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occurring regardless of whether there is acceptance or rejection of a change or whether
that change is large or small in terms of the degree of impact. Assessment is an
evaluation of the degree of magnitude of changes of this type. It should be kept in mind
that assessing existence or non-existence of risk is not the objective of Risk Assessment

For the details of Risk Management and Risk Assessment, refer to “Guidelines for
Quality Risk Management”, Ministerial Notification No0.0901004 by Director,
Evaluation and Licensing Division, Pharmaceutical and Food Safety Bureau, MLHW,
dated September 1, 2006,

6. 1 Risk Assessment

For Change Control, appropriate Risk Assessment should be implemented in
consideration of technology documents related to design quality, understanding of
processes and actual results of manufacturing quality, and the latest manufacturing
science, during the early stage of drafting and policy approval ete. of individual changes.
At that time, it 1s possible to use actual performance results and experience obtained in
implementing past changes on the same or similar products.

In the Risk Assessment implemented prior to a change, the degree of potential impact

of the change on quality should be evaluated.
For example, when implementing a change that is intended to improve the
manufacturing process for, for example, process stabilization or to mmprove items
related to quality control from the aspect of preventing deviation, consider doing a Risk
Assessment at the poly-decision stage for deciding whether “a change that can be a
preventive measure should be implemented immediately”, or “it should be implemented
after observation of the time course of corrective actions for a certain period”, by taking
the content of corrective actions into consideration. Then, at the stage of creating a
concrete plan after the policy for implementing the change is decided, another Risk
Assessment becomes necessary at an aspect different from the policy-panning stage. At
the stage of consideration of this concrete plan, when multiple technical methods are
presented, it is possible to decide by using selection methods such as FMEA (Failure
Mode and Effect Analysis) ete. Before making a judgment, evaluations from the aspects
of*whether a change is effective to reduce risk” and “whether it is possible to consider
results of a change to lead to secondary problems™ will also required.

Where knowledge ete. based on past data and similar producis is not considered to be
adequate for implementing Risk Assessment, the impacts on quality of the said change
should be assessed in advance by test manufacturing, ete. It 1s possible to choose from
newly-established experimental methods of appropriate scale, test evaluation in actual
manufacturing equipment or others, depending on the contents of the change, taking
product characteristics and development progress into consideration.

After ereating a conerete plan and completing a change plan document, the next step

is review of the change implementation plan, and it is required that the document for
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the change plan contains information which will be used to decide the severity of the
verification on the impacts on quality which will occur when the change is actually
implemented, and whether or not validation is necessary, depending on the magnitude
of risk related to the change. Therefore, the Risk Assessment result needs to contain
methods for monitoring and for verification, ete. for risk occurrence during the change
implementation in addition to the identification of risks and evaluation of impacts on
quality.

In addition, when the impact of a change on quality is assessed as possibly extending
to the following as a result of Risk Assessment, it is not possible to draw a conclusion
based on a single evaluation done within a GMP organization, and evaluations/studies
of a higher level, involving efficacy, safety, for the implementation of the change. from

the aspects of product quality assurance, are required.

e When the impact of the change on product quality cannot be evaluated by
established testing/analytical methods, standards, ete.

e When efficacy and safety evaluations, such as additional clinical studies, are
needed because something different from already approved matters is revealed.

e When toxicity studies, ete. for the confirmation of the safety of new impurities, are
needed in order to evaluate the impact of a change.

e When additional clinical studies ete., for the evaluation of impacts due to a

significant change in the drug formulation, are needed.

As noted above, there are opportunities for implementing Risk Assessment differently
at various stages of quality evaluation beginning from policy making, drafting of
changes in plans, with all thought given to evaluation of the quality of the change.
However, risk is so specific to respective products and manufacturing lines that
individual risks need to be assessed multi-dimensionally through multiple views,
considering the risk variation according to life-cycle when evaluating the impact on
quality.

Since an evaluation needs to be done from multidimensional aspects, it should not be
limited to the quality and manufacturing units but also to examining equipment/facility
control, engineering, raw materials procurement, production planning, research and
development. pharmaceutical affairs regulations, and delivery(marketing) ete., where
appropriate depending on the content of the change. Persons responsible for these
sections or functions should perform Risk Assessment from their own viewpoint and at
their own responsibility, according to the contents of the change.

One probable example would be in Risk Assessment at the stage of deciding
proposal/implementation policy. manufacturing, quality control, engineering, research
and development and pharmaceutical affairs regulations: and at the stage of selecting a

concrete change plan, responsible persons working in the sections related to the
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assessment or who perform certain functions in the assessment are appointed to be
involved in Risk Assessment, depending on the intricacy of technological evaluation or
follow-up tracking procedures considered necessary in the practical process of change.

It does not necessarily mean participation as an organization, but individuals or
multiple people in charge who can manage necessary functions are allowed. The
important point is to make Risk Assessment effective by recruiting the necessary

personnel resources, assigning responsibilities, and establishing procedures.

6. 2 Risk Assessment and Classification of Change

Classification of Change depending on the degree of risk is useful for Risk
Management because differences occasionally occur, depending on the magnitude of
extracted risks, in advance communication to a market approval holder, in verification
items, which are established prior to implementation in the process where the change is
implemented, and in procedures and methods for monitoring control of the process. The
classification should be done in a manner that makes it possible to share an
understanding of evaluation results: “it has an impact on quality” from the aspects of
scientific technology. For example, it is possible to define 1t thus: “it has an impact on
quality” means that a change in quality characteristics becomes apparent, while “it has
no impact on quality” means that a change in quality characteristics is very small, or it
does not contribute to the change in quality characteristics. Companies are considered
to possess/accumulate data and information on factors in the process and equipment
that affect quality characteristics and the degrees of occurrence of change in
characteristics of quality such as a knowledge of design and manufacturing quality: and
based upon such knowledge, it will become possible to estimate what changes are
brought about by changes in processes or equipment. The quality change produced by a
change is not zero. Thus, based on recognition that a change is equivocal, 1t is possible
to consider that, in the GMP, the classification is an index for the particularity and
rigidity of quality evaluation and the effectiveness confirmation done before versus after
change.

IFrom these aspects, the classification could be a tool for estimation of requisite
resources at the time of an acceptance/rejection judgment of a change or implementing
the change in consideration of the magnitude of impacts on quality based on the results
of assessment. Furthermore, for marketing approval holders, it is useful for judging the
impact on the market and the necessity of legal procedures for the desceriptions in their
approval letters, and is also useful as a tool facilitating negotiations with
manufacturers. Meanwhile, care must be taken because there is a potential for a risk to
be overlooked by a single-meaning, mechanical classification of risks.

Ranks once decided in the process of implementing a change by classification may

change over the time until accomplishment of the change, making a reminder necessary
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that class will vary at the time of re-assessment done at implementation stages where
appropriate, or at the time of review of the results obtained at change implementation.

The following are classification examples:

(1) “Change where impacts on quality become apparent”means a change that is likely
to have a significant impact on product quality and to become apparent in its impact. i.e.
there is a risk of exerting an impact on design quality of the said product, and therefore,
special attention should be given to safety and efficacy.

For example, the change in basic principles and methods of manufacturing
procedures and quality control procedures corresponds to this case. Furthermore,
changes in settings of parameters such as properties of raw materials, performance
qualifications of equipment, and operational conditions ete., if they are assumed not to
have been evaluated adequately in the past, in as far as past knowledge has been used,
also correspond to this case.

In these evaluations, it is assumed that a change in quality characteristics may
become apparent, making it necessary to evaluate/study sufficiently in advance. and
also to implement evaluation and validation based on the rationale of suitability of
specifications. etc. during the implementation process of the change. In addition, if
there is a combination of multiple changes of conditions in equipment/processes, special
attention should be paid to the validity of advanced prediction. Furthermore, if there is
a selection from multiple technical elements, additional application of a Risk
Assessment may become necessary as a means of implementation,

This change is considered to possibly conflict directly with or to potentially interfere
with approved matters. Therefore, it may be required to request confirmation by
marketing approval holders in advance and, additionally, to take requisite legal
procedures for the “application for partial change in manufacturing approval”, etc.

( 2) “Change which impacts quality may potentially become apparent”means a change
of which the impact on product quality cannot be denied. One example corresponding to
this would be a change in which a change in the properties of product quality occurs, but
stability within the scope of actual measurement results obtained in the past is
expected when applying the data used for establishment of settings in parameters, such
as properties of raw materials, performance qualification of equipment, and operational
conditions ete, is considered. On the other hand, if it is a change for which the degree of
changes is not clear or the impact is not predictable, a Risk Assessment must be done
with special care during the evaluation of the change plan. It needs to be kept in mind
that during the time course of implementation of a change, additional Risk Assessment
may become necessary, and as a result, the class may shift to either “Change where
impacts on quality become apparent” or “Change where there is no impact on quality”.

( 3) “Change where there is no impact on quality” means a change from which impacts

on product quality 1s considered to be minimal. One example corresponding to this
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would be a change in which. in association with the change, a change in properties of
product quality is assumed to be slight or no change oceurs, in consideration of the data
used for establishment of settings for parameters such as properties of raw materials,
performance qualifications of equipment, and operational conditions etc. Normally, this
change can be implemented within daily control based on the GMP. with the
prerequisite condition that the plant has appropriate procedures. Some renewal ete. of
the operational equipment and instruments, written operational procedures. changes of
written procedures for common unit operations in manufacturing, which are specified in
the GMP, may fall under this category. If it is a facility ete. where facilities and
equipment are shared with and used for the manufacture of multiple types of products,
it 1s necessary to evaluate the impact of the change on each individual product
manufactured. If it i1s a change that requires a re-validation of equipment especially |
the classification will also change because of increased risk.

In this manner, the classification based on Risk Assessment is useful as a
communication tool for sharing recognition, within a GMP organization and
interrelationships with marketing approval holders, about the necessity of additional
assessments and the rigidity of evaluation related to risk occurrence during change
implementation, It is desirable to judge the acceptance of the risk of a change utilizing
the results of assessment appropriately according to the magnitude of risk, and only
after fixing the control content used during the implementation process, to implement
the change.

6. 3 Consequence Analysis of Impact of Change on Quality(Verification)

As to the results of implementation of a change, it is necessary to verify that there is
no serious influence on targeted use or the method of use of products, and it must be
confirmed that quality is unaffected in terms of product release. For this objective,
evaluation must be done to verify that the quality of the product after the change is
within the scope of quality that is suited for the targeted use, and that the objective of
the change was accomplished as planned. At this evaluation. the impact on quality
before versus after the change should be evaluated following a protocol specified in the
analysis and testing methods and validation plan, ete. Additionally, it is important to
confirm the validity of Risk Assessments done in advance. In the above Consequence
Analysis, 1t is required to at least verify the following specification compliance, and
according to the content of the change and characteristics of the products, additional
tests should be considered. Tt is necessary to evaluate the quality before versus after
the change, with recognition that the possibility of an impact on quality not detectable

by the current specifications and testing methods cannot be denied.

(1) Confirmation of Specification Compliance
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At evaluation of the impact on quality by the change related to said produet, it is
necessary to confirm that the qualities of intermediates of drug substances, drug
substances, intermediate products and/or drug formulations, which are affected by the
change. meet the predetermined specifications.

Herein, specification means not only approved specifications but also includes
self-specifications and standards such as in-process tests, ete, and it should be tested
and analyzed with approved specifications and testing methods and with standardized
process analysis methods. Furthermore, occasionally, modification of specifications and
testing methods may become necessary at the time that a change is implemented.

Product quality after the change is evaluated from the aspects of specification
compliance, and a variation before versus after the change, in specification items that
are targets of trend analysis. Those in main characteristic values, that are in-process
controlled, are also comparatively evaluated.

In evaluating the effectiveness of a change, product tests should be conducted not just
for a single batch or a single lot, and trend analysis in quality, which is one of the
effective tools in GMP control, should also applied.

(2) Additional Tests

At evaluation of the impact of a change on design quality, it is necessary to consider
implementing evaluations of properties related to design quality of the product such as
safety, efficacy and stability ete. which include chemical, physical, microbiological,
biological properties, bioavailability, stability profiles ete. As evaluation at the time of
change, it is necessary to not limit testing to that of products after the change. but to
also to study whether or not it is necessary to implement additional tests including tests
for intermediates, intermediate products, raw materials, reagents, materials for
manufacturing, containers/plugging systems, etc. In addition, it is necessary to confirm

that results of in-process tests show a similar trend before versus after the change.

Requisite additional tests vary depending on the content of the change in
manufacturing, drug substances, characteristics of drug products, and the influence of
the said product on quality. For example:

e At evaluation of changes in the impurity profile or degradation product profiles,
profiling is done first using appropriate chromatographic techniques and then new
impurities and degradation products are evaluated based on the observed changes in
impurity profiles. In order to evaluate higher levels of impurities in products than
before the change. toxicity studies may be implemented based on: “Guidelines for
Impurities in New Drug Substances” , Ministerial Notification No.877 of September 25,
1995 by ELD, PAB, MLHW (Q3A); “Guidelines for Impurities in New Drug Substances
(Revised)”, Ministerial Notification No.1216001 of December 16, 2002 by ELD, PFSB,
MLHW(Q3AR): “Guidelines for TImpurities in New Drug Products (Revised)
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Ministerial  Notification No.1204001 of December 4, 2006 by ELD, PFSB,
MLHW(Q3AR2): “Guidelines for Impurities in New Drug Products”. Ministerial
Notification No.539 of June 23, 1997 by ELD, PAB, MLHW (Q3B): "Guidelines for
Impurities in New Drug Products (Revised)‘,Ministerial Notification No.0624001 of
June 24, 2003 by ELD, PAB, MLHW (Q3BR) ; "Guidelines for Impurities in New Drug
Products (Revised) ", Ministerial Notification No.0703004 of July 3. 2006 by ELD, PFSB,
MLHW (Q3BR2).

e At evaluation of the impact on bioequivalence of the change in dissolution profile of
solid dosage forms, it is necessary, for example, to perform dissolution tests that use
several solutions of different pH. using several sampling time points other than the
points specified in the specifications and testing methods. Furthermore. if necessary. in

vivo bioequivalence tests should also be considered.

It is important to cautiously judge whether or not there a significant change in the
repeatability of specification compliance and in design quality, using a multi-faceted
evaluation, if necessary, for main characteristics of the product. In order to confirm
quality consistency, it is necessary to consider making a plan for selecting additional
test items to be confirmed by periodic review. deciding the requisite number of
consecutive lots to be evaluated starting immediately after the initiation of change
implementation, or making a plan to skip tests, according to the magnitude of the risk

of a change.

7. Procedures for Change Control in GMP

For a Change Control in GMP, it is required to confirm, by mmplementing the
assessment of the impact of change on product quality, that quality is maintained as an
important property throughout, before versus after the change. In addition, for this
object, it is required that a control system in which approval by the quality unit is an
essential element, and procedures for the control be established.

The following are procedures for Change Control of GMP, and points to be given
attention. These items are also shown in chapter 12 “Change Control” of “GMP

Guidelines for Drugs/Quasi-drugs (Products)”.

12.10 Changes attributable to stipulations in laws, ete, in addition to changes

attributable to complaints and recalls ete should be subjected to Change Control.

12.11 As changes involving “the documents related to change control procedures
prepared pursuant to stipulation in Article 8. Paragraph 4 of GMP Ordinance for
Drugs/Quasi-drugs” (hereinafter referred to as “Change Control Procedures”).

changes related to the system for management/control of quality, raw materials
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and materials (including changes in suppliers), specifications, manufacturing
methods, analysis and testing methods, and building and facilities (including

relevant software) should be ineluded.

12.12 Change should be drafted and reviewed by the appropriate unit or units. and

approved by the quality unit.
12.13 Change Control Procedures should include the following:

1) Evaluation of the necessity of re-validation, the necessity of additional test
analysis and testing required for the validity of a change, and the necessity of
application for partial change in manufacturing approval, as one of the
evaluations in Article 14, item 1 of GMP Ordinance for Drugs/Quasi-drugs,

2) To establish evaluation methods for product quality after the change (including
accelerated stability tests and stability monitoring measurement programs etc)
and acceptance criteria, prior to the change.

3) To establish procedures for the revision of documents related to a change and
for the training of personnel, prior to the change, to definitively implement the
revisions of the document and the training.

4) To decide whether or not it is necessary to revise specifications and testing
methods, shelf-life/expiration-date, and labeling, prior to the change, as one of
the other necessary measures in Article 14, item 2 of GMP Ordinance for

Drugs/Quasi-drugs,

12.14 To initially evaluate several lots of the product manufactured and to analyze

them in the changed state after the implementation of a change.

Procedures of Change Control should be defined and documented under the GMP
organization and system of manufacturers. Procedures should be defined according to
each organization, and the primary items in procedures of Change Control are that 1)
the validity of each change should be approved by the quality unit and 2) documented.

The quality unit should be given the authority to approve Change Control, and
(Change Control manager and persons in charge of Change Control should be assigned
in advance.

An appropriate unit in the organization prepares a draft of a change, and the draft is
evaluated for its necessity, validity, impacts on product quality, etc. The change after
this evaluation is prepared for implementation only after approval by the quality unit.
Revision/alteration of procedures, ete. should be done appropriately, followed by
training of personnel and other necessary measures should be taken, and then,

operation after the change should be implemented. A series of these measures should be
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documented, and preserved. An example of basic procedures is shown below.
Meanwhile. it is allowed, in consideration of inclusion of multi-faceted viewpoints as a

form of Risk Management, to operate Change Control in a organization such as a

“Change Control administrative office” or a “Change Control committee” consisting of a

manager and several of staff members in charge.

Example of Change Control Procedures in GMP

Change Policy and Change Planning

Evaluation of Draft Change Plan

(Risk Assessment )
* (lassification, if appropriate

|

Review and Approval by Quality Unit of
Change Plan

Implementation of Change

(preparation, revision) of Procedures
based on “Approved Change Plan”

|

Ensuring that employees are informed of

change and content of revised document

(training) and other necessary measures

|

Approval by quality unit of
Acceptance/Rejection of “Approved
Change Plan “

Implementation of Change

I

Confirmation of Change Effect after

the Change
(Review of manufacturing/quality
control))

(Product Release Judgment of Batch
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after Change)
(Planning and Follow-up of Periodic

Review )

8. General Requirements in Control of Documents related to Change

At implementation of a change, it is essential that the documents pertaining to said
change are revised in accordance with predetermined procedures for change, and
approved by the authorized person, because documented items usually become a target
of the change.

All contents of a change should be documented and controlled. As to a document for
Risk Assessment, it is useful to show the validity of a change, thus making it is
desirable to preserve it in files related to procedures for Change Control.

It is desirable to establish procedures in which all results of Change Control
implemented based on the GMP are listed together with results of handling applications
for partial change in manufacturing approval ete., and printed in annual reports. This is
an effective method of showing how appropriately Change Control procedures are

carried out.

9. Collaboration of Manufacturers and Marketing Approval Holders

The one who implements a change is the manufacturer, but an appropriate
collaboration between manufacturers and marketing approval holders 1s indispensable
for maintaining the consistent quality of drug products. This chapter deals with the
collaboration between manufacturers and marketing approval holders which becomes

necessary at the time of a change.

9. 1 Handling of Change Control

As a result of revision of the Pharmaceutical Affairs Law of 2005, Change Control is
now a requirement of the GMP. In “Ministerial Ordinance on Standards for Quality
Control for Drugs, Quasi-Drugs, Cosmetics and Medical Devices " (GQP Ordinance) , the
marketing approval holder is required to supervise manufacturers and Change Control
of manufacturing is defined as one of the items to be supervised (in Article 7, item 5, and
Article 10, Paragraph 3: and therefore the marketing approval holder and the
manufacturers should address Change Control jointly and appropriately) .

9. 2 (Change Communication

It is likely that technology information (research and development information, ete.)
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disclosed by the marketing approval holder to the manufacture is limited Therefore, it is
very dangerous for the manufacturer to make a judgment alone about acceptance or
rejection of a change It is a principle that the manufacturer notifies the marketing
approval holder about any change, if it has a possible impact on quality, regardless of
the size of that probability. However, the targets subjected to Change Control, which are

handled by the manufacturer, are vast, ranging from “something directly related” to
manufacturing/marketing products to “something absolutely not related”, such that it
may be not rational that the marketing approval holder decides acceptance or rejection
for every item after judging impacts on product quality for every change in
manufacturing plants. For this reason, the marketing approval holder needs to explain
sufficiently to the manufacturer the idea of what changes notification should be given
for. Providing the manufacturer with tools such as the classification of Change Control
communication and communication methods, together with examples thereof, is useful

for Change Control communication.

9. 3 Collaboration about Information

Generally speaking, the situation is that the marketing approval holder has the
technological information on research and development of a drug product, but does not
sufficiently grasp the technological information obtained in actual manufacturing fields,
The manufacturer, on the other hand, can obtain only limited information on research
and development, but can accumulate the technical information obtained in actual
manufacturing fields. In consideration of these circumstances, the marketing approval
holder should provide information on research and development thereby supporting the
manufacturer in the planning of a change such that the manufacturer can implement
the evaluation appropriately without omitting the impact of the change on product
quality, according to necessity. Furthermore, the manufacturer should provide various
forms of appropriate technical information and experience related to the actual
production. as the one well informed about manufacturing sites (actual production).

In order to appropriately carry out “6.2 Risk Assessment and Classification of
Change” and “6.3 Consequence Analysis of Impact of Change on Quality (Verification)”,
both the marketing approval holder and the manufacturer should clearly reahize that
appropriate mutual disclosure of information to each other and collaboration between
the two parties are indispensable.

9. 4 Collaboration with Other Manufacturers

In cases where multiple manufacturers are involved in the manufacture of a drug
product, there is a possibility that a change in a process by one manufacturer will exert
an influence on a processes ete. of the manufacturer of the next step (hereinafter
referred to as “the next step manufacturer’). Therefore, the marketing approval holder

should provide information on the content and timing etc. of a change not only to the
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manufacturer who executes the change but also to the next step manufacturers in
advance. Naturally. if a change is one which requires quality evaluation or equipment
investment, collaboration with the next step manufacturers should be initiated

appropriately from the planning stage.
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1. We appreciate the MHLW's efforts to simultaneously distribute an English
translation for review during the public comment period. This approach

inviting the wider global comments is very welcome.
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2. ltis very important that the overall objectives for this draft guideline,
including how it will be utilized, be clearly described in the introduction to the
document.

