typically relies more on dis-
crete sampling and end product testing. Under QbD, the control strategy is derived using a sys-
tematic science and risk-based approach. Testing, monitoring or controlling is often shifted
earlier into the process and conducted on- or at-line. Some traditional tests may not be neces-
sary based on demonstrated process knowledge, process control and robustness.

* Q21: What is the difference between “real time release” and real time release testing?

* The definition of real time release testing in Q8R, step 4 is ‘the ability to evaluate and ensure
the acceptable quality of in-process and/or final product based on process data, which typically
includes a valid combination of measured material attributes and process controls.’

" “Real time release” encompasses real time release testing as described above plus the quality
release decision, including GMP requirements

+ Q22: How is batch release affected by employing real time release testing?

* Batch release is the final decision to release the product to the market regardless whether RTR
testing or end product testing is employed. End product testing involves performance of specific
analytical procedures on a defined sample size of the final product after completion of all proc-
essing for a given batch of that product. Batch release involves an independent review of batch
conformance to predefined criteria through review of testing results and manufacturing
records.

- Q24: Is a product specification still necessary in the case of RTR testing?

- Yes, product specifications [see ICH Q6a and Q6b] still need to be established and met, if tested.
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