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Health Canada is pleased to announce the release of the revised Post-Notice of Compliance
(NOC) Changes - Quality Guidance

The Post-Notice of Compliance (NOC) Changes - Quality Guidance released in September, 2009
provided a more comprehensive guidance outlining the conditions for the categorization of a
given post authorization change and recommendations for supporting documentation.

In September 2011, revisions to Post-NOC Changes Quality: Appendix 1 eliminated the Level 11
(Notifiable Change) category and moved higher risk submissions to the Level I category while
placing lower risk ones in the current Level III grouping.

Since the original release of the Post-Notice of Compliance (NOC) Changes - Quality Guidance,
Health Canada has received numerous enquiries requesting clarification on the categorization,
criteria and application requirements for various changes. Health Canada has revised the
complete Quality guidance to add further clarification where appropriate.

Changes in the revised Quality guidance include:

1. Further revisions or clarifications in Appendix 1 to 4;
Addition of changes to an approved drug administration device for a veterinary drug in
Appendix 2;

3. Additional examples of Level IV changes in Appendix 7;

4. Addition of a definition in Appendix 8.
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As a consequence to the changes in the Quality guidance, the Post-Notice of Compliance
Changes: Notices of Change (Level I11) form has been revised to include:

1. For Veterinary Drugs - Appendix 1 - Veterinary Drugs has been deleted and consolidated
into Appendix 2;

2. The addition of the category “Devices” to Section B, “7. Category of Change” for a
veterinary drug;

3. For Biologics (Appendix 3) and Kits/Radiopharmaceuticals/Generators (Appendix 4),
sponsors/ manufacturers now have the option to select "Other" from the pick lists in
Section B, “8. Change” to report any Level III changes that are not listed in the Post-
NOC Changes Quality guidance;

4. For Biologics (Appendix 3) and Kits/Radiopharmaceuticals/Generators (Appendix 4), a
text box has been added to each change in Section B, “8. Change” to allow
sponsors/manufacturers to provide additional information on the Level III changes made.

As the Post-Notice of Compliance (NOC) Changes - Quality Guidance will become effective
immediately; all post authorized Quality submissions should be reported as per the procedures
detailed within.

The effective date (September 30, 2009) has not changed for all other Post-NOC Changes
guidance documents. Revisions to the Post-Notice of Compliance (NOC) Changes - Safety and
Efficacy Guidance are being assessed and will be posted in the near future.

Questions or concerns related to these guidance documents should be directed to:

Bureau of Policy, Science and International Programs
Therapeutic Products Directorate

Health Canada

1600 Scott Street

Holland Cross, Tower B

2" Floor, Address Locator 3102C5

Ottawa, Ontario

KI1A 0K9

Facsimile: 613-941-1812
E-mail: Policy Bureau Enquiries@hc-sc.gc.ca
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FOREWORD

Guidance documents are meant to provide assistance to industry and health care professionals on
how to comply with governing statutes and regulations. Guidance documents also provide
assistance to staff on how Health Canada mandates and objectives should be implemented in a
manner that is fair, consistent and effective.

Guidance documents are administrative instruments not having force of law and, as such, allow
for flexibility in approach. Alternate approaches to the principles and practices described in this
document may be acceptable provided they are supported by adequate justification. Alternate
approaches should be discussed in advance with the relevant program area to avoid the possible
finding that applicable statutory or regulatory requirements have not been met.

As a corollary to the above, it is equally important to note that Health Canada reserves the right
to request additional information or material, or define conditions not specifically described in
this document, in order to allow the Department to adequately assess the safety, efficacy or
quality of a therapeutic product. Health Canada is committed to ensuring that such requests are
justifiable and that decisions are clearly documented.

This document should be read in conjunction with the accompanying notice and the relevant
sections of other applicable guidance documents.
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1. INTRODUCTION
1.1  Objectives

(a) To assist with the classification of quality changes made to a new drug that has received a
Notice of Compliance (NOC).

(b) To provide sponsors with recommendations on the data to support a change which would
be considered sufficient to allow a determination of the impact of the change on the
quality of the new drug as it relates to safety, efficacy and/or effective use of the new
drug.

1.2 Scope and Application

This guidance document applies to sponsors intending to make changes to new drugs that have
received a NOC pursuant to Section C.08.004 of the Food and Drug Regulations. This may
include pharmaceuticals, biologics and radiopharmaceuticals for human use and pharmaceutical,
radiopharmaceutical and certain biotechnological products for veterinary use'. In the absence of
a guidance specific to Quality changes to drugs which were approved through a Drug
Identification Application - Biologics (DIN-B drugs), the Quality guidance document applies to
those products. This guidance also applies to those submissions for which a NOC has been
recommended but issuance of the NOC has been placed on hold.

This guidance document should be read in conjunction with the associated Health Canada
guidance documents entitled Post-Notice of Compliance (NOC) Changes: Framework and Post-
Notice of Compliance (NOC) Changes: Safety and Efficacy as well as other related Health
Canada guidance documents. Information regarding general submission requirements and target
performance standards may be found in the Health Canada guidance documents: Guidance for
Industry: Management of Drug Submissions for drugs intended for human use and Guidance for
Industry: Management of Regulatory Submissions for drugs intended for veterinary use.

It is recommended that the principles established in this guidance document be applied to similar
Quality changes that occur during the development of the drug and the recommended supporting
data be included with the initial New Drug Submission (NDS) or Abbreviated New Drug
Submission (ANDS).

The Veterinary Drugs Directorate (VDD) should be consulted to determine if the submission
constitutes a veterinary biotechnological drug under the Food and Drug Act.
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1.3  Background

In April 1994, Health Canada released the policy entitled Changes to Marketed New Drug
Products. A number of international developments have occurred since this policy was first
introduced. This would include an emphasis on applying a science-based and risk-based
approach to the pharmaceutical quality assessment of these products. As such, updated guidance
documents were needed on the information to support quality changes to new drugs which apply
a modernized, science-based, and risk-based approach to this area.

Sponsors are advised to consult the associated guidance document Post-Notice of Compliance
(NOC) Changes: Framework for further background information, including a list of policies and
guidance documents that will be superseded.

2. GUIDANCE FOR IMPLEMENTATION
2.1  Reporting Categories

The following criteria are meant to provide guidance with respect to the classification of a
quality related change. Specific change examples based on the application of these criteria are
provided in Appendix 1 (Human Pharmaceuticals), Appendix 2 (Veterinary drugs), Appendix 3
(Biologics) and Appendix 4 (Schedule C drugs) that follow. For assistance in classifying a
change, sponsors are advised to contact Health Canada. Contact information is provided in
Guidance for Industry: Management of Drug Submissions (drugs for human use) or the
Guidance for Industry: Management of Regulatory Submissions (drugs for veterinary use).

Sponsors are advised to exercise caution in classifying a series of changes for the same drug
product intended to be implemented simultaneously or to be phased in sequentially. Although the
individual changes may be classified at a particular reporting category [for example (e.g.),
Notifiable Change], collectively the changes may warrant a higher risk reporting category (e.g.,
Supplement). Sponsors are advised to contact Health Canada for specific guidance regarding
filing requirements in such cases.

2.1.1 Level I - Supplements (Major Quality Changes)

Level I - Supplements (Major Quality Changes) are changes that have a substantial
potential to have an adverse effect on the identity, strength, quality, purity, or potency of
a drug product as these factors may relate to the safety or effectiveness of the drug
product.

In general, a change that is supported by extensive documentation and/or requiring
extensive assessment of the supporting documentation would be considered a Level I -
Supplement (Major Quality Change) (e.g., a change supported by in vivo studies). This is
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to allow Health Canada the opportunity to apply the principles of risk management by
having the necessary time for an appropriate assessment of the documentation. This
assessment will take into consideration any potential impact upon market availability as
well as the adverse effects on the identity, strength, quality, purity, or potency of the drug
product.

The changes included in this reporting category shall be filed, along with the
recommended supporting data, to Health Canada as a Supplemental New Drug
Submission (SNDS) or Supplemental Abbreviated New Drug Submission (SANDS). The
change may not be implemented by the sponsor until a NOC has been issued.

2.1.2 Level Il - Notifiable Changes (Moderate Quality Changes)

Level II - Notifiable Changes (Moderate Quality Changes) are changes that have a
moderate potential to have an adverse effect on the identity, strength, quality, purity, or
potency of the drug product as these factors may relate to the safety or effectiveness of
the drug product.

NOTE: All Level Il - Notifiable Changes referred to in this document are not
applicable to Human Pharmaceuticals.

The changes included in this reporting category should be filed, along with the
recommended supporting data, to Health Canada as a Notifiable Change. All Level 11
changes should not be implemented by the sponsor until a No Objection Letter (NOL)
has been issued.

2.1.3 Level 11l - Annual Notification (Minor Quality Changes)

Level III - Annual Notification (Minor Quality Changes) are changes that have minimal
potential to have an adverse effect on the identity, strength, quality, purity, or potency of
the drug product as these factors may relate to the safety or effectiveness of the drug
product.

The changes included in this reporting category may be implemented by the sponsor
without the prior review by Health Canada of the data supporting such a change.
Supporting data for the Level III changes recommended in this guidance documents
should not be submitted; however, the data should be available to Health Canada within
thirty (30) calendar days, if requested at any time.
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3.

3.1

2.1.4 Level 1V Changes - Record of Changes

Level IV (Quality only) changes are changes to a new drug that are not Level I, Level 11
or Level IIT and are not expected to have an adverse effect on the identity, strength,
quality, purity, or potency of the drug product as these factors may relate to the safety or
effectiveness of the drug product. The changes included in this reporting category may be
implemented by the sponsor without prior review by Health Canada. The changes should
be retained as part of the drug product’s record by either the sponsor or the manufacturer
and comply with Good Manufacturing Practices (GMP) requirements of Division 2 of the
Food and Drug Regulations. A list of examples of Level IV changes is provided in
Appendix 7.

DOCUMENTATION

General Information

The associated guidance document Post-Notice of Compliance (NOC) Changes: Framework
should be consulted for details regarding the filing of submissions and annual notifications to
Health Canada. Documentation recommended in Section 2.2.3.3 of the aforementioned guidance
should be included with a Supplement or Notifiable Change (NC) filing and documentation in
Section 2.2.4 should be included with the corresponding Annual Notification.

The change examples presented in Appendix 1 (Human Pharmaceuticals), Appendix 2
(Veterinary drugs), Appendix 3 (Biologics) and Appendix 4 (Schedule C drugs) are intended to
assist with the classification of changes made to the Quality information. The information
summarized in the tables provides recommendations for:

(a)

(b)

(©)

The conditions to be fulfilled for a given change to be classified as either a Level I, 11, or
III change. If any of the conditions outlined for a given change are not fulfilled, the
change is automatically considered the next higher level of change. For example, if any
of the conditions recommended for a Level II - Notifiable Change are not fulfilled, the
change is considered a Level I - Supplement. Similarly, if any of the conditions
recommended for a Level I - Supplement are not fulfilled, the change would warrant the
filing of an NDS or an ANDS;

The supporting data for a given change, either to be submitted to Health Canada and/or
maintained by the sponsor. Where applicable, the corresponding modules of the Common
Technical Document (CTD) for the supporting data have been identified in brackets. An
adequate rationale is required when supporting data cannot be provided; and

The reporting category (e.g., Supplement, Notifiable Change or Annual Notification).
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As previously mentioned, it is equally important to note that Health Canada reserves the right to
request additional information or material as deemed appropriate, or to define conditions not
specifically described in this document.

For convenience, the change examples are organized according to the structure of the Common
Technical Document (CTD).

For the recommendations for the conditions, supporting data, and reporting categories for
changes that are specific to drugs for veterinary use (e.g., premixes, boluses), sponsors should
contact the Veterinary Drugs Directorate (VDD) of Health Canada.

3.2  Supporting Data - Level I and Level 11 Changes

All data recommended to support the change should be provided with the submission. Where
applicable, these data should be provided in the format defined by the International Conference
on Harmonisation (ICH) Common Technical Document (CTD). A Quality Overall Summary
(QOS) and Comprehensive Summary: Bioequivalence (CS:BE) should also be completed and
provided, where applicable. For Veterinary Drug Submissions, data should be provided in the
format of the Guidance for Industry: Preparation of Veterinary New Drug Submissions. Refer to
existing Health Canada guidance documents for further detail regarding individual product
recommendations.

When recommended supporting data cannot be submitted, a detailed rationale should be
provided.

Supporting Data Common to Level | and Level 11 Changes

The following should be included, where applicable, in the submission package for Level I and
Level II Quality changes:

(a) As covering letter (including a list of changes describing each in sufficient detail to allow
for a quick assessment as to whether the appropriate reporting category has been used);

(b) Where relevant, a side-by-side comparison of the previously approved and the proposed
information (Module 1.2.8 or under the various modules, if appropriate);

(c) An annotated and non-annotated electronic copy and an annotated hard copy of:

(1) the Certified Product Information Document (CPID);
(i1))  the Product Monograph or Package Insert (for Veterinary drugs);

(d) A sample of the inner and outer labels; and
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(e) An electronic and hard copy of the revised sections of the QOS or the applicable Health
Canada Quality Overall Summary template with the changes clearly noted. If a complete
QOS is provided, the revised sections and information should be clearly indicated
(Module 2.3).

In addition to the above common information, recommendations are included in Appendices 1, 2,
3 and 4 outlining the specific information to support the various quality changes. It should be
noted that the common information is not repeated for the various changes outlined in the
appendices.

When cross-references are made to previously submitted information, details on the cross-
referenced information should be indicated in the covering letter (e.g., brand name of the drug
product, manufacturer's/sponsor's name, submission type, control number, date approved).

Certificate of Suitability (CEP)

At this time, the use of the Certificate of Suitability (CEP) issued by the European Directorate
for the Quality of Medicines of the Council of Europe (EDQM) in support of changes to the drug
substance is not accepted for Biologics (Schedule D drugs) but is under review in
pharmaceuticals for use in humans (Appendix 1- Human Pharmaceuticals). On the other hand,
for Biologics (Schedule D drugs), the use of Transmissible Spongiform Encephalopathy (TSE)-
CEP may be provided to support raw materials, auxiliary materials and reagents at risk of
transmitting BSE/TSE agents. Sponsors are encouraged to contact the appropriate Directorate for
further guidance.

Production documents (Executed and Master Batch Records)

For Biologics (Schedule D drugs) and Radiopharmaceuticals (Schedule C drugs), in contrast of
the requirements for a NDS, production documents are no longer required at

time of filing to support any post-NOC changes. However, these may be requested during review
and should be available within 15 days upon request.

3.3 Supporting Data - Level 111 Changes

Any data that may have been generated by the sponsor in support of a Level III change should
not be submitted with the Annual Drug Notification but should be available to Health Canada
within thirty (30) calendar days, if requested.

Any Level III changes that have been implemented should be annotated in the affected
documents (e.g., Product Monograph/Package Insert or CPID) with the filing of the next
submission to Health Canada.
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3.4  Supporting Data - Level IV Changes

The Quality changes included in this category should be retained as part of the product’s record
by either the sponsor or the manufacturer and comply with Good Manufacturing Practices
(GMP) requirements of Division 2 of the Food and Drug Regulations. These changes should be
annotated in the affected documents (e.g., Product Monograph/ Package Insert or CPID) with the
filing of the next submission to Health Canada.

3.5  Comparative Studies
3.5.1 Comparative In vivo Studlies

A number of changes outlined in Appendices 1, 2, 3 and 4 include recommendations for
supporting comparative in vivo studies (e.g., comparative bioavailability studies for
Pharmaceuticals, bridging clinical studies for Biologics).

Sponsors should consult the ICH QSE guideline and applicable Health Canada guidance
documents when conducting comparative in vivo studies.

3.5.2 Comparative In vitro Studies

A number of changes outlined in Appendices 1, 2, 3 and 4 include recommendations for
supporting comparative in vitro studies (e.g., comparative dissolution studies). Where an
in vitro comparison is recommended to support a Post-NOC Change, the comparison
should be made to the product manufactured according to the same formulation and
manufacturing process used in the pivotal clinical and/or comparative bioavailability
studies approved for the original drug submission (e.g., including batch formula,
manufacturing process). This is referred to as the "approved product” in the appendices.

Alternative approaches to this recommendation may be acceptable, if scientifically
justified. For example, a comparison to a sponsor's marketed product (rather than the
product used in the pivotal clinical and/or comparative bioavailability studies) could be
justified if a significant body of information has been established for the marketed drug
product. For the purposes of this document, a significant body of information for the
marketed drug product is likely to exist after a reasonable number of batches of the drug
product will be marketed during the specified period of time (e.g., a minimum of 10
batches).

Sponsors should refer to the General Chapters available in the current Schedule B
pharmacopoeia for general dissolution and drug release specifications [e.g., United States
Pharmacopeia (USP) <711>, USP <724>, European Pharmacopeia (Ph.Eur.) 2.9.3].
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In addition, Appendix 5 outlines a number of recommendations for conducting and
assessing comparative dissolution profiles (e.g., conditions, similarity).

3.6  Stability Testing

If stability studies are recommended to support a change, these studies should be conducted in
accordance with applicable ICH and Health Canada guidance documents, e.g.:

(a) Stability Testing of New Drug Substances and Products [Q1A(R2)];
(b) Stability Testing: Photostability Testing of New Drug Substances and Products (Q1B);
(c) Stability Testing: Requirements for New Dosage Forms (Q1C);

(d) Bracketing and Matrixing Designs for Stability Testing of New Drug Substances and
Products (Q1D);

(e) Evaluation of Stability Data (Q1E);
€3) Stability Testing of Existing Drug Substances and Products;
(g)  Stability Testing of Biotechnological/Biological Products (Q5C).

In case where accelerated stability studies are not routinely performed due to the nature of the
product, a rationale should be provided.

3.7  Pharmaceutical Development and Quality by Design
The International Conference on Harmonisation (ICH) has developed a guideline, Q8:
Pharmaceutical Development and Q8 Annex® which describe the suggested contents for the

3.2.P.2 Pharmaceutical Development section of a regulatory submission in the

Common Technical Document (CTD) format. An equivalent guideline which covers the drug
substance is under development by ICH.

2 Health Canada is in the process of adopting International Conference on Harmonisation Q8 and

Q8 Annex.
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The Pharmaceutical Development section is intended to provide a comprehensive understanding
of the product and manufacturing process for reviewers and inspectors. The Pharmaceutical
Development information for a veterinary drug submission should be provided as outlined in
section 6.4.2 of Guidance for Industry: Preparation of Veterinary New Drug Submissions.

The aim of pharmaceutical development is to design a quality product and its manufacturing
process to consistently deliver the intended performance of the product. The information and
knowledge gained from pharmaceutical development studies and manufacturing experience
provide scientific understanding to support the establishment of the design space, specifications,
and manufacturing controls.

Design space is proposed by the applicant, and is subject to regulatory assessment and approval.
Working within the design space is not considered as a change that would require prior approval
but should be documented with the requisite Change Controls where necessary. Movement
outside of the design space is considered to be a change and would normally initiate a regulatory
post approval change process.

For example, some of the Post-NOC Changes that are listed in Appendices 1, 2, 3 and 4 of this
guidance document as Level | - Supplements (Major Quality Changes) or Level Il - Notifiable
Changes (Moderate Quality Changes) may not require approval prior to implementation if they
are within the approved design space.

If desired, a sponsor may also establish a new design space for an existing product. This would
provide the advantage, once approved, of limiting the necessity to file future submissions for
changes within the ranges of the design space.

If proposed and approved, the details of the design space should be recorded in the Certified
Product Information Document (CPID). Sponsors are encouraged to discuss with Health Canada
when considering the establishment of a design space.

3.8 Consistency lot testing

For Biologics (Schedule D drugs) and for Radiopharmaceuticals (Schedule C drugs) that have a
biologic drug substance, Health Canada usually requests consistency samples to support the
information provided in Level I or Level II Changes. The consistency samples should be
representative of the revised process/proposed change(s) and should come from three to five
consecutively manufactured lots. Sponsors are encouraged to discuss consistency lot testing
requirements prior to the submission of Level I or Level I changes and this will be confirmed
during the review process. Sponsors are also encouraged to consult the Health Canada guidance
document ““Lot release program for Schedule D (Biologic) drugs” for further guidance.
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3.9  On-site evaluation (OSE)

For Biologics (Schedule D drugs) and for Radiopharmaceuticals (Schedule C drugs) that have a
biologic drug substance, an on-site evaluation (OSE) may be conducted by Health Canada to
support the information provided in Level I or infrequently in Level II Changes. Sponsors are
encouraged to discuss OSE requirements prior to the submission of Level I or Level 11 changes;
the requirement for an OSE will be confirmed during the review process.

3.10 Multiple changes

Multiple Level II (Quality) changes to the same drug product may be filed in a single submission
provided those changes are related and/or supported by the same information. If the changes are
related, the sponsor should indicate the association between the proposed changes. The sponsor
should ensure that the documentation for each change complies with the requirements of the
corresponding section of the guidance. For submissions that include multiple changes, the
sponsor should clearly specify which supporting data supports which change.

If there are too many changes filed within the same submission or major issues are identified
with a change which would require extensive time to review, Health Canada may divide the
changes into separate submissions.

If the same change is applicable to multiple drugs, a separate submission is required for each
drug product but the data may be cross-referenced.

3.11 Interchangeable pharmacopoeial texts

The International Conference on Harmonisation (ICH) has developed a guideline, Q4b:
Evaluation and Recommendation of Pharmacopoeial Texts for Use in the ICH Regions which
describes a process for the evaluation and recommendation of selected pharmacopoeial texts to
facilitate their recognition by regulatory authorities for use as interchangeable in the ICH
regions. Health Canada is in the process of adopting ICH Q4b.Where ICH Q4B annexes have
been adopted by Health Canada, such changes should be reported as a change from a House
analytical procedure to a Schedule B analytical procedure (see Appendix 1- Human
Pharmaceuticals, numbers 9c and 32c¢) with supporting analytical method validation data, where
appropriate.
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4. APPENDICES
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Appendix 1: Quality Post-NOC Changes (Human Pharmaceuticals)

The change examples presented below are intended to assist with the classification of changes
made to the Quality information. The information summarized in the tables provides
recommendations for:

(a) The conditions to be fulfilled for a given change to be classified as either a Level I, or 111
change. If any of the conditions outlined for a given change are not fulfilled, the change is
automatically considered the next higher level of change. For example, if any of the
conditions recommended for a Level I1I - Annual Notification are not fulfilled, the change
is considered a Level I - Supplement. However, in such a case the supporting data for a
Supplement will remain the same as for an Annual Notification. Similarly, if any of the
conditions recommended for a Level I - Supplement are not fulfilled, the change would
warrant the filing of an NDS or an ANDS;

(b) The supporting data for a given change, either to be submitted to Health Canada and/or
maintained by the sponsor. Where Master Production Documents are required, these
documents should be available in an official language (English or French), or a translation
from the original language. Where applicable, the corresponding modules of the Common
Technical Document (CTD) for the supporting data have been identified in brackets;

c) The reporting category (e.g., Supplement, or Annual Notification).

For convenience, the change examples are organized according to the structure of the Common
Technical Document (CTD).

Multiple Changes related to the same pharmaceutical drug product falling in the category of
Level I -Supplement changes can be filed in a single submission if those changes are related
and/or are supported by the same data.

The information provided in the Level III form which is submitted with the annual notification
will be audited applying principles of risk management. Sponsors will be required to address any
comments arising from such assessments in the time frame notified in the communication from
Health Canada. Sponsors will be required to refile the information under cover of a Level I -
Supplement if, it is deemed to be the proper classification for the change notified by the sponsor
as an Annual Notification. It is expected that the company will perform a full assessment of the
proposed change and document the justification as per the change control process of its quality
system. It is recommended that the justification for the proposed change to Level III is
summarised in a manner to facilitate efficient review (e.g., comparison table of existing versus
proposed change).
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3.2.5S DRUG SUBSTANCE

3.2.5.1 General Information

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
1. Change in the name of the drug substance 1 1-2 Annual
Notification

Conditions

1. Confirmation that the information on the drug substance has not changed as a result of the change [e.g., cross
reference(s) should be provided to the previously approved drug submission, including brand name of the
drug product, manufacturer's/sponsor's name, submission type, control number, date approved].

Supporting Data

1. (1.3) Product Monograph [e.g., Where applicable, Title Page, Storage and Stability (Part I), Dosage Forms,
Composition and Packaging (Part I), and Pharmaceutical Information (Part II) section] and Inner and Outer
Labels.

2. (S.1.1) Information on the proposed nomenclature of the drug substance [e.g., chemical name(s), compendial
name] and evidence that the proposed name for the drug substance is recognized [e.g., Recommended
International non-proprietary name (INN), United States Adopted Names (USAN), British Approved Names
(BAN)].
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3.2.5.2 MANUFACTURE

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category

[\

. Replacement or addition of a manufacturing site and/or manufacturer involving:

production of the intermediate or drug substance None 1-7,9-10 Supplement

1-5 1-2,4-7,9-10 Annual
Notification

b.

production of the starting material 1,3-5 3-7,9 Annual
Notification

o

testing (e.g., release, stability) None 2,6, 8-9 Annual
notification

Deletion of a manufacturing site or manufacturer None None Annual
for the starting material, intermediate, or drug Notification
substance

Conditions

1.

No Level I changes in the drug substance specifications (e.g. no change in the polymorphic form for insoluble
drug substances as defined by dose-solubility ratio in physiological pH 1.2-6.8 - see Appendix 5) and
impurity profile that impacts safety of the drug substance).

The change does not require the filing of a new DMF.

Complete information on the drug substance is available and the sponsor has determined that there is no
change in the route of synthesis (i.e., intermediates remain the same), physical characteristics, and impurity
profile of the drug substance (no new impurity above 0.10%, no change in the approved total impurity limit
and residual solvents within ICH limits) or the change of source is supported by a valid Certificate of
Suitability (CEP) issued by the EDQM and there is written assurance that the manufacturing process
described in the Canadian DMF is identical to the one evaluated by EDQM .

. Where materials of human or animal origin are used in the process, the change of source is supported by a

valid TSE Certificate of Suitability (CEP) issued by the EDQM or the manufacturer does not use any new
supplier for which assessment of viral safety data or TSE risk assessment is required.

The change concerns drug substances that are discrete chemical entities (i.e., this does not include polymeric
complexes).

Supporting Data

1.

2.

(1, 5) Viral safety data (ref. Condition 4) or supporting or comparative bioavailability data (ref. Condition 5)
(whichever is applicable to be included in CTD modules 1 and 5).

(1.2.5) For sterile manufacturing, evidence of GMP and/or Establishment License (EL) information [e.g.
Confirmation of a satisfactory GMP rating by the Inspectorate), and (S.2.5) process validation and/or
evaluation studies for sterilization. For drug substance testing sites evidence of GMP and/or EL information
(e.g. Confirmation of a satisfactory GMP rating by the Inspectorate)].

(S) Where applicable, updated or new Drug Master File (DMF) (with a Letter of Access provided in Module
1), any relevant information on the starting material, intermediate or drug substance to be provided where
available

Where applicable, a copy of the Certificate of Suitability (CEP) issued by the EDQM.
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10.

(S.2) Summary of evaluation confirming that the synthetic route, process controls, control of materials, and
specifications of the intermediate or drug substance (as appropriate) in the manufacturing process of the
proposed drug substance are the same as those previously approved or revised information if any of the
attributes have changed.

(S.2.1) Name, address, and responsibility of the proposed production site or facility involved in
manufacturing and/or testing.

(S.2.3) For starting materials, intermediates or drug substances manufactured with reagents obtained from
sources that are at risk of transmitting BSE/TSE agents (e.g., ruminant origin), information and evidence that
the material does not pose a potential BSE/TSE risk (e.g., name of manufacturer, species and tissues from
which the material is a derivative, country of origin of the source animals, its use and previous acceptance)
should be provided where available.

(S.4.3) Copies or summaries of validation reports, which demonstrate equivalency of analytical procedures to
be used at the proposed testing site or method transfer reports, which demonstrate equivalency of analytical
testing results between the approved and proposed sites.

(S.4.4) Description of the batches, certificates of analyses or batch analysis report, and summary of results, in
a comparative tabular format, for one batch of the currently approved and proposed starting material,
intermediate or drug substance sites.

(P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of the drug product manufactured using the proposed drug substance into the long term stability
programme (bracketing and matrixing with justification would be acceptable for multiple strength products).
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
4. Change in the manufacturing process
a. for the drug substance or intermediate None 1-11 Supplement
1-8 2-6,8-9, 11 Annual
Notification
b. for the starting material None 14,9 Annual
Notification

Conditions

1. No change in the identicality of the drug substance (as defined in the Health Canada policy Interpretation of
“Identical Medicinal Ingredient™).

2. No change in the physical state (e.g. crystalline, amorphous, solid, semi-solid, liquid or gas) of the drug
substance.

3. For low solubility drug substances, no change in the polymorphic form or no change in the particle size
distribution of the drug substance.

4. Where materials of human or animal origin are used in the process, the change of source is supported by a
valid TSE Certificate of Suitability (CEP) issued by the EDQM or the manufacturer does not use any new
supplier for which assessment of viral safety data or TSE risk assessment is required.

5. No-Level I change in the drug substance specifications.

6. No change in the route of synthesis (i.c., intermediates remain the same), impurity profile of the drug
substance (no new impurity above 0.10%, no change in the approved total impurity limit and residual
solvents within ICH limits) or the change of the manufacturing process is supported by a valid Certificate of
Suitability (CEP) issued by the EDQM.

7. The change does not affect the sterilization procedures of a sterile drug substance.

8. The change concerns drug substances that are discrete chemical entities (i.e., this does not include polymeric

complexes).

Supporting Data

1.

2.

(1, 5) Viral safety data (ref. Condition 4) or supporting clinical or comparative bioavailability data (ref.
Conditions 3, 8) (whichever is applicable to be included in CTD modules 1 and 5).

(S) Updated or new DMF (with a Letter of Access provided in Module 1) or relevant information on the
starting material, intermediate or drug substance or Certificate of Suitability (CEP) issued by the EDQM.
(S.2.2) Flow diagram of the proposed synthetic process(es) and a brief narrative description of the proposed
manufacturing process(es).

(S.2.3) Information on the quality and controls of the materials (e.g., raw materials, starting materials,
solvents, reagents, catalysts) used in the manufacture of the proposed starting material, intermediate or drug
substance.

(S.2.3) For starting materials, intermediates or drug substances manufactured with reagents obtained from
sources that are at risk of transmitting BSE/TSE agents (e.g., ruminant origin), information and evidence that
the material does not pose a potential BSE/TSE risk (e.g., name of manufacturer, species and tissues from
which the material is a derivative, country of origin of the source animals, its use and previous acceptance)
should be provided where available.

(S.2.4) Information on the controls performed at critical steps of the manufacturing process and on
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intermediates of the proposed drug substance.

7. (8.2.5) Evidence of process validation and/or evaluation studies for sterilization.

8. (8.3.1) Evidence for elucidation of structure, where applicable.

9. (S.4.4) Description of the batches, certificates of analyses or batch analysis report, and summary of results, in
a comparative tabular format, for at least one (1) batch of the currently approved and proposed processes.

10. (S.7.3) Results of two (2) batches with a minimum of three (3) months of accelerated (or intermediate as
appropriate) and three (3) months of long term testing of the proposed drug substance.

11. (P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial-scale
batch of the drug product, manufactured using the proposed drug substance, into the long term stability
programme.

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category

5. Change in the batch size for the drug substance or 1-3 1-3 Annual
for a continuous process Notification

Conditions

1. No Level I changes in the drug substance specifications.

2. The change does not affect the sterilization procedures of a sterile drug substance.

3. The change concerns drug substances that are discrete chemical entities (i.e., this does not include polymeric
complexes).

Supporting Data

1. (S.2.2) A brief narrative description of the proposed manufacturing process(es).

2. (S.2.5) Evidence of process validation and/or evaluation studies for sterilization.

3. (S.4.4) Description of the batches, certificates of analyses or batch analysis report, and summary of results, in
a tabular format, for at least one batch.
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3.2.5.3 Characterisation

There are no quality change examples for this section at the present time that have not been addressed in other
sections.

3.2.5.4 Control of the Drug Substance

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
6. Change in the standard claimed for the drug 1-3 1-4 Annual
substance (e.g., from a Professed to Schedule B Notification

pharmacopoeial standard or from one Schedule B
standard to a different Schedule B standard)

7. Change in the specification for the drug substance to | 1-2 1-4 Annual
comply with an updated Schedule B Notification
pharmacopoeial monograph

Conditions

1. The change is made exclusively to comply with the pharmacopoeia.
No Level I changes to the specifications with respect to functional properties of the drug substance (e.g.,
particle size distribution, polymorphic form) and to tests that impact safety (e.g. sterility, bacterial
endotoxins).

3. No deletion of or relaxation to any of the tests, analytical procedures, or acceptance criteria for tests that do
not appear in a pharmacopoeial monograph.

Supporting Data

1. (S.4.1) Updated, QC approved, proposed drug substance specification.
(S.4.3) Where a House analytical procedure is used and a Schedule B standard is claimed, results of an
equivalency study between the House and compendial methods.

3. (S.4.4) Description of the batches, certificates of analyses or batch analysis report, and summary of results, in
a tabular format, for at least one batch if new tests and/or analytical methods are implemented.

4. (S.4.5) Justification of the proposed drug substance specification (e.g., demonstration of the suitability of the
monograph to control the drug substance, including impurities).
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
8. Change in the specification for the drug substance involving test and acceptance criteria:
a. for sterile drug substances, replacing the sterility None 1-7 Supplement
test with alternate microbiological methods or
process parametric release
b. deletion of a test 1-5 2,7-8 Annual
Notification
c. replacement of a test 1-6 2-5,7-8 Annual
Notification
d. addition of a test None 2-5,7-8 Annual
Notification
e. relaxation of an acceptance criterion 1-4,6 2,7-8 Annual
Notification
f. tightening of an acceptance criterion None 2,7-8 Annual
Notification
Conditions

1. The change is not necessitated by unexpected events, resulting in failure to meet specifications, arising during
manufacture or because of stability concerns.

2. No change in the polymorphic form and impurity profile that impacts safety or efficacy of the drug product.

The change does not concern sterility testing.

4. The change concerns drug substances that are discrete chemical entities (i.e., this does not include polymeric
complexes).

5. The deleted test has been demonstrated to be redundant with respect to the remaining tests and does not
impact the safety or overall quality of the product (e.g. removal of an organic volatile solvent test after at
least 10 commercial scale batches tested and meet acceptance criteria, or provide valid scientific
justification).

6. The relaxed criterion is in accordance with compendial and/or ICH criterion.

[98)

Supporting Data

1. (S8.2.5) QC approved process validation and/or evaluation studies or the proposed validation protocol of the

proposed drug substance.

(S.4.1) Updated, QC approved, proposed drug substance specification.

(S.4.2) Copies or summaries of analytical procedures, if new analytical procedures are used.

(S.4.3) Copies or summaries of validation reports, if new analytical procedures are used.

(S.4.3) Where a House analytical procedure is used and a Schedule B standard is claimed, results of an

equivalency study between the House and compendial methods.

6. (S.4.4) Description of the batches, certificates of analyses for one batch, or batch analysis report and
summary of results, of a sufficient number of batches (minimum of ten batches) to support the process
parametric release.

7. (S.4.5) Justification of the proposed drug substance specification (e.g., test parameters, acceptance criteria, or
analytical procedures).

SNhAwD
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8.

(P.2) Where appropriate (e.g., for a change in particle size limit for a poorly soluble drug substance),
comparative, multi-point dissolution profiles in the release medium for one batch of the drug product using

material from the approved and change drug substance specifications.

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
9. Change in the specification for the drug substance involving analytical procedures:
a. deletion of an analytical procedure 1 1 Annual
Notification
b. replacement of, alternate, or additional analytical 1 1-5 Annual
procedure Notification
c. change from a House analytical procedure to a None 1,3-4 Annual
Schedule B analytical procedure or a change from Notification
an approved compendial analytical procedure to an
harmonized compendial procedure
Conditions

1.

The change does not concern a non-compendial (Schedule B) sterility testing method.

Supporting Data

1. (S.4.1) Updated, QC approved, proposed drug substance specification.
2. (S.4.2) Copies or summaries of analytical procedures, if new analytical procedures are used.
3. (S.4.3) Copies or summaries of validation reports, if new analytical procedures are used.
4. (S.4.3) Comparative analytical results demonstrating that the approved and proposed analytical procedures
are equivalent.
5. (S.4.5) Justification of the proposed drug substance specification.
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3.2.5.6 Container Closure System

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
10. Change in the primary container closure system(s) | None 1-3 Supplement
for the storage and shipment of the drug substance
1-2 2-3 Annual
Notification

Conditions

1. Results demonstrate that the proposed container closure system is at least equivalent to the approved
container closure with respect to its relevant properties (e.g., including results of transportation or interaction
studies, if appropriate).

2. The change does not impact sterilization parameters of a sterile drug substance.

Supporting Data

1. (S.2.5) Evidence of process validation and/or evaluation studies for sterilization if different from the current
process.

2. (8.6) Information on the proposed container closure system (e.g., description, specifications).

3. (S.7.3) Results of a minimum of three (3) months of accelerated (or intermediate as appropriate) and three (3)
months of long term testing of the drug substance in the proposed container closure system.
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3.2.5.7 Stability

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
11. Change in the re-test period (or shelf life) for the None 1-2 Annual
drug substance Notification
Conditions
None

Supporting Data

1. (S.7.2) Updated post-approval stability protocol and stability commitment.
2. (S8.7.3) Results of stability testing generated on at least two pilot and/or commercial scale batches with
stability data to support the proposed re-test period or shelf life.

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
12. Change in the labelled storage conditions for the None 1 Annual
drug substance, involving: addition/deletion of a Notification

cautionary statement or relaxation/tightening of a
temperature criterion (e.g., from 15-25°C to 15-
30°C)

Conditions

None

Supporting Data

1. (S.7.3) If applicable, stability testing results to support the change to the storage conditions on not less than
two (2) lots (pilot or commercial scale).

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
13. Change to the post-approval stability protocol or None 1-2 Annual
stability commitment Notification
Conditions
None

Supporting Data

1. (S.7.1) Justification of the change to the post-approval stability protocol or stability commitment.
2. (8.7.2) QC approved updated post-approval stability protocol and stability commitment.
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3.2.P DRUG PRODUCT

3.2.P.1 Description and Composition of the Drug Product

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
14. Addition of a dosage form or strength None 1-16 Supplement
Conditions
None

Supporting Data

1. (1,5) Supporting clinical or comparative bioavailability data, in vitro in vivo correlation (IVIVC) data or a
request for a waiver of in vivo studies, e.g.:

- when the changes in excipients for a new strength of an immediate release solid oral dosage form
containing a single drug substance, expressed as percentage (w/w) of total formulation, are greater than
the ranges outlined in Appendix 6: supporting clinical or comparative bioavailability data and in vitro
data to be included in CTD modules 1,5);

- when the changes in excipients for new strength of an immediate release solid oral dosage form
containing a single drug substance, expressed as percentage (w/w) of total formulation, are less than or
equal to the ranges outlined in Appendix 6: supporting in vitro data to be included in CTD modules 1,5).

2. (1.2.5) GMP and Establishment License (EL) Information (e.g. Confirmation of a satisfactory GMP rating by

the Inspectorate).

(1.2.6) Letters of Access if Drug Master Files (DMFs), are submitted for new excipients.

4. (1.3) Product Monograph [e.g., Where applicable, Title Page, Storage and Stability (Part I), Dosage Forms,
Composition and Packaging (Part I), and Pharmaceutical Information (Part IT) section] and Inner and Outer
Labels.

5. (S) Confirmation that the information on the drug substance has not changed [e.g., cross reference(s) should
be provided to the previously approved drug submission, including brand name of the drug product,
manufacturer's/sponsor's name, submission type, control number, date approved].

6. (P.1) Description and composition of the dosage form.

7. (P.2) Where applicable, information on Pharmaceutical Development including discussion on the components
of the drug product (e.g., choice of excipients, compatibility of drug substance and excipients), comparative
in vitro testing (e.g., multi-point dissolution profiles in the release medium for solid dosage units) for the
approved and proposed products, discussion of any in vitro and/or in vivo studies.

8. (P.3) Batch Formula, Description of Manufacturing Process and Process Controls, Controls of Critical Steps
and Intermediates,

9. (P 3.5) QC approved Process validation protocol of the proposed drug product. In addition, for a sterile drug
product, evidence of process validation and/or evaluation studies for sterilization procedures.

10. (P.4) Control of Excipients, if new excipients are proposed (e.g., specifications, confirmation that none of the
excipients are prohibited by the Food and Drug Regulations).

11. (P.5) Specification(s), Analytical Procedures (if new analytical methods are used), Validation of Analytical
Procedures (if new analytical methods are used), Batch Analyses (certificate of analyses for a minimum of
one (1) pilot scale batch per strength).

12. (P.7) Discussion (including description, materials of construction, summary of specifications) on the
container closure system, if any of the components have changed.

13. (P.8.1) Stability Summary and Conclusions (minimum of two pilot scale batches), results of a minimum of
six (6) months of accelerated (or intermediate as appropriate) and six (6) months of long term testing of the

[98)
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14.

15.
16.

proposed drug product; (bracketing and matrixing for multiple strengths and packaging components could be
applied, if scientifically justified).

(P.8.2) Updated post-approval stability protocols and stability commitments to place the first commercial
scale batch of each strength of the proposed product into the long term stability programme (bracketing and
matrixing for multiple strengths and packaging components could be applied, if scientifically justified).
(R.1) Executed Production Documents for one batch of each new dosage form or strength.

Additional documentation may be required in certain situations, (e.g., complexity of the dosage form, ICH
guidance, new scientific evidence, clinical requirements).
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Description of Change Conditions to be Supporting Reporting

Fulfilled Data Category

15. Change in the composition of a solution dosage None 1-13 Supplement

form
1-8 2-13 Annual

Notification

Conditions

1.

wh e

i

The changes in excipients of the approved and proposed drug products are considered to be qualitatively the
same and quantitatively essentially the same (For the purposes of this document, essentially the same would
be interpreted as the amount (or concentration) of each excipient in the test product to be within +£10% of the
amount (or concentration) of each excipient in the reference product, as defined in the Health Canada
guidance document Pharmaceutical Quality of Aqueous Solutions).

The proposed excipient(s) does/do not function to affect the absorption of the drug substance.

The proposed excipient(s) does/do not function to affect the solubility of the drug substance.

The proposed excipient(s) does/do not function as a preservative.

No change in the specifications of the drug product other than changes to comply with a Schedule B
monograph.

No change to the physical characteristics of the drug product (e.g., viscosity, pH, osmolality).

The change does not concern a sterile drug product.

The change concerns a drug product that contains drug substances that are discrete chemical entities (i.e., this
does not include polymeric complexes).

Supporting Data

1.

[o8)

8.

9.

10. (P.5) Batch Analyses (certificate of analyses for a minimum of one pilot scale batch per strength).

(1,5) Supporting clinical or comparative bioavailability data or a request for a waiver of in vivo studies, e.g.:

- when the changes in excipients are not considered to be qualitatively the same and quantitatively
essentially the same: supporting clinical or comparative bioavailability data and in vitro data on the
physicochemical properties;

- when the changes in excipients are considered to be qualitatively the same and quantitatively essentially
the same: supporting in vitro data on the physicochemical properties.

(1.2.6) Letters of Access if Drug Master Files (DMFs), are submitted for new excipients.

(1.3.1) Product Monograph (Title page, "Dosage Forms, Composition, and Packaging" section).

(S) Confirmation that the information on the drug substance has not changed [e.g., cross reference(s) should

be provided to the previously approved drug submission, including brand name of the drug product,

manufacturer's/sponsor's name, submission type, control number, date approved.]

(P.1) Description and composition of the dosage form.

(P.2) Discussion of the components of the drug product (e.g., choice of excipients, compatibility of drug

substance and excipients), comparative in Vitro testing on the physicochemical properties for the approved

and proposed products, discussion of any in vitro and/or in vivo studies, results of preservative effectiveness

testing (if applicable).

(P.3) Batch Formula, Description of Manufacturing Process and Process Controls, Controls of Critical

Steps and Intermediates.

(P 3.5) QC approved Process validation protocol of the proposed drug product. In addition, for a sterile

drug product, evidence of process validation and/or evaluation studies for sterilization procedures.

(P.4) Control of Excipients, if new excipients are proposed (e.g., specifications, confirmation that none of the

excipients are prohibited by the Food and Drug Regulations).
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11. (P.8.1) Stability Summary and Conclusions (minimum of two pilot scale batches), e.g.:

- when the changes in excipients are not considered to be qualitatively the same and quantitatively
essentially the same: results of a minimum of three (3) months of accelerated (or intermediate as
appropriate) and three (3) months of long term testing of the proposed drug product;

- when the changes in excipients are considered to be qualitatively the same and quantitatively essentially
the same: stability data at the time of filing would not be necessary (see P.8.2 below) (bracketing and
matrixing for multiple strengths and packaging components could be applied, if scientifically justified).

12. (P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of each strength of the proposed product into the long term stability programme (bracketing and
matrixing for multiple strengths and packaging components could be applied, if scientifically justified).

13. (R.1) Executed Production Documents for one batch representative of each strength of the proposed product.
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
16. Change in the composition of an immediate release | None 1-13 Supplement
dosage form including film-coating, colours,
flavours and printing inks. (Film coating could be | 1-8 2-7,9-13 Annual
for enhancing appearance, masking taste and/or Notification

ensuring stability)

Conditions

1.

N

Noankw

The changes in excipients of the approved and proposed drug products are considered to be qualitatively the
same.

The quantitative changes in excipients, expressed as percentage (w/w) of total formulation, are less than or
equal to the ranges outlined in Appendix 6.

The change does not affect performance characteristics of the drug product (e.g. release rate).

The proposed excipient(s) does/do not function to affect the absorption of the drug substance.

The proposed excipient(s) does/do not function to affect the solubility of the drug substance.

The proposed excipient(s) does/do not function as a preservative.

No change in the specifications of the drug product other than appearance and changes to comply with a
Schedule B monograph

The change concerns a drug product that contains drug substances that are discrete chemical entities (i.e., this
does not include polymeric complexes).

Supporting Data

1.

W

hd

(1,5) Supporting clinical or comparative bioavailability data or a request for a waiver of in vivo studies (to be

included in CTD modules 1,5), e.g.:

- when the changes in excipients, expressed as percentage (w/w) of total formulation, are greater than the
ranges outlined in Appendix 6: supporting clinical or comparative bioavailability data and in vitro data;

- when the changes in excipients, expressed as percentage (w/w) of total formulation, are less than or equal
to the ranges outlined in Appendix 6: supporting in vitro data.

(1.2.6) Letters of Access if Drug Master Files (DMFs) are submitted for new excipients.

(1.3.1) Product Monograph (Title page, "Dosage Forms, Composition, and Packaging" section).

(S) Confirmation that the information on the drug substance has not changed [e.g., cross reference(s) should

be provided to the previously approved drug submission, including brand name of the drug product,

manufacturer's/sponsor's name, submission type, control number, date approved].

(P.1) Description and composition of the dosage form.

(P.2) Discussion of the components of the drug product (e.g., choice of excipients, compatibility of drug

substance and excipients), comparative in vitro testing where applicable [e.g., depending on the solubility and

permeability of the drug (refer to Appendix 5), multi-point dissolution profiles in either the release medium

or in multiple media covering the physiological pH range] for the approved and proposed products,

discussion of any in vitro and/or in vivo studies, results of preservative effectiveness testing (if applicable).

Comparative in vitro dissolution tests are normally not expected for changes in colours, flavours and printing

inks.

(P.3) Batch Formula, Description of Manufacturing Process and Process Controls, Controls of Critical Steps

and Intermediates, Process Validation and/or Evaluation.

(P 3.5) QC approved Process validation protocol of the proposed drug product. In addition, for a sterile

drug product, evidence of process validation and/or evaluation studies for sterilization procedures.

(P.4) Control of Excipients, if new excipients are proposed (e.g., specifications, confirmation that none of the
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excipients are prohibited by the Food and Drug Regulations).

10. (P.5) Specification(s) and Batch Analyses (certificate of analyses for a minimum of one pilot scale batch per
strength).

11. (P.8.1) Stability Summary and Conclusions (minimum of two pilot scale batches) results of a minimum of
three (3) months of accelerated (or intermediate as appropriate) and three (3) months of long term testing of
the proposed drug product; (bracketing and matrixing for multiple strengths and packaging components could
be applied, if scientifically justified).

12. (P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of each strength of the proposed product into the long term stability programme (bracketing and
matrixing for multiple strengths and packaging components could be applied, if scientifically justified).

13. (R.1) Executed Production Documents for one batch representative of each strength of the proposed product.
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
17. Change in the composition (qualitative or None 1-13 Supplement
quantitative) in the release controlling agent of a .
modified release dosage form (for changes in other | 1-2 (quantitative 2-8,10-13 Annual
excipients in a modified release dosage form, refer | changes only) Notification

to change example #16)

Conditions

1.

2.

The change is only quantitative and is within parameters established by an in vitro in vivo correlation
previously approved by Health Canada in the original (S)NDS/(S)ANDS.

No change in the specifications of the drug product other than appearance and changes to comply with a
Schedule B monograph.

Supporting Data

1.

(O8]

10.

11.

12.

13.

(1.5) Supporting clinical or comparative bioavailability data (the supporting clinical or comparative

bioavailability data may be waived if an acceptable in vitro in vivo correlation has been established).

(1.2.6) Letters of Access if Drug Master Files (DMFs) are submitted for new excipients.

(1.3.1) Product Monograph (Title page, "Dosage Forms, Composition, and Packaging" section).

(S) Confirmation that the information on the drug substance has not changed [e.g., cross reference(s) should

be provided to the previously approved drug submission, including brand name of the drug product,

manufacturer's/sponsor's name, submission type, control number, date approved.]

(P.1) Description and composition of the dosage form.

(P.2) Discussion of the components of the drug product (e.g., choice of excipients, compatibility of drug

substance and excipients), comparative in vitro testing [e.g., depending on the mechanism for drug release

(extended or delayed), drug release profiles in multi-media or using different agitation speeds] for the

approved and proposed products, discussion of any in vitro and/or in vivo studies, results of preservative

effectiveness testing (if applicable).

(P.3) Batch Formula, Description of Manufacturing Process and Process Controls, Controls of Critical Steps

and Intermediates.

(P 3.5) QC approved Process validation protocol of the proposed drug product. In addition, for s sterile drug

product, evidence of process validation and/or evaluation studies for sterilization procedures.

(P.4) Control of Excipients, if new excipients are proposed_(e.g., specifications, confirmation that none of

the excipients are prohibited by the Food and Drug Regulations).

(P.5) Specification(s) and Batch Analyses (certificate of analyses for a minimum of one pilot scale batch per

strength).

(P.8.1) Stability Summary and Conclusions (minimum of two pilot scale batches), e.g.:

- results of a minimum of three (3) months of accelerated (or intermediate as appropriate) and three (3)
months of long term testing of the proposed drug product; (bracketing and matrixing for multiple
strengths and packaging components could be applied, if scientifically justified).

(P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale

batch of each strength of the proposed product into the long term stability programme (bracketing and

matrixing for multiple strengths and packaging components could be applied, if scientifically justified).

(R.1) Executed Production Documents for one batch of each strength.
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
18. Change to product markings, involving a change in | 1 1-3 Annual
embossing, debossing, or engraving (except Notification

scorelines/break lines) (e.g., plain tablet to
engraved, engraved to plain, change in engraving)
or a change in imprinting (e.g., plain tablet/capsule
to imprinted tablet/capsule)

Conditions

1. The change does not affect the performance characteristics (e.g., release rate) of the drug product.

Supporting Data

1. (1.3.1) Product Monograph (Title page, "Dosage Forms, Composition, and Packaging" sections).
2. (P.5) Specification(s) and Batch Analyses (certificate of analyses for a minimum of one pilot scale batch per

strength).

(P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of each strength of the proposed product into the long term stability programme (bracketing and
matrixing for multiple strengths and packaging components could be applied, if scientifically justified).

30
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category

19. Change in scoring configuration, involving:

a. addition of a scoreline 1-4 1-6 Annual
Notification

b. deletion of a scoreline 1-4 1,4-6 Annual
Notification

Conditions

1. The change does not affect the performance characteristics (e.g., release rate) of the drug product.

2. Changes to the drug product specifications are those necessitated only by the change to the scoring.

3. The change does not concern a modified release drug product.

4. Addition or deletion of a score line to a generic product is consistent with a similar score line in the innovator

product (Canadian Reference Product).

Supporting Data

1.

(98

(1.3.1) Product Monograph (Title page, "Dosage Forms, Composition, and Packaging" sections).

(P.2) Comparative, multi-point dissolution profiles for the approved and proposed products performed using
the release conditions.

(P.2) Demonstration of the uniformity of the dosage units of the split tablets.

((P.5) Specification(s) and Batch Analyses (certificate of analyses for a minimum of one pilot scale batch per
strength).

(P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of each strength of the proposed product into the long term stability programme (bracketing and
matrixing for multiple strengths and packaging components could be applied, if scientifically justified).

(R.1) Executed Production Documents for one batch representative of each strength of the proposed product.
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
20. Change in shape or dimensions of tablets, capsules, | 1-3 1-6 Annual
suppositories or pessaries Notification
Conditions
1. No change in the qualitative and quantitative composition and mean mass or fill weight.

3.

Changes to the drug product specifications are those necessitated by the change to the drug product shape or
dimensions.
The change does not affect the performance characteristics (e.g., release rate) of a drug product.

Supporting Data

1. (1.3.1) Product Monograph (Title page, "Dosage Forms, Composition, and Packaging" sections).

(P.2) Discussion of the differences in manufacturing process(es) between the approved and proposed products
and the potential impact on product performance.

3. (P.2) Comparative, multi-point dissolution profiles for the approved and proposed products performed using
the release conditions.

4. (P.5) Specification(s).

5. (P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of each strength of the proposed product into the long term stability programme (bracketing and
matrixing for multiple strengths and packaging components could be applied, if scientifically justified).

6. (R.1) Executed Production Documents for one batch representative of each strength of the proposed product.
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
21. Change in diluent, involving:
a. replacement or addition of a diluent for a None 1-12 Supplement
lyophilized powder or concentrated solution
b. deletion of a diluent None 2 Annual
Notification
Conditions
None

Supporting Data

1.

10.

11

12.

(1.2.6) Letters of Access if Drug Master Files (DMFs) are submitted for new excipients.

(1.3) Product Monograph [e.g., Where applicable, Title Page, Storage and Stability (Part I), Dosage Forms,
Composition and Packaging (Part )] and Inner and Outer Labels.

(S) Confirmation that the information on the drug substance has not changed [e.g., cross reference(s) should
be provided to the previously approved drug submission, including brand name of the drug product,
manufacturer's/sponsor's name, submission type, control number, date approved.]

(P.1) Description and composition of the diluent if it is included with the product.

(P.2) Discussion of the components of the drug product, as appropriate (e.g., choice of excipients,
compatibility of the drug product with the diluent with respect to appearance, pH, assay, degradation
products, extractables/leachables profile and particulate matter).

(P.3) Batch Formula, Description of Manufacturing Process and Process Controls, Controls of Critical Steps
and Intermediates, Process Validation and/or Evaluation and testing standards for the diluent if it is included
with the product.

(P.4) Control of Excipients, if new excipients are proposed (e.g., specifications, confirmation that none of the
excipients are prohibited by the Food and Drug Regulations).

(P.5) Batch Analyses (certificate of analyses for a minimum of one pilot scale batch of the diluent if it is
included with the product.)

(P.7) Discussion (including description, materials of construction of the container closure system,
compatibility studies for the diluent if it is included with the product).

(P.8.1) Stability Summary and Conclusions: results for two pilot scale batches of a minimum of three (3)
months of accelerated (or intermediate as appropriate) and three (3) months of long term testing of the diluent
if it is included with the product.

(P.8.2) Updated post-approval stability protocol and stability commitment for the diluent if it is included with
the product.

(R.1) Executed Production Documents for one batch of the diluent, if it is included with the product.
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3.2.P.2 Pharmaceutical Development

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
22. Change in the approved design space, involving:
a. establishment of a new design space None 1 Supplement
b. expansion of the approved design space None 1 Supplement
c. reduction in the approved design space (any None 1 Annual
change that reduces or limits the range of Notification

parameters used to define the design space)

d. process parametric release None 1 Supplement

Conditions

None

Supporting Data

1. (P.2) Pharmaceutical development data to support the establishment or changes to the design space (including
changes to process parametric release for sterile products).
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3.2.P.3 Manufacture

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
23. Replacement or addition of a drug product manufacturer / manufacturing site, involving
a. production of a modified release or a sterile drug None 1-6,8-10 Supplement
product; or
production of an immediate release product that
does not meet the conditions for Annual
Notification
b. production of an immediate release product (e.g., 1-4 2-5,8-11 Annual
tablet, capsule, liquids, semi-solids) Notification
c. primary packaging 1-3 2-3,5-6,9 Annual
Notification
d. testing (e.g., release, stability) 3 2-3,5,7-8 Annual
Notification
e. storage and distribution 3 2-3 Annual
Notification
Conditions
1. No Level 1 change in the Batch Formula, Description of Manufacturing Process, Equipment Class and
Process Controls, Controls of Critical Steps and Intermediates, or Drug Product Specifications.
2. No Level 1 change in the container closure system.
3. The proposed facility has a current satisfactory GMP rating as determined by HPFB Inspectorate or is
included in the EL.
4. Three consecutive production scale batches have been successfully validated at the proposed site as per QC

approved validation protocol. [Concurrent validation of three production scale batches would be acceptable
for orphan drugs and low volume drug products (e.g. only two batches manufactured per year)].

Supporting Data

1.

2.

(1,5) Supporting clinical or comparative bioavailability data (the supporting clinical or comparative
bioavailability data may be waived if an acceptable in vivo/in vitro correlation has been established).

(1.2.5) GMP and Establishment License (EL) Information (e.g. Confirmation of a satisfactory GMP rating by
the Inspectorate).

(P) Confirmation that information on the drug product has not changed as a result of the submission (e.g.,
other that change in site).

(P.2) Comparative in vitro testing (e.g., multi-point dissolution profiles in the release medium for solid
dosage units, comparative diffusion test results for semi-solids) for one batch of each strength of the approved
and of the product produced at the new site (bracketing and matrixing for multiple strengths and packaging
components could be applied, if scientifically justified). See Appendix 5 for additional detail.

(P.3.1) Name, address, and responsibility of the proposed production site or facility involved in
manufacturing and/or testing and/or storage and distribution.

(P.3.5) QC approved Process validation protocol of the proposed drug product. In addition, for a sterile drug
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product, evidence of process validation and/or evaluation studies for sterilization procedures.

7. (P.5.3) Copies or summaries of validation/ method transfer reports, which demonstrate equivalency of
analytical procedures to be used at the proposed testing site.

8. (P.5.4) Certificate of analyses for one commercial scale batch (bracketing and matrixing for multiple
strengths and packaging components could be applied, if scientifically justified).

9. (P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of each strength of the product produced at the new site into the long term stability programme
(bracketing and matrixing for multiple strengths and packaging components could be applied, if scientifically
justified).

10. (R.1) Executed Production Documents for one batch representative of each strength of the proposed product.

11. (P 3.5) Process validation data on three consecutive commercial scale batches and confirmation that the
results are in accordance with the QC approved validation protocol. [Concurrent validation of three
commercial scale batches would be acceptable for orphan drugs and low volume drug products (e.g. only two
batches manufactured per year)].
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category

24. Change in the batch size for the drug product, involving:

a. increase in batch size beyond a factor of ten (10) None 1-7 Supplement
times for a Modified Release product

b. increase in batch size up to and including a factor | 4 2-3,5-8 Annual
of ten (10) times for a Modified Release product Notification

c. increase in batch size of an immediate release 1-5 2-3,5-8 Annual
product (e.g., tablet, capsule, liquid, sterile product, Notification
semi-solid)

d. adownscaling in the batch size 1-3,5 2-7 Annual

Notification

Conditions

1. Any changes to the manufacturing process and/or to the in-process controls are only those necessitated by the
change in batch size, (e.g., use of different sized equipment.)

2. The change should not be a result of unexpected events, resulting in failure to meet specifications, arisen
during manufacture, or because of stability concerns.

3. The change in batch size is in comparison to the pivotal clinical/biobatch or to the approved and validated
commercial scale batches.

4. Three consecutive production scale batches have been successfully validated as per QC approved validation
protocol [Concurrent validation of three production scale batches would be acceptable for orphan drugs and
low volume drug products (e.g. only two batches manufactured per year)].

5. The change does not affect the sterilization parameters of a sterile drug product.

Supporting Data

2

1.

(1,5) Supporting clinical or comparative bioavailability data (the supporting clinical or comparative
bioavailability data may be waived if an acceptable in vivo/in vitro correlation has been established).

(P.2) Comparative in vitro testing (e.g., multi-point dissolution profiles in the release medium for solid
dosage units, comparative diffusion test results for semi-solids) for one batch of each strength of the approved
and at the proposed scale.

(P.3.2) Batch formula of the proposed dosage form.

(P.3.5) QC approved process validation protocol of the proposed drug product. Confirmation that the
reference batch size has been previously validated as per approved process validation protocol. In addition,
for a sterile drug product, evidence of process validation and/or evaluation studies for sterilization
procedures.

(P.5.4) Description of the batches and summary of results for at least one commercial scale batch at the
proposed scale.

(P.8.2) Updated post-approval stability protocol (QC approved) and stability commitment to place the first
commercial scale batch of each strength at the proposed scale into the long term stability programme
(bracketing and matrixing for multiple strengths and packaging components could be applied, if scientifically
justified).

(R.1.2) Executed Production Documents for one batch representative of each strength of the proposed
product.
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8. (P 3.5) Process validation data on three consecutive commercial scale batches and confirmation that the
results are in accordance with the QC approved validation protocol [Concurrent validation of three
commercial scale batches would be acceptable for orphan drugs and low volume drug products (e.g. only two
batches manufactured per year)].
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
25.Change in the drug product manufacturing process None 1-9 Supplement
1-8 2-10 Annual
Notification
Conditions

1. The change does not require supporting in vivo data or does not require the filing of a request for a waiver of
in vivo studies.

2. The manufacturing processes for the approved and proposed products use the same principles (e.g., a change
from wet to dry granulation, from direct compression to wet/dry granulation or vice versa would be
considered a change in manufacturing principle).

3. Changes to equipment, operating procedures, and process controls, are minor/non-critical. The equipment
used in critical-processes to produce the proposed product may vary in capacity, but are of the same class and
operating principles.

4. The change is not the result of unexpected events, resulting in failure to meet specifications, arising during
scale-up/manufacture or because of stability concerns.

5. The change does not involve the packaging or labelling where the primary packaging provides a metering
and/or delivery function.

6. Three consecutive commercial scale batches have been successfully validated as per QC approved validation
protocol; condition could be waived with justification for minor/non-critical changes as outlined in condition
#3. [Concurrent validation of three commercial scale batches would be acceptable for orphan drugs and low
volume drug products (e.g. only two batches manufactured per year)].

7. The change is minor/non-critical and does not affect the performance characteristics (e.g., release rate) of a
modified release drug product.

8. The change is minor/non-critical and does not affect the sterilization parameters of a sterile drug product.

Supporting Data

1. (1,5) Supporting clinical or comparative bioavailability data, where applicable, or a request for a waiver of in
vivo studies, e.g.:

- for a change using different manufacturing principles (e.g., a change from wet to dry granulation, from
direct compression to wet/dry granulation or vice versa would be considered a change in manufacturing
principle.)

2. (S) Confirmation that the information on the drug substance has not changed [e.g., cross reference(s) should
be provided to the previously approved drug submission, including brand name of the drug product,
manufacturer's/sponsor's name, submission type, control number, date approved.]

3. (P.2) Discussion of the development of the manufacturing process, where applicable, comparative in vitro
testing (e.g., multi-point dissolution profiles in the release medium for solid dosage units, comparative
diffusion test results for semi-solids) for the approved and proposed products, discussion of any in vitro
and/or in vivo studies, where applicable.

4. (P.3) Batch Formula, Description of Manufacturing Process and Process Controls, Controls of Critical Steps
and Intermediates,

5. (P 3.5) QC approved Process validation protocol of the proposed drug product. In addition, for a sterile drug
product, evidence of process validation and/or evaluation studies for sterilization procedures.

6. (P.5) Specification(s) (if specification(s) have changed), Batch Analyses (certificate of analyses for one
commercial scale batch per strength).
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10.

(P.8.1) Stability Summary and Conclusions, e.g.:

- for a major change to the manufacturing process (e.g., change in equipment class or manufacturing
principles): results for two pilot scale batches of a minimum of three (3) months of accelerated (or
intermediate as appropriate) and three (3) months of long term testing of the proposed drug product;

- for a minor change to the manufacturing process (e.g., change in mixer stirring speed): stability data at
the time of filing would not be necessary (see P.8.2 below) (bracketing and matrixing for multiple
strengths and packaging components could be applied, if scientifically justified).

(P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale

batch of each strength of the proposed product into the long term stability programme (bracketing and

matrixing for multiple strengths and packaging components could be applied, if scientifically justified).

(R.1.2) Executed Production Documents for one batch representative of each strength of the proposed

product.

(P 3.5) Process validation data on three consecutive commercial scale batches and confirmation that the

results are in accordance with the QC approved validation protocol; supporting data could be waived with

justification for minor/non-critical changes as outlined in condition #3. [Concurrent validation of three
commercial scale batches would be acceptable for orphan drugs and low volume drug products (e.g. only two
batches manufactured per year)].
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
26. Change in the controls (in-process tests and/or acceptance criteria) applied during the manufacturing process

or on intermediates

a. deletion of a test 1,4-5 1,4 Annual
Notification

b. replacement or addition of a test 1-4,6 1-4 Annual
Notification

c. relaxation or tightening of an acceptance criterion | 1,4 1-4 Annual
Notification

Conditions

1. The change is not necessitated by unexpected events, resulting in failure to meet specifications, arising during
manufacture or because of stability concerns.

2. The change is within the range of approved acceptance criteria (applies to replacement, not to addition of a
test, where applicable).

3. Any new analytical procedure does not concern a novel, non-standard technique or a standard technique used
in a novel way.

4. The change does not affect the sterilization parameters or procedures of a sterile drug product.

5. The deleted analytical procedure has been demonstrated to be redundant with respect to the remaining
analytical procedures (e.g., colour), and does not pertain to a critical quality attribute of the product (e.g.,
blend uniformity, weight variation).

6. The replaced or added analytical procedure maintains or tightens precision, accuracy, specificity and

sensitivity.

Supporting Data

1.

(P.3.3) Description of the proposed process controls or acceptance criteria of the critical steps and
intermediates.

(P.3.5) QC approved process validation and/or evaluation studies or the proposed validation protocol of the
proposed drug product, where appropriate.

(P.5.4) Description of the batches, and summary of results, for at least one commercial scale batch.

(R.1.2) Executed Production Documents for one batch representative of each strength of the proposed product
or Master Production Documents.
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
27. Change in the approved protocol for process 1-2 1 Annual
validation and/or evaluation studies Notification

Conditions

1. The change does not concern the critical process parameters and controls of a drug product.
2. The change does not affect the sterilization procedures of a sterile drug product.

Supporting Data

proposed drug product.

1. (P.3.5) QC approved Process validation and/or evaluation studies or the revised validation protocol of the
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3.2.P.4 Control of Excipients

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category

28. Change in the source of an excipient from a None 2-4 Supplement
vegetable source, synthetic source, or non-TSE
(e.g., animal) to a TSE risk (e.g., animal) source, or | | 2-4 A.nnuall
from a TSE risk (e.g., animal) to a different TSE Notification
risk (e.g., animal source)

29. Change in the source of an excipient from a TSE None 1,3 Annual
risk (e.g., animal) source to a vegetable or synthetic Notification
source

Conditions

1. The change of source is supported by a valid TSE Certificate of Suitability (CEP) issued by the EDQM or
excipient is obtained from a previously approved source.

Supporting Data

1. Declaration from the manufacturer of the excipient that it is entirely of vegetable or synthetic origin.
Details of the source of the excipient (animal species, country of origin) and the steps undertaken in
processing to minimize the risk of TSE exposure.

3. Information demonstrating comparability in terms of physico-chemical characterization of the proposed
excipient with the approved excipient.

4. TSE Certificate of Suitability (CEP) issued by the EDQM, if available, or satisfactory BSE/TSE risk
assessment on proposed excipient).
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3.2.P.5 Control of Drug Product

pharmacopoeial standard) or change in the
specification for the drug product to comply with

an updated Schedule B pharmacopoeial monograph

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
30. Change in the standard claimed for the drug product | 1-2 1-5 Annual
(e.g., from a Professed to Schedule B Notification

Conditions

1. The change is made exclusively to comply with the pharmacopoeia.
2. No change to the specification that results in a potential impact on the performance of the drug product.

Supporting Data

1. (1.3) Product Monograph [e.g., Where applicable, Title Page, Composition and Packaging (Part I), and
Pharmaceutical Information (Part II) section] and Inner and Outer Labels.

2. (P.5.1) Updated, QC approved, proposed drug product specification.

3. (P.5.3) Where a House analytical procedure is used and a Schedule B standard is claimed, results of an
equivalency study between the House and compendial methods.

4. (P.5.4) Description of the batches, certificates of analyses, and summary of results, for at least one batches
(minimum pilot scale) of the drug product tested according to the proposed specification.

5. (P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of each strength of the proposed product into the long term stability programme (bracketing and
matrixing for multiple strengths and packaging components could be applied, if scientifically justified).
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
31. Change in the specification for the drug product tests and acceptance criteria, involving:
a. for sterile products, replacing the sterility test with | None 1-2,5,7-8 Supplement
process parametric release
b. deletion of a test 1,5-7 2,8 Annual
Notification
c. replacement or addition of a test 1-4,6-7 2-6,8 Annual
Notification
d. relaxation of an acceptance criterion 1,4,6-8 2,5-6,8 Annual
Notification
e. tightening of an acceptance criterion None 2,8 Annual
Notification
Conditions
1. The change is not necessitated by unexpected events, resulting in failure to meet specifications, arising during
manufacture or because of stability concerns.
2. The change is within the range of approved acceptance criteria (applies to replacement, not to addition of a
test, where applicable).
3. Any new analytical procedure does not concern a novel, non-standard technique or a standard technique used
in a novel way.
4. No change in the assay limits and no change in the impurity profile that impacts safety of the drug product.
5. The deleted test has been demonstrated to be either redundant with respect to the remaining tests and/or does
not impact the safety or overall quality of the product [e.g. removal of an organic volatile solvent test after at
least ten (10) commercial scale batches tested and meet approved acceptance criteria, or provide valid
scientific justification].
6. The change to the specifications does not affect the performance of the drug product including drug release
(dissolution) specification for modified release products.
7. The change does not concern sterility testing.
8. The relaxed criterion is in accordance with Schedule B compendial monograph.

Supporting Data

MIE NS

o

(P.3.5) Process validation results.

(P.5.1) Updated, QC approved, proposed drug product specification.

(P.5.2) Copies or summaries of analytical procedures, if new analytical procedures are used.

(P.5.3) Copies or summaries of validation reports, if new analytical procedures are used.

(P.5.3) Where a House analytical procedure is used and a Schedule B standard is claimed, results of an
equivalency study between the House and compendial methods.

(P.5.4) Description of the batches, and summary of results, for at least one (minimum pilot scale) of the drug
product tested according to the proposed specification.

(P.5.4) Description of the batches, and summary of results, of a sufficient number of batches (at least 10
commercial scale batches) to support the process parametric release.

(P.5.6) Justification of the proposed drug product specification (e.g., demonstration of the suitability to
control the drug product, including degradation products).
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
32. Change in the specification for the drug product, for analytical procedures involving:

a. deletion of an analytical procedure 5-6 1,6 Annual
Notification

b. replacement, alternate, or additional analytical 1-5 1-6 Annual
procedure Notification

c. change from a House analytical procedure to a 1,3 1-6 Annual
Schedule B analytical procedure or a change from Notification

an approved compendial analytical procedure to an
harmonized compendial procedure

Conditions

1. No change in the approved acceptance criteria other than those permitted by the Schedule B monograph.
The method of analysis is based on the same analytical technique or principle and no new impurities are
detected.

3. Results of method validation demonstrate that the proposed analytical procedure is at least equivalent to the
approved analytical procedure.

4. Any new analytical procedure does not concern a novel, non-standard technique or a standard technique used
in a novel way.

5. The change does not concern sterility testing or does not impact the dissolution test condition (e.g., apparatus,
speed, medium) for a modified release product.

6. The deleted analytical procedure has been demonstrated to be redundant with respect to the remaining
analytical procedures for the same test and does not impact the safety or overall quality of the product.

Supporting Data

(P.5.1) Updated, QC approved, proposed drug product specification.

(P.5.2) Copies or summaries of analytical procedures, if new analytical procedures are used.

(P.5.3) Copies or summaries of validation reports, if new analytical procedures are used.

(P.5.3) Where a House analytical procedure is used and a Schedule B standard is claimed, results of an

equivalency study between the House and compendial methods.

5. (P.5.4) Description of the batches, and summary of results, for at least one (1) batch (minimum pilot scale) of
the drug product tested according to the proposed specification, if applicable.

6. (P.5.6) Justification of the proposed drug product specification (e.g., demonstration of the suitability to

control the drug product, including degradation products), if applicable.

bl
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3.2.P.7 Container Closure System

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category

33. Replacement or addition of a primary container closure system for:

a. sterile drug products None 1-6 Supplement

b. other products 1-2 1-2,4-6 Annual
Notification

Conditions

1. No change in the type of container closure (e.g. from HDPE to PET).

2. The change does not concern a container closure that functions to meter the drug product (e.g., inhalation

product).

Supporting Data

1.

2.

(1.3) Product Monograph [e.g., Where applicable, Title Page, Storage and Stability (Part I), Dosage Forms,
Composition and Packaging (Part I)] and Inner and Outer Labels.

(P.2) Data demonstrating the suitability of the container closure system (e.g., extractable/leachable testing,
permeation testing, light transmission). For changes to functional packaging, data to demonstrate that the
functioning of the new packaging is equivalent to that previously approved.

(P.3.5) For sterile products, process validation and/or evaluation studies. Evidence of process validation for
sterilization processes for the container/closure.

(P.7) Information on the proposed container closure system (e.g., description, materials of construction of
primary packaging components, specifications, including results of transportation studies, if appropriate).
(P.8.1) Stability Summary and Conclusions, results of a minimum two (2) pilot scale, of three (3) months of
accelerated (or intermediate as appropriate) and three (3) months of long term testing and, where applicable,
results of photostability studies; (bracketing and matrixing for multiple strengths and packaging components
could be applied, if scientifically justified).

(P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of each strength of the proposed product into the long term stability programme (bracketing and
matrixing for multiple strengths and packaging components could be applied, if scientifically justified).
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category

34. Change in the package size, involving:

a. change in the fill weight / fill volume 1-3 1-6 Annual
Notification
b. change in the number of units (e.g., tablets, 1,3 1-6 Annual
capsules) per package Notification
Conditions

1. No change in the type of container closure or materials of construction.

2. The change does not impact the sterilization procedures of a sterile drug product or a container closure that
functions to meter an inhalation drug product.

3. The change is consistent with the posology and treatment duration.

Supporting Data

1. (1.3) Product Monograph [e.g., Where applicable, Title Page, Storage and Stability (Part I), Dosage Forms,
Composition and Packaging (Part I)] and Inner and Outer Labels.

2. (P.2) Data demonstrating the suitability of the container closure system (e.g., extractable/leachable testing,
permeation testing, light transmission). For changes to functional packaging, data to demonstrate that the
functioning of the new packaging is equivalent to that previously approved.

3. (P.3.5) For sterile products, process validation and/or evaluation studies. Evidence of process validation for
sterilization processes for the container/closure.

4. (P.7) Information on the proposed container closure system (e.g., description, materials of construction of
primary packaging components, specifications, including results of transportation studies, if appropriate).

5. (P.8.1) Stability Summary and Conclusions, results of a minimum two (2) pilot scale, of three (3) months of
accelerated (or intermediate as appropriate) and three (3) months of long term testing and, where applicable,
results of photostability studies (bracketing and matrixing for multiple strengths and packaging components
could be applied, if scientifically justified).

6. (P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of each strength of the proposed product into the long term stability programme (bracketing and
matrixing for multiple strengths and packaging components could be applied, if scientifically justified).
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
35. Change in qualitative and/or quantitative 1-2 1-6 Annual
composition of any primary or functional Notification
secondary container closure component
Conditions
1. The proposed packaging is at least as protective as the approved packaging.

2.

The change does not impact the sterilization procedure of a sterile drug product.

Supporting Data

1.

2.

(1.3) Product Monograph [e.g., Where applicable, Title Page, Storage and Stability (Part I), Dosage Forms,
Composition and Packaging (Part I)] and Inner and Outer Labels.

(P.2) Data demonstrating the suitability of the container closure system (e.g., extractable/leachable testing,
permeation testing, light transmission). For changes to functional packaging, data to demonstrate that the
functioning of the new packaging is equivalent to that previously approved.

(P.3.5) Where appropriate, process validation and/or evaluation studies.

(P.7) Information on the proposed container closure system (e.g., description, materials of construction of
primary packaging components, specifications, including results of transportation studies, if appropriate).
(P.8.1) Stability Summary and Conclusions; results of a minimum of two (2) pilot scale batches, three (3)
months of accelerated (or intermediate as appropriate) and three (3) months of long term testing and, where
applicable, results of photostability studies (bracketing and matrixing for multiple strengths and packaging
components could be applied, if scientifically justified).

(P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of each strength of the proposed product into the long term stability programme (bracketing and
matrixing for multiple strengths and packaging components could be applied, if scientifically justified).
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
36. Change in the specification for a primary or None 1-2 Annual
functional secondary container closure component Notification
where there is no other change in the container
closure system

Conditions

None

Supporting Data

1. (P.7) Updated QC approved proposed specifications, including justification.
2. (P.7) Description of the analytical procedure and, if applicable, validation data.
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3.2.P.8 Stability

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
37. Change in the shelf life for the drug product, involving:
a. extension 1-4 1-5 Annual
Notification
b. reduction 1,3,5 1-6 Annual
Notification

Conditions

1. No change to the container closure system in direct contact with the drug product or to the recommended
storage conditions of the drug product.

2. Where the approved shelf life is less than 24 months and data for potency, purity and performance for the
proposed extension (not exceeding 24 months) does not exhibit significant trends for at least two (2) pilot
scale batches.
or
where the approved shelf life is at least 24 months, full long term stability data is available covering the
proposed shelf life and is based on stability data generated on at least three commercial scale batches.

3. Stability data was generated in accordance with the approved stability protocol.

4. Significant changes (as defined in ICH's Q1A guideline) were not observed in the stability data.

5. The reduction in shelf life is due to stability concern and sponsor’s assessment has determined that there is no

impact on patient safety with the revised shelf life or the reduction in shelf life was not due to stability
concern (e.g., business decision to streamline shelf in different regions).

Supporting Data

M

(P.8.1) Summary of stability testing and results (e.g., studies conducted, protocols used, results obtained).
(P.8.1) Proposed storage conditions and shelf life.

(P.8.2) Updated post-approval stability protocol and stability commitment.

(P.8.2) Justification of the change to the post-approval stability protocol or stability commitment.

(P.8.3) Results of stability testing in fulfilment of the aforementioned condition 2 (bracketing and matrixing
for multiple strengths and packaging components could be applied, if scientifically justified).

Investigation report in fulfilment of condition #5.
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
38.Change in the labelled conditions for drug product, or reconstituted/diluted product involving:
- storage conditions [relaxation/tightening of storage condition (e.g., temperature)]
- cautionary statement (addition/deletion)
a. for sterile products None 1-2 Supplement
b. for other products None 1-2 Annual
Notification

Conditions
None

Supporting Data

conditions.

1. (1.3) Product Monograph [e.g., Where applicable, Title Page, Composition and Packaging (Part I), and
Pharmaceutical Information (Part II) section] and Inner and Outer Labels.
2. (P.8.3) If applicable, stability and/or compatibility testing results to support the change to the storage

Description of Change Conditions to be | Supporting Reporting
Fulfilled Data Category
39. Change to the post-approval stability protocol or None 1-4 Annual
stability commitment Notification
Conditions
None

Supporting Data

1. (P.8.1) Proposed storage conditions and shelf life.
2. (P.8.2) Updated QC approved post-approval stability protocol and stability commitment.
3. (P.8.2) Justification of the change to the post-approval stability protocol or stability commitment.
4. (P.8.3) If applicable, stability testing results to support the change to the post-approval stability protocol or
stability commitment.
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Appendix 2: Quality Post-NOC Changes (Veterinary Drugs)

The Veterinary Drugs Directorate Appendix 2 to the Post-Notice of Compliance (NOC) Changes
Quality Guidance Document is intended to clarify the chemistry and manufacturing changes
relevant to the approved veterinary drugs. This Appendix 2 was developed by Health Canada in
consultation with their stakeholders.

The change examples presented below are intended to assist with the classification of changes
made to the Quality information. The information summarized in the tables provides
recommendations for:

(a) The conditions to be fulfilled for a given change to be classified as either a Level I, 11, or I1I
change. Ifthe conditions outlined for a given change are not fulfilled, the change is
automatically considered the next higher level of change. For example, if the conditions
recommended for a Level II - Notifiable Change are not fulfilled, the change is considered a
Level I - Supplement. Similarly, if the conditions recommended for a Level I - Supplement
are not fulfilled, the change would warrant the filing of an NDS or an ANDS;

(b) The supporting data for a given change, either to be submitted to Health Canada and/or
maintained by the sponsor. Where Master Production Documents are required, these
documents should be available in an official language (English or French), or a translation
from the original language.

(c) The reporting category (e.g., Supplement, Notifiable Change or Annual Notification).

Although the Common Technical Document (CTD) format is not applicable to veterinary drugs
submissions, but for convenience, the change examples are organized according to the structure
of the CTD.

Scope

The VDD Appendix 2 should facilitate sponsors’ submissions with respect to the chemistry and
manufacturing requirements of Division 8 of the Food and Drug Regulations.

The VDD Appendix 2 should neither be regarded as the only interpretation of the Guidance, nor
can it cover every conceivable case for changes to veterinary drugs. Alternative means of
complying with Appendix 2: Quality Post-NOC Changes (Veterinary Drugs) could be
considered using appropriate scientific justification. When in doubt, sponsors are encouraged to
contact the Veterinary Drugs Directorate (VDD) for further guidance.

Appendix 2: Quality Post-NOC Changes (Veterinary Drugs) supersede relevant sections of the
Guidance for Industry: Preparation of Veterinary New Drugs Submissions.
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Appendix 2: Quality Post-NOC Changes (Veterinary Drugs) is applicable to all veterinary drugs
that have a Notice of Compliance (NOC). It is not applicable to veterinary biologics (e.g.,
biological vaccines) regulated by the Canadian Food Inspection Agency (CFIA). For veterinary
biologics, please refer to applicable CFIA guidelines and policies.

When biotechnological tools (e.g., IDNA technology, gene targeting, DNA cloning) are used at
any stage during synthesis of drug substance(s), or when biological processes (e.g., fermentation)
are used during manufacturing of a veterinary drug product, the sponsor is encouraged to consult
the VDD for specifics of conditions, data requirements and submission classifications. In these
cases, the VDD will consult Appendix 3: Quality Post-NOC Changes (Biologics), pertaining to
products regulated by the Biologics and Genetics Therapeutics Directorate (BGTD).

While ICH Q8, ICH Q9, and ICH Q10 apply to medicinal products for human use only, the
related concepts are also expected to be useful in the context of veterinary drug products. It is
therefore proposed that the design space concept is made applicable to both human and
veterinary drugs and that sponsors of veterinary drugs submissions refer to these relevant ICH
guidelines.

Certain post NOC Quality changes could result in the formation of new degradants (s) or
detection of previously unknown degradant(s) that require identification and/or qualification. If
a sponsor chooses to implement these Quality changes, and an initial assessment indicates that
the change(s) may have an impact on the withdrawal period of a veterinary drug used in food
producing animals, the VDD recommends that these changes be submitted as Supplements, with
appropriate human safety data, regardless of the recommended reporting category for the change
outlined in Appendix 2: Quality Post-NOC Changes (Veterinary Drugs). During the review of
the Supplement submission, VDD will assess the impact of any change in the withdrawal period
and human safety of the drug product

A veterinary drug may have the identical composition, manufacturing processes, and analytical
tests as a corresponding human drug product. If a Post-NOC Quality change has been submitted
and approved for the human version of a veterinary drug product, the sponsor should submit, in
addition to the requirements in the Guidance, a copy of the approval issued by the TPD or the
BGTD and a certification that the animal and human drug products are identical except for the
labelling, (i.e., "For Veterinary Use Only").

All Supplements to New Drug Submissions (SNDS) and Notifiable Changes (NC) should be
submitted along with the VDD-CPID or an update of the existing VDD-CPID, to account for the
proposed change(s) in chemistry and manufacturing information of the approved drug product.
Sponsors are encouraged to submit the VDD-QOS document along with their Supplement and
Notifiable Change submissions. If a Supplement or a Notifiable Change submission contains
more than one change, the sponsor should demonstrate that the proposed changes are
consequential and should describe the association between the proposed changes.
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3.2.5 DRUG SUBSTANCE

3.2.5.1 General Information

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
1. Change in the name of the drug substance 1 1-2 Annual
Notification

Conditions

1. Confirmation that the information on the drug substance has not changed as a result of the change [e.g., cross
reference(s) should be provided to the previously approved drug submission, including brand name of the
drug product, manufacturer's/sponsor's name, submission type, control number, date approved. ]

Supporting Data

1. Package Insert and Inner and Outer Labels.
(S.1.1) Information on the proposed nomenclature of the drug substance [e.g., chemical name(s), compendial
name] and evidence that the proposed name for the drug substance is recognized (e.g., Recommended INN,
USAN, BAN).
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3.2.5.2 Manufacture

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
2. Replacement or addition of a manufacturing site and/or manufacturer involving:
a. production of the starting material, intermediate, None 1-6,8-9 Supplement
or drug substance
35 2-6,8-9 Notifiable
Change
1-5 3-6,8 Annual
Notification
b. testing (e.g., release, stability) 2-5 2-5,7 Notifiable
Change
3. deletion of a manufacturing site or manufacturer None None Annual
for the starting material, intermediate, or drug Notification
substance
Conditions

1. No Level I or Level II changes in the drug substance specifications.
No change in the route of synthesis, physical characteristics, and impurity profile of the drug substance (i.c.,
no new impurity above 0.10%, no change in the approved total impurity limit and residual solvents within
ICH or VICH limits).

3. Where materials of human or animal origin are used in the process, the manufacturer does not use any new
supplier for which assessment of viral safety data or TSE risk assessment is required.

4. The change does not concern a sterile drug substance.

5. The change concerns drug substances that are discrete chemical entities (i.e., this does not include polymeric
complexes).

Supporting Data

1. (1, 5) Viral safety data (ref. Condition 3) or supporting or comparative bioavailability data (ref. Condition 5)
(whichever is applicable).

2. (1.2.5) For sterile manufacturing, evidence of GMP and/or EL information (e.g. Confirmation of a
satisfactory GMP rating by the Inspectorate), and process validation and/or evaluation studies for
sterilization.

3. (S) Updated or new DMF (with a Letter of Access), any relevant drug substance information should be
provided where available.

4. (S.2) Confirmation that the synthetic route, process controls, control of materials, and specifications of the
intermediate or drug substance (as appropriate) in the manufacturing process of the proposed drug substance
are the same as those previously approved or revised information if any of the attributes have changed.

5. (S.2.1) Name, address, and responsibility of the proposed production site or facility involved in
manufacturing and testing.

6. (S.2.3) For drug substances or drug substances manufactured with reagents obtained from sources that are at
risk of transmitting BSE/TSE agents (e.g., ruminant origin), information and evidence that the material does
not pose a potential BSE/TSE risk (e.g., name of manufacturer, species and tissues from which the material is
a derivative, country of origin of the source animals, its use and previous acceptance) should be provided
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where available.

7. (S.4.3) Copies or summaries of validation reports, which demonstrate equivalency of analytical procedures to
be used at the proposed testing site.

8. (S.4.4) Description of the batches, certificates of analyses or batch analysis report, and summary of results, in
a comparative tabular format, for one batch of the currently approved and proposed drug substance release
testing sites.

9. (P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of the drug product manufactured using the proposed drug substance into the long term stability
programme (bracketing and matrixing with justification would be acceptable for multiple strength products).
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
4. Change in the manufacturing process for the drug | I-11 Supplement
substance or intermediate
1-4,8 2-9,11 Notifiable
Change
1-8 2-6,8-9,11 Annual
Notification

Conditions

1. No change in the identicality of the drug substance (as defined in the Health Canada policy Interpretation of
*“Identical Medicinal Ingredient™).

2. No change in the physical state (e.g. crystalline, amorphous, solid, semi-solid, liquid or gas) of the drug
substance.

3. For low solubility drug substances, no change in the polymorphic form or no change in the particle size
distribution of the drug substance.

4.  Where materials of human or animal origin are used in the process, the manufacturer does not use any new
process for which assessment of viral safety data or TSE risk assessment is required.

5. No Level I or Level II changes in the drug substance specifications.

6. No change in the route of synthesis (i.c., intermediates remain the same), physical characteristics, and
impurity profile of the drug substance (no new impurity above 0.10%, no change in the approved total
impurity limit and residual solvents within ICH limits).

7. The change does not concern a sterile drug substance.

8. The change concerns drug substances that are discrete chemical entities (i.e., this does not include polymeric
complexes).

Supporting Data

1. (1, 5) Viral safety data (ref. Condition 4) or supporting clinical or comparative bioavailability data (ref.
Conditions 3,8) (whichever is applicable).

2. (S) Updated or new DMF (with a Letter of Access) or relevant drug substance information.

3. (S.2.2) Flow diagram of the proposed synthetic process(es) and a brief narrative description of the proposed
manufacturing process(es).

4. (S.2.3) Information on the quality and controls of the materials (e.g., raw materials, starting materials,
solvents, reagents, catalysts) used in the manufacture of the proposed drug substance.

5. (S.2.3) For drug substances or drug substances manufactured with reagents obtained from sources that are at
risk of transmitting BSE/TSE agents (e.g., ruminant origin), information and evidence that the material does
not pose a potential BSE/TSE risk (e.g., name of manufacturer, species and tissues from which the material is
a derivative, country of origin of the source animals, its use and previous acceptance) should be provided
where available.