Historically, the outcome of MHLW Grant Study Group sometimes became the
foundation of the following formal PMDA or MHLW main office’s guidelines
(legal enforcement as Notification) and became simple guidance for
industry/regulator (no legal enforcement) in other cases. The clear
positioning of this guideline will help to further understand the Study Group's
intention.
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3. This is complex draft guideline to read and comprehend well. The
guidance, however, encourages continuous improvement and stable product
supply by introducing two new sub-category of quality as "design quality” and

’ “manufacturing quality (please see below specific comments on this new
definition)”, and encourages post approval changes that will improve the latter
without adversely affecting the former which is a logical base that matches the
spirit of quality by design.
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4. The quality risk management has been greatly emphasized in this
guideline that encourages risk assessment be used to determine the impact of
post approval changes and leaves assessment of impact to manufacturers or
license holders by allowing flexibility based on product knowledge and

understanding
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5. It seems to be trying to supplement Q9 Quality Risk Management to clarify
change management requirements but does not do this in a sufficiently clear
way to be readily and consistently implemented. It should either strive for
further clarity or specificity or carefully reconsider the depth of the detail it
provides to prevent misinterpretation.

When the change is out with the need to communicate to the Agency e.g. as a
PAC, then these aspects of change management would better be left for the
company to define and enact within its quality system.
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6. It was no mention of the responsibilities of the quality responsible person
in this draft guideline
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6. It is commendable that the guidance recognizes upfront different levels of |
control during development to the post marketing
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7. The guidance does not address how QbD/design space/control strategy
and change control are linked
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3.2 Changes and Change Control in this guideline, page 2 -last paragraph
32AHA RSA VIZB T LETELTEM (P. 2)— bk

This paragraph mentions that the guideline doesn't address PAC and Minor Change
Notifications and say that these are controlled by the PAL "depending upon the existence or
non-existence of the description on Drug Approval Lette or Drug Approval Documents”.
However, the revised J-PAL manufacturing method descriptions defines two change
categories (Major vs. Minor) and use of different bracket types (target set/values and *") for
process/process parameters. This simple matrix has already contained the change control
system in itself (at least the strategy of change control system). It seems that this draft
guideline significantly addresses the matters related J-PAL Application Form change control
and it is contradict against the above statement. Additionally, it also contradict to the
following statement; Section 6.2, Risk Assessment and Classification of Change, (1)
“Changes where impacts on quality become apparent,” last paragraph, states, “it may be
required to request confirmation by marketing approval holders in advance and, additionally,
to take requisite legal procedures for the “application for partial change in manufacturing
approval’, etc.”.
As stated in the general comments #2, it is necessary to provide the clear positioning as well
as intention of draft guideline vs. J-PAL AF related change control; system.
ZOBEHORRIZENE, [ -BEEARPEDIUEMEBEBIZONTIE. ZOAT RS
4 >TIHERLAEV] ELTWET., £ ZhofEmIT [REBHDH D W0ITEEPGHE T
FHe BT 5o BIZHE L TIRETSEBIEIZERD) BOTHS, LSNTHERT,
LALAAS, XEEFECBIT2HEEOZRIZBNTIE, TRITENI A—-FIZD
W, B84 D244 L(Major & Minor), 5722 i O f&4I( H B E/EE i LU &2
WAHTSEEHRLTHET., ZOBEMY N7 AZB0WT, BIIEEERD Y AT LDz
&b, LEEHRIATLOER)ZNELTWDIENS, £HAL RI1 CRIT. BEFE
BEOHBROLEERICRLIENAAFEICNOKS ERZT N, ZHUTRGCONE &
FELET., 2B, Z2UE62 VAU TEAALMEETEDOI T AHE (1) TWHHEADE
BB LT 2L E | ORKEEORIZH L TEalcBOENGEEF ITHRZ KD 21370,
KBBIHO—LEHEZOENLETFHRENPLELRL ZEHMEIND) IZHHKTLHO
LEAET,
BE 2 TiiRfE D, HAEREOWHHRMEOETER S A7 LIIHEL T, £74
K1 D ROBREZRASHMCTHEEDIZ, WHEIMBEDOTH2LENHLEEZXT.
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3.3 Change Control during Development Stages, page 3 - First paragraph
3.3 HREEFICH TS EEEM(P 3)— % —Ei%:

It is not clear what the guideline intends regarding change management in the development
stage. The guideline says it is not intended to be directly applied to change control in the
development phase (this is supported) but also changes in this phase should be "controlled
appropriately”. It would be better to omit this remark re: the development stage as it is
unclear what "appropriate control” would be based on the rest of the guideline.
BREBICBITS2EEEMIZIONT, H1 RIA COBRBFAHETT. HTRS51>T
i, TR TOZEERICEEEMT S ZE2EBHM L TWW, ZOERKIZBITLE
FIZOWTHRYNIEMTL"CENMRELERD) ELTVET., "@YRER &3z
TOMIKL, HLTRSA 2 OZFOROEBRIZBVWTHHEIZZNTLEEADT. R
BB DOWT O ZORBIIHBR L7213 DMK WEBEZET .

% -

5. Product Quality and Change, page 6 Flow Chart
5 ®WRMHELY (P6) O

Some terms used in this document are new or different compared to those in the ICH
guidelines or the U.S. regulations. Examples include "Design Quality" and "Manufacturing
Quality" in the flowchart and in the text immediately thereafter
AXHTHHENTNLMBEOHRIZIZE, ICH OHA T4 2, £RIKEOBETIIHER
ENTVRNHOHOFET, MELTIE, 5 BAMNAELEEOHEOKN, BLUITOME
O LEIZH S N4 %G E (Design Quality)”, "85 D (Manufacturing Quality)'7z E741H
DEY.

6. Risk Management, page 7 second last line
6. UAIRFRT AL (PT) Wik 217H

Risk is stated to be "a deviation from the established or expected results". This definition
should be considered against other definitions of risk (e.g. in ICH Q9) and considered for
replacement herein with "the potential for a deviation from the required quality".
DZZIZ2WT, TEESLNITHE L EN SO THDEBRRSNTWET A,
R AT HMOER(CHQI I ETOWKTHEEZAONE T, [EKRTHNME
MO TERET S ATHENE ) AT A RETHLHLEDONET.
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6.2 Risk assessment and Classification of Change, page 10
62 UAZTHEAANEEEDY 7 A58 (P10)

This section seems overly prescriptive. Is such detail needed to support Q9 guidance on risk
assessment? Also, the difference between classes "change where impact on quality
become apparent” and "change which impacts quality may potentially become apparent”
are not clear as before the assessment of the change it could be that potential impact is
being assessed ion both cases. So this section of the guideline may be overly complex or
lacking in clarity to allow for consistent interpretation. Perhaps some further clarity could be
given, e.g. by reflecting changes and change management needs against critical /
non-critical aspects of the process. Furthermore the regulatory action at the end of
managing a change classed as "may impact potentially” is not clear from the guideline (The
chapter “may impact potentially” states the PCA).

6.2 IZDWTIL, HEICEH/RTHELEHIZBONET. QA OHA EF1 0L
LT, ZNETOMMSHBETL L OM? £, VIAFBICENTIE, TREANOEE
NSRS AEH] & [WMEAOEEVHE LT SRMEOH L) OEVAIL DM
DEBA, 2F0, EELDTVFAIZBVTH, EHEZNMET DSLINZ, TRIZNSEE
N TWAHESDNETT ., WAL, A% 6.2 Dadibi3EHIZHEMIIZTIMS N 5]
REMEASH O, HLVIEAHBESIZL0 B0 L2MREZHLOBENH 0 ET. FIAE,
EE TRAEEE TR T AL EB LU EETHOLER L EEGE L THYTLE, B
ZF5L< OV LIRS EBbNET. 5. HMEI1 T TREANOEER)H
AT 2N O H L LEHE | OEMNLRIROFE VA OV THEIZENTHARNERNLEXT
( TEVEAOEEVWIELTL4H] OFORETIE -EHHEIIOWTHNTNET),

Page 11, example 2

Liked the use of examples of definitions although example 2 could be clearer - quite difficult
to understand. More clarity is required when giving examples
DS ARKD21RETOM TS WS 7—T3H, EBOFZD > 7 FTHUEK .

6.2 Risk assessment and Classification of Change, page 12 end first paragraph
6.2 VAT HEAAY NEEBEDY T A58 (P12) B D% OEE

Guideline suggests change may have to be assessed across all products made in a facility.
This is overly simplistic in its wording (In English at least) - and should be clarified to ensure
that only products affected by the change need be assessed.

HA R4 Tt YEMRTHEL THLSRHBHIZDVWTEEONEETHLELH O
BHEFMLTNETL, BECHMMELLARBELMS Ao ET (DR EBEREXET
13). EEOZEDVRSNBHOAZMEOMRET HREITHLS I EEMEICERHTLED
WZRNDPT <RI RELEZEZAXT.
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6.3 Consequence Analysis of Impact of Change on Quality (Verification), page 12 last
paragraph
6.3 ZHOMEAOEENM(ERE) (P12) #EE %

It would be useful to add words to state that the need to evaluate methods to ensure
detectability should be considered on a risk assessed basis and may not be required for
certain classes of change.

(&) 27 O L T, MdBIEORINEEZFET 50 ED 0200 T, LENEEZ5EE
TELREITHD, ZEDY FAL > TIHHBEOFHMZLEE LI20WEGEH L] 0
INEEEBMTHEARHTHLEEDNET,

6.3 Consequence Analysis of Impact of Change on Quality (Verification) (1) Confirmation of
Specification Compliance, page 13 first paragraph
6.3 2 WO OB GE) (1)BUEO/ER (P13) 55— Bk

The guideline seems to suggest that equivalence need be shown at all stages affected by
the change. This is not necessary - one would not have to show equivalence at every one of
these. For example it should not be necessary to show equivalence at intermediates if
equivalence is shown at the API. And if equivalence is shown at the API it should not be
necessary to show equivalence at the product. And if equivalence is shown at a key API
intermediate it should not be necessary to show equivalence at either API or at the product.
This lack of clarity here on this key point weakens the guideline and in the view of this
reader leaves it lacking in significant value.

HARSA 2Tl ERICX> TEBEZITSZ2ETORMEERIZIBWT, FAEEEZRTH
EMERELTNL2EDTTA,. ZHIBFEEEAGHET. D0, BEOBERILIZ
MEHSZRTHETIHD A WA BREIZODOLTHREEMNEH I N THIUL, FE
OPRAFIZ DV TR T 20832 < BAZ DLW THFEEAGEH SO Thud, B
DWTHBMZ N T 52468I3H 0 EEA. £, BEOEOHEMAIZ D WL THEYEAE
HEINTOLIUL, K, JUIVAO -FIZOWTHESEZEATL56BIIHD ETAL. Z
DEIBREBEHICENWT, HESEZRWTWLEDIZHA RI1 i3Sl ThiZk
D, ATFRHA ES1 ICEEEZ AR > TLES EEZET,

6.3 Consequence Analysis of Impact of Change on Quality (Verification), 4th paragraph
6.3 ZHOMEAOEEFMERE) SuEkiE

The guideline states that change evaluation should not be conducted for a single batch - this
is a disappointingly position as dependent upon the significance of a change and its likely

impact the number and scale of batches that would need to be assessed could be different

and one may well suffice for some changes. Again this lack of specifics will mean that this
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guidance will not be easily capable of consistent application by industry or by inspectors.
HARIA TR BEOMBEZH —D/Ny FIZHLTITORETIRARNELTHERTA,
THHBRARHERTYT, 2H0EEE, BIUTRHINLIE®IIL ST, oM RER
LNy FRUBBII R0, BUSOEBIZH LTI Ny F/Oy bTHZTHS D EBHN
L5 TT, BORLICADETA, WHHEEARMLTNSENDS Z &I, ¥R HdDW
BEREICEST, AHI RS E2BENIGERT LI ENES TR EHNEND C
EEBRLTWVET.

9.2 Change communication, page 18 first paragraph
9.2 Zuiifiks (P.18) #5 Ptk

The guideline states that the manufacturer notifies the marketing approval holder about any
change if it has a possible impact on quality regardless of the size of that probability. If the
change is inside a working space / design space known not to have any impact on quality
then presumably no such notification would be required. This should be clarified.
HARSA4 T, MESEEHE. SEICEEERITTREOH L ETIZHL TR, alfiE
MOREZESIZHOLOTINTOEEIZDNTHAMHOBERCRFIZERT L) £LT
WET., MEICEEEZ LTI 0 I EAW A EXERS RS EROREBATTVWEEOY
&, LROEDEBIINERWEEZFTH, COHEYHIZL THEIRELLANK
9

May be translation related:

2 N R 5 ST ARAR YD)

5. Product Quality and Change-Page 5 (line 7 from bottom to line 4 from bottom)
5 BMGREELE (P5) Fns 7irH~ K2 s 41rH

Guideline states "Furthermore, these guidelines also emphasize necessity of reviewing the
initially-approved specifications and test methods and judgment criteria at an appropriate
time after starting actual production ... when appropriate experience and more data are
obtained". This seems to suggest that all specification requirements might require review
and perhaps change post-approval. However an initial acceptance criterion could have
been established on the basis of safety or the assurance of a critical quality requirement
without much reference to or reliance on batch data.

HARIA>TiE, TF/z TOFEEOCRAVEEEINDSILDIIELT, L0EORR
PF=INHBSNMENT, YN KREINZAB AL HEEECOWT. RETLE
YEERT S EdlENTH0EIA i, 2TORBE#HIIREL. £/ BT
HIIKEBEDEEEZTIO ZENBEIZRDENVWDZEZFRBTIHOLAZITSNE
T, LOLAENS, BIICRESNZAREEDL, Oy bOT—Y2IFEALERET,
o, THOILKGETH &<, etk $HVITEEMEEFORIEDREIZRE SN