6. (S.2.4) Information on the controls performed at critical steps of the manufacturing process and on
intermediates of the proposed drug substance.

7. (S.2.5) Evidence of process validation and/or evaluation studies for sterilization.

(S.3.1) Evidence for elucidation of structure, where applicable.

9. (S.4.4) Description of the batches, certificates of analyses or batch analysis report, and summary of results, in
a comparative tabular format, for at least one (1) batch of the currently approved and proposed processes.

10. (S.7.3) Results of two (2) batches with a minimum of three (3) months of accelerated (or intermediate as

*®
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appropriate) and three (3) months of long term testing of the proposed drug substance.
11. (P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of the drug product, manufactured using the proposed drug substance, into the long term stability

programme.
Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
5. Change in the batch size for the drug substance None 1-3 Notifiable
Change
1-8 1-3 Annual
Notification
Conditions

1. No change in the proportionality of the raw materials.
Changes to the method of manufacture are only those necessitated by change in batch size (e.g., use of
different-sized equipment).
3. The change is not necessitated by unexpected events, resulting in failure to meet specifications, arising during
manufacture or because of stability concerns.
No Level I or Level II changes in the drug substance specifications.
Up to 10-fold scale-up or scale-down compared to the approved batch size.
The change does not affect the sterilization procedures of a sterile drug substance.
The change concerns drug substances that are discrete chemical entities (i.e., this does not include polymeric
complexes).
8. The change does not concern a sterile drug substance.

Now ke

Supporting Data

1. (S.2.2) A brief narrative description of the proposed manufacturing process(es).

2. (S.2.5) Evidence of process validation and/or evaluation studies for sterilization.

3. (S.4.4) Description of the batches, certificates of analyses or batch analysis report, and summary of results, in
a tabular format, for at least one batch.
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
6. Change in the controls for the materials used in the | None 1 or2-4 Notifiable
manufacture of the drug substance (e.g., raw Change
materials, starting materials, solvents, reagents,
catalysts) or the controls performed at critical steps | 15 lor24 Annual
in the process Notification
Conditions

1. No Level I or Level II changes in the drug substance specifications.

No change in the impurity profile of the drug substance (i.c., no new impurity above 0.1%, no change in the
approved total impurity limit and residual solvents within ICH or VICH limits).

3. The change in control(s) does not constitute a relaxation from the approved controls and is not necessitated
by unexpected events, resulting in failure to meet specifications, arising during manufacture or because of
stability concerns.

4. The change does not affect the sterilization procedures of a sterile drug substance.

5. The change concerns drug substances that are discrete chemical entities (i.e., this does not include polymeric
complexes).

Supporting Data

1. (S.2.3) Information on the quality and controls of the materials (e.g., raw materials, starting materials,
solvents, reagents, catalysts) used in the manufacture of the proposed drug substance.

2. (S.2.4) Information on the controls performed at critical steps of the manufacturing process and on
intermediates of the proposed drug substance.

3. (S.2.5) Evidence of process validation and/or evaluation studies for sterilization.

4. (S.4.4) Description of the batches, certificates of analyses or batch analysis report, and summary of results, in
a comparative tabular format, for at least one batch of each of the drug substance manufactured by the current
and proposed methods.
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3.2.5.3 Characterisation

There are not any quality change examples for this section at the present time that have not been addressed in
other sections.

3.2.5.4 Control of the Drug Substance

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
7. Change in the standard claimed for the drug 1-3 1-4 Annual
substance (e.g., from a Professed to Schedule B Notification

pharmacopoeial standard or from one Schedule B

standard to a different Schedule B standard).

8. Change in the specification for the drug substance to | 1-2 1-4 Annual

comply with an updated Schedule B Notification
pharmacopoeial monograph

Conditions

1.

The change is made exclusively to comply with the pharmacopoeia.

No Level I or Level II changes to the specifications [i.e., functional properties of the drug substance (e.g.,
particle size distribution, polymorphic form)].

No deletion of or relaxation to any of the tests, analytical procedures, or acceptance criteria of the approved
specification.

Supporting Data

1.

(S.4.1) Updated, QC approved, proposed drug substance specification.

(S.4.3) Where a House analytical procedure is used and a Schedule B standard is claimed, results of an
equivalency study between the House and compendial methods.

(S.4.4) Description of the batches, certificates of analyses or batch analysis report, and summary of results, in
a tabular format, for at least one batch if new tests and/or analytical methods are implemented.

(S.4.5) Justification of the proposed drug substance specification (e.g., demonstration of the suitability of the
monograph to control the drug substance, including impurities).
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category

9. Change in the specification for the drug substance involving test and acceptance criteria:

a. for sterile drug substances, replacing the sterility None 1-8 Supplement
test with process parametric release

b. deletion of a test None 2,7-8 Notifiable

Change
1-2,5 2,7-8 Annual
Notification
c. replacement of a test 1-7 2-5,7-8 Annual
Notification
d. addition of a test 1,3-4,6-7 2-5,7-8 Annual
Notification
e. relaxation of an acceptance criterion None 2,7-8 Notifiable
Change
1,4,6-7 2,7-8 Annual
Notification
f. tightening of an acceptance criterion 1-2,4,6-7 2,7-8 Annual
Notification

Conditions

1. The change is not necessitated by unexpected events, resulting in failure to meet specifications, arising during
manufacture or because of stability concerns.

2. The change is within the range of approved acceptance criteria.

3. Any new analytical procedure does not concern a novel, non-standard technique or a standard technique used
in a novel way.

4. No change in the impurity profiles that impacts safety of the drug substance. Acceptance criterion for any
Class 3 residual solvent is within the VICH limits (the relaxation of an acceptance criterion for a Class 1 or 2
solvent should be filed as a Notifiable Change).

5. The deleted test has been demonstrated to be redundant with respect to the remaining tests.

6. The change does not concern sterility testing.

7. The change concerns drug substances that are discrete chemical entities (i.e., this does not include polymeric

complexes).

Supporting Data

1. (8.2.5) QC approved Process validation and/or evaluation studies or the proposed validation protocol of the
proposed drug substance.
2. (S.4.1) Updated, QC approved, proposed drug substance specification.
3. (S.4.2) Copies or summaries of analytical procedures, if new analytical procedures are used.
4. (S.4.3) Copies or summaries of validation reports, if new analytical procedures are used.
5. (S.4.3) Where a House analytical procedure is used and a Schedule B standard is claimed, results of an
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equivalency study between the House and compendial methods.

(S.4.4) Description of the batches, certificates of analyses, or batch analysis report and summary of results, of
a sufficient number of batches (minimum of ten batches) to support the process parametric release.

(S.4.5) Justification of the proposed drug substance specification (e.g., test parameters, acceptance criteria, or
analytical procedures).

(P.2) Where appropriate (e.g., for a change in particle size limit for a poorly soluble drug substance),
comparative, multi-point dissolution profiles in the release medium for one batch of the drug product using
material from the approved and change drug substance specifications.

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
10. Change in the specification for the drug substance involving analytical procedures:
a. deletion of an analytical procedure None 1 Notifiable
Change
5 1 Annual
Notification
b. replacement of, alternate, or additional analytical | None 1-4 Notifiable
procedure Change
1-4 1-4 Annual
Notification
c. change from a House analytical procedure to a None 1,3-4 Annual
Schedule B analytical procedure or a change from Notification
an approved compendial analytical procedure to an
harmonized compendial procedure
Conditions
1. The method of analysis is based on the same analytical technique or principal and no new impurities are
detected.
2. Results of method validation demonstrate that the proposed analytical procedure is at least equivalent to the
approved analytical procedure.
3. Any new analytical procedure does not concern a novel, non-standard technique or a standard technique used
in a novel way.
4. The change does not concern sterility testing.
5. The deleted analytical procedure is an alternate and equivalent method

Supporting Data

bl

(S.4.1) Updated, QC approved, proposed drug substance specification.

(S.4.2) Copies or summaries of analytical procedures, if new analytical procedures are used.

(S.4.3) Copies or summaries of validation reports, if new analytical procedures are used.

(S.4.3) Comparative analytical results demonstrating that the approved and proposed analytical procedures
are equivalent.
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3.2.5.6 Container Closure System

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
11. Change in the primary container closure system(s) | None 1-3 Notifiable
for the storage and shipment of the drug substance Change
1-2 2 Annual
Notification

Conditions

1. Results demonstrate that the proposed container closure system is at least equivalent to the approved
container closure with respect to its relevant properties (e.g., including results of transportation or interaction
studies, if appropriate).

2. The change does not concern a sterile drug substance.

Supporting Data

1. (S.2.5) Evidence of process validation and/or evaluation studies for sterilization if different from the current
process.

2. (S.6) Information on the proposed container closure system (e.g., description, specifications).

3. (S.7.3) Results of a minimum of three (3) months of accelerated (or intermediate as appropriate) and three (3)
months of long term testing of the drug substance in the proposed container closure system.
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3.2.5.7 Stability

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
12. Change in the re-test period (or shelf life) for the drug substance, involving:
a. Extension None 1-4 Notifiable
Change
1-2,4-7 1-4 Annual
Notification
b. Reduction None 1-4 Notifiable
Change
1,3,5 1-4 Annual
Notification

Conditions

1. No change to the container closure system in direct contact with the drug substance or to the recommended
storage conditions of the drug substance.

2. The approved re-test period (or shelf life) is at least 24 months.

3. Full long term stability data is available covering the proposed re-test period (or shelf life) and is based on
stability data generated on at least three commercial scale batches.

4. Full long term stability data is available covering the proposed re-test period (or shelf life) or is based on
stability data generated on at least three commercial scale batches. If the proposed re-test period (or shelf life)
is beyond the available long term data, the extrapolation is in accordance with VICH GL 3 guidelines.

5. Stability data was generated in accordance with the approved stability protocol.

6. Significant changes as defined in VICH GL3 guidelines were not observed in the stability data.

7. The drug substance has not been subject to a previous reduction in re-test period (or shelf life).

Supporting Data

bl e

(S.7.1) Summary of stability testing and results (e.g., studies conducted, protocols used, results obtained).
(S.7.1) Proposed storage conditions and re-test period (or shelf life, as appropriate).

(S.7.2) Updated post-approval stability protocol and stability commitment.

(S.7.3) Results of stability testing generated on at least two pilot and/or commercial scale batches with
stability data to support the proposed re-test period or shelf life.
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
13. Change in the labelled storage conditions for the None 1 Annual
drug substance, involving: addition/deletion of a Notification
cautionary statement or relaxation/tightening of a
temperature criterion (e.g., from 15-25°C to 15-30° C).

Conditions

None

Supporting Data

1. (S8.7.3) If applicable, stability testing results to support the change to the storage conditions on not less than
two (2) lots (pilot or commercial scale).

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
14. Change to the post-approval stability protocol or None 1-2 Annual
stability commitment Notification
Conditions
None

Supporting Data

1. (8.7.2) QC approved updated post-approval stability protocol and stability commitment.
2. (S.7.2) Justification of the change to the post-approval stability protocol or stability commitment.
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3.2.P DRUG PRODUCT

3.2.P.1 Description and Composition of the Drug Product

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
15. Addition of a dosage form or strength None 1-14 Supplement
Conditions
None

Supporting Data

1.

B

*

10.

11.

12.

(1,5) Supporting clinical or comparative bioavailability data , in vitro in vivo correlation (IVIVC) data or a

request for a waiver of in vivo studies, e.g.:

- when the changes in excipients for a new strength of an immediate release solid oral dosage form
containing a single drug substance, expressed as percentage (w/w) of total formulation, are greater than
the ranges outlined in Appendix 6.

- when the changes in excipients for new strength of an immediate release solid oral dosage form
containing a single drug substance, expressed as percentage (w/w) of total formulation, are less than or
equal to the ranges outlined in Appendix 6:

(1.2.5) GMP and Establishment License (EL) Information (e.g. Confirmation of a satisfactory GMP rating by

the Inspectorate).

(1.2.6) Letters of Access if Drug Master Files (DMFs), are submitted for new excipients.

Package Insert and Inner and Outer Labels.

(S) Confirmation that the information on the drug substance has not changed [e.g., cross reference(s) should

be provided to the previously approved drug submission, including brand name of the drug product,

manufacturer's/sponsor's name, submission type, control number, date approved.]

(P.1) Description and composition of the dosage form.

(P.2) Discussion of the components of the drug product (e.g., choice of excipients, compatibility of drug

substance and excipients), comparative in vitro testing (e.g., multi-point dissolution profiles in the release

medium for solid dosage units) for the approved and proposed products, discussion of any in vitro and/or in
vivo studies.

(P.3) Batch Formula, Description of Manufacturing Process and Process Controls, Controls of Critical Steps

and Intermediates, Process Validation and/or Evaluation or Process Validation Protocol.

(P.4) Control of Excipients, if new excipients are proposed (e.g., specifications, confirmation that none of the

excipients are prohibited by the Food and Drug Regulations).

(P.5) Specification(s), Analytical Procedures (if new analytical methods are used), Validation of Analytical

Procedures (if new analytical methods are used), Batch Analyses (certificate of analyses for a minimum of

one (1) pilot scale batch per strength).

(P.7) Discussion (including description, materials of construction, summary of specifications) on the

container closure system, if any of the components have changed.

(P.8.1) Stability Summary and Conclusions (minimum of two pilot scale batches), e.g.:

- for a new dosage form: results of a minimum of six (6) months of accelerated (or intermediate as
appropriate) and six (6) months of long term testing of the proposed drug product;

- for a new strength when the changes in excipients for an immediate release solid oral dosage form are
greater than the ranges outlined in Appendix 6: results of a minimum of three (3) months of accelerated
(or intermediate as appropriate) and three (3) months of long term testing of the proposed drug product;

- for a new strength when the changes in excipients for an immediate release solid oral dosage form are
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less than or equal to the ranges outlined in Appendix 6: stability data at the time of filing would not be
necessary (see P.8.2 below).

13. (P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of each strength of the proposed product into the long term stability programme (bracketing and
matrixing for multiple strengths and packaging components could be applied, if scientifically justified).

14. (R.1) Executed Production Documents for one batch of each new dosage form or strength.
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
16. Change in the composition of a solution dosage None 1-12 Supplement
form
1-4,8 2-12 Notifiable
Change
1-8 2-12 Annual
Notification
Conditions

1.

XNk W

The changes in excipients of the approved and proposed drug products are considered to be qualitatively the
same and quantitatively essentially the same (as defined in the Health Canada guidance document
Pharmaceutical Quality of Aqueous Solutions).

The proposed excipient(s) does/do not function to affect the absorption of the drug substance.

The proposed excipient(s) does/do not function to affect the solubility of the drug substance.

The proposed excipient(s) does/do not function as a preservative or preservative enhancer.

No change in the specifications of the proposed excipient(s) or the drug product.

No change to the physical characteristics of the drug product (e.g., viscosity, pH, osmolality).

The change does not concern a sterile drug product.

The change concerns a drug product that contains drug substances that are discrete chemical entities (i.e., this
does not include polymeric complexes).

Supporting Data

1.

w

7.

8.

9.

10. (P.8.1) Stability Summary and Conclusions (minimum of two pilot scale batches), e.g.:

(1,5) Supporting clinical or comparative bioavailability data or a request for a waiver of in vivo studies, e.g.:

- when the changes in excipients are not considered to be qualitatively the same and quantitatively
essentially the same: supporting clinical or comparative bioavailability data and in vitro data on the
physicochemical properties;

- when the changes in excipients are considered to be qualitatively the same and quantitatively essentially
the same: supporting in vitro data on the physicochemical properties.

(1.2.6) Letters of Access if Drug Master Files (DMFs), are submitted for new excipients.

Package Insert and Inner and Outer Labels.

(S) Confirmation that the information on the drug substance has not changed [e.g., cross reference(s) should

be provided to the previously approved drug submission, including brand name of the drug product,

manufacturer's/sponsor's name, submission type, control number, date approved. |

(P.1) Description and composition of the dosage form.

(P.2) Discussion of the components of the drug product (e.g., choice of excipients, compatibility of drug

substance and excipients), comparative in vitro testing on the physicochemical properties for the approved

and proposed products, discussion of any in vitro and/or in vivo studies, results of preservative effectiveness

testing (if applicable).

(P.3) Batch Formula, Description of Manufacturing Process and Process Controls, Controls of Critical

Steps and Intermediates, Process Validation and/or Evaluation.

(P.4) Control of Excipients, if new excipients are proposed (e.g., specifications, confirmation that none of the

excipients are prohibited by the Food and Drug Regulations).

(P.5) Batch Analyses (certificate of analyses for a minimum of one pilot scale batch per strength).

- when the changes in excipients are not considered to be qualitatively the same and quantitatively
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essentially the same: results of a minimum of three (3) months of accelerated (or intermediate as
appropriate) and three (3) months of long term testing of the proposed drug product;

- when the changes in excipients are considered to be qualitatively the same and quantitatively essentially
the same: stability data at the time of filing would not be necessary (see P.8.2 below).

11. (P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of each strength of the proposed product into the long term stability programme (bracketing and
matrixing for multiple strengths and packaging components could be applied, if scientifically justified).

12. (R.1) Executed Production Documents for one batch representative of each strength of the proposed product.

70 Implementation Date: 2013/10/15; Revised Date: 2012/10/25



Health Canada Post-Notice of Compliance Changes

Guidance Document Quality Document — Appendix 2 — Veterinary Drugs
Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
17. Change in the composition of an immediate release | None 1-12 Supplement
solid oral dosage form (other than colours, ]
flavours) 1-4,7 2-12 Notifiable
Change
1-7 2-12 Annual
Notification
Conditions

DN —

Nowkw

Any qualitative change in the composition does not require supporting in vivo data.

The quantitative changes in excipients, expressed as percentage (w/w) of total formulation, are less than or
equal to the ranges outlined in Appendix 6.

The proposed excipient(s) does/do not function to affect the absorption of the drug substance.

The proposed excipient(s) does/do not function to affect the solubility of the drug substance.

The proposed excipient(s) does/do not function as a preservative or preservative enhancer.

No Level I or Level II changes in the specifications of the proposed excipient(s) or the drug product.

The change concerns a drug product that contains drug substances that are discrete chemical entities (i.e., this
does not include polymeric complexes).

Supporting Data

1.

w

hd

7.

8.

9.

10. (P.8.1) Stability Summary and Conclusions (minimum of two pilot scale batches) e.g.:

(1,5) Supporting clinical or comparative bioavailability data or a request for a waiver of in vivo studies, e.g.:

- when the changes in excipients, expressed as percentage (w/w) of total formulation, are greater than the
ranges outlined in Appendix 6: supporting clinical or comparative bioavailability data and in vitro data;

- when the changes in excipients, expressed as percentage (w/w) of total formulation, are less than or equal
to the ranges outlined in Appendix 6: supporting in vitro data.

(1.2.6) Letters of Access if Drug Master Files (DMFs) are submitted for new excipients.

Package Insert and Inner and Outer Labels.

(S) Confirmation that the information on the drug substance has not changed [e.g., cross reference(s) should

be provided to the previously approved drug submission, including brand name of the drug product,

manufacturer's/sponsor's name, submission type, control number, date approved.]

(P.1) Description and composition of the dosage form.

(P.2) Discussion of the components of the drug product (e.g., choice of excipients, compatibility of drug

substance and excipients), comparative in vitro testing (e.g., depending on the solubility and permeability of

the drug (refer to Appendix 5), multi-point dissolution profiles in either the release medium or in multiple

media covering the physiological pH range) for the approved and proposed products, discussion of any in

vitro and/or in vivo studies, results of preservative effectiveness testing (if applicable).

(P.3) Batch Formula, Description of Manufacturing Process and Process Controls, Controls of Critical Steps

and Intermediates, Process Validation and/or Evaluation.

(P.4) Control of Excipients, if new excipients are proposed (e.g., specifications, confirmation that none of the

excipients are prohibited by the Food and Drug Regulations).

(P.5) Batch Analyses (certificate of analyses for a minimum of one pilot scale batch per strength).

- when the changes in excipients are greater than the ranges outlined in Appendix 6: results of a minimum
of three (3) months of accelerated (or intermediate as appropriate) and three (3) months of long term
testing of the proposed drug product;
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- when the changes in excipients are less than or equal to the ranges outlined in Appendix 6: stability data
at the time of filing would not be necessary (see P.8.2 below).

11. (P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of each strength of the proposed product into the long term stability programme (bracketing and
matrixing for multiple strengths and packaging components could be applied, if scientifically justified).

12. (R.1) Executed Production Documents for one batch representative of each strength of the proposed product.

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category

18. Change in the composition (qualitative or None 1-12 Supplement
quantitative) in the release controlling agent of a ]
modified release solid oral dosage form (for changes in | ! 1-12 Notifiable
other excipients, refer to change example #17, Change Change
in the composition of an immediate release solid oral
dosage form)

Conditions

1. The change is within parameters established by an in vitro in vivo correlation previously approved by Health
Canada.

Supporting Data

1. (1.5) Supporting clinical or comparative bioavailability data (the supporting clinical or comparative
bioavailability data may be waived if an acceptable in vitro in vivo correlation has been established).

2. (1.2.6) Letters of Access if Drug Master Files (DMFs) are submitted for new excipients.

Package Insert and Inner and Outer Labels.

4. (S) Confirmation that the information on the drug substance has not changed [e.g., cross reference(s) should

be provided to the previously approved drug submission, including brand name of the drug product,

manufacturer's/sponsor's name, submission type, control number, date approved.]

(P.1) Description and composition of the dosage form.

6. (P.2) Discussion of the components of the drug product (e.g., choice of excipients, compatibility of drug
substance and excipients), comparative in Vitro testing [e.g., depending on the mechanism for drug release
(extended or delayed), drug release profiles in multi media or using different agitation speeds) for the
approved and proposed products, discussion of any in vitro and/or in vivo studies, results of preservative
effectiveness testing (if applicable)].

7. (P.3) Batch Formula, Description of Manufacturing Process and Process Controls, Controls of Critical Steps
and Intermediates, Process Validation and/or Evaluation.

8. (P.4) Control of Excipients, if new excipients are proposed (e.g., specifications, confirmation that none of the
excipients are prohibited by the Food and Drug Regulations).

. (P.5) Batch Analyses (certificate of analyses for a minimum of one pilot scale batch per strength).

10. (P.8.1) Stability Summary and Conclusions (minimum of two pilot scale batches), e.g.:

- results of a minimum of three (3) months of accelerated (or intermediate as appropriate) and three (3)
months of long term testing of the proposed drug product;

11. (P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of each strength of the proposed product into the long term stability programme (bracketing and
matrixing for multiple strengths and packaging components could be applied, if scientifically justified).

12. (R.1) Executed Production Documents for one batch of each strength.

[98)

hd
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category

19. Change of a colour or flavour, involving: (for changes to the specifications other than under Condition 3, refer
to change examples #38 and #39, Change in the specification for the drug product ...)

a. qualitative or quantitative addition, deletion or 2-3 1-10 Notifiable
replacement of a colour or flavour Change
b. qualitative or quantitative addition, deletion or 1-3 1-10 Annual
replacement of a colour or flavour Notification
Conditions

1. The change does not affect the stability of the drug product.
2. The change does not affect performance characteristics of the drug product (e.g. release rate)
3. Changes to the drug product specifications are those necessitated only by the change to the colour or flavour.

Supporting Data

1. (1.2.6) Letters of Access if Drug Master Files (DMFs) are submitted for new excipients.
Package Insert and Inner and Outer Labels.

3. (P.1) Description and composition of the dosage form (e.g., list of all components of the dosage form,
composition of all components that are mixtures)

4. (P.2) Discussion of the components of the drug product (e.g., choice of excipients, compatibility of drug
substance and excipients).

5. (P.3) Batch Formula.

6. (P.4) Control of Excipients, if new excipients are proposed (e.g., specifications, confirmation that none of the
excipients are prohibited by the Food and Drug Regulations).

7. (P.5) Batch Analyses (certificate of analyses for a minimum of one pilot scale batch per strength).

8. (P.8.1) Stability Summary and Conclusions (minimum of two pilot scale batches), e.g.:

- results of a minimum of three (3) months of accelerated (or intermediate as appropriate) and three (3)
months of long term testing of the proposed drug product;
- photostability data (where relevant).

9. (P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of each strength of the proposed product into the long term stability programme (bracketing and
matrixing for multiple strengths and packaging components could be applied, if scientifically justified).

10. (R.1) Executed Production Documents for one batch representative of each strength of the proposed product.
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category

20. Qualitative change of a non-functional film coating, involving:
(for changes to the specifications other than under Condition 2, refer to change examples #38 and #39: Change in
the specification for the drug product ...)

a. addition or replacement of a non-functional film 1-2 1-10 Notifiable
coating, except colour Change

b. deletion of a non-functional film coating, except 1-2 2-3,5,7-10 Notifiable
colour Change

Conditions

1. The change does not affect the performance characteristics (e.g., release rate) of the drug product.

2. Changes to the drug product specifications are those necessitated only by the change to the coating.

Supporting Data

1.

3.

10. (R.1) Executed Production Documents for one batch representative of each strength of the proposed product.

(1.2.6) Letters of Access if Drug Master Files (DMFs) are submitted for new excipients.

Package Insert and Inner and Outer Labels.

(P.1) Description and composition of the dosage form (e.g., list of all components of the dosage form,

composition of all components that are mixtures)

(P.2) Discussion of the components of the drug product (e.g., choice of excipients, compatibility of drug

substance and excipients), comparative, multi-point dissolution profiles for the approved and proposed

products performed using the release conditions.

(P.3) Batch Formula, Process Validation and/or Evaluation (e.g., updated QC approved Process Validation

Protocol for a change from an uncoated to a coated tablet).

(P.4) Control of Excipients, if new excipients are proposed (e.g., specifications, confirmation that none of the

excipients are prohibited by the Food and Drug Regulations).

(P.5) Batch Analyses (certificate of analyses for a minimum of one pilot scale batch per strength).

(P.8.1) Stability Summary and Conclusions, (minimum of two pilot scale batches), e.g.:

- results of a minimum of three (3) months of accelerated (or intermediate as appropriate) and three (3)
months of long term testing of the proposed drug product ;

- photostability data (where relevant).

(P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale

batch of each strength of the proposed product into the long term stability programme (bracketing and

matrixing for multiple strengths and packaging components could be applied, if scientifically justified).
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category

21. Qualitative change of a functional film coating, involving:
(for changes to the specifications other than under Condition 2, refer to change examples #38 and #39, Change in
the specification for the drug product ...)

a. addition or replacement of a functional film None 1-12 Supplement
coating, except colour ]
1-2 2-12 Notifiable
Change
b. deletion of a functional film coating, except colour | None 1,3-4,6,8-12 Supplement
Conditions
1. The change does not affect performance characteristics of the drug product (e.g. release rate)
2. Changes to the drug product specifications are those necessitated only by the change to the coating.

Supporting Data

1.

w

*®

10.

11.
12.

(1,5) Supporting clinical or comparative bioavailability data (the supporting clinical or comparative

bioavailability data may be waived if an acceptable in vitro in vivo correlation has been established)

(1.2.6) Letters of Access if Drug Master Files (DMFs) are submitted for new excipients.

Package Insert and Inner and Outer Labels.

(P.1) Description and composition of the dosage form (e.g., list of all components of the dosage form,

composition of all components that are mixtures)

(P.2) Discussion of the components of the drug product (e.g., choice of excipients, compatibility of drug

substance and excipients, comparative, multi-point dissolution profiles for the approved and proposed

products performed using the release conditions).

(P.3) Batch Formula, Process Validation and/or Evaluation (e.g., updated QC approved Process Validation

Protocol for a change from an uncoated to a coated tablet).

(P.4) Control of Excipients, if new excipients are proposed (e.g., specifications, confirmation that none of the

excipients are prohibited by the Food and Drug Regulations).

(P.5) Batch Analyses (certificate of analyses for a minimum of one pilot scale batch per strength).

(P.8.1) Stability Summary and Conclusions, (minimum of two (2) pilot scale batches), e.g.:

- results of a minimum of three (3) months of accelerated (or intermediate as appropriate) and three (3)
months of long term testing of the proposed drug product;

- photostability data (where relevant).

(P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale

batch of each strength of the proposed product into the long term stability programme (bracketing and

matrixing for multiple strengths and packaging components could be applied, if scientifically justified).

(P.8.3) If applicable, stability testing results to support the change to the functional film coating.

(R.1) Executed Production Documents for one batch of each strength.
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
22. Change to product markings, involving a change in | 1-2 1-3 Annual
embossing, debossing, or engraving (except Notification

scorelines/break lines) (e.g., plain tablet to
engraved, engraved to plain, change in engraving)
or a change in imprinting (e.g., plain tablet/capsule
to imprinted tablet/capsule)

(for changes to the specifications other than under
Condition 2, refer to change examples #38 and
#39, Change in the specification for the drug
product ...)

Conditions

1. The change does not affect the stability or performance characteristics (e.g., release rate) of the drug product.
2. Changes to the drug product specifications are those necessitated only by the change to the markings.

Supporting Data

1. Package Insert and Inner and Outer Labels.
(P.5) Specification(s).

3. (P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of each strength of the proposed product into the long term stability programme (bracketing and
matrixing for multiple strengths and packaging components could be applied, if scientifically justified).
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category

23. Change in scoring configuration, involving:
(for changes to the specifications other than under Condition 2, refer to change examples #38 and #39: Change in
the specification for the drug product ...)

a. addition of a scoreline 1-2,4 1-6 Notifiable
Change

b. deletion of a scoreline 1-3 1,4-6 Annual
Notification

Conditions

1. The change does not affect the stability or performance characteristics (e.g., release rate) of the drug product.

2. Changes to the drug product specifications are those necessitated only by the change to the scoring.

3. The change does not concern a modified release drug product.

4. Addition of a score line to a generic product is consistent with a similar score line in the innovator product

(Canadian Reference Product).

Supporting Data

1. Package Insert and Inner and Outer Labels.

(P.2) Comparative, multi-point dissolution profiles for the approved and proposed products performed using

the release conditions.

(P.2) Demonstration of the uniformity of the dosage units of the split tablets.

(P.5) Specification(s).

5. (P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of each strength of the proposed product into the long term stability programme (bracketing and
matrixing for multiple strengths and packaging components could be applied, if scientifically justified).

6. (R.1) Executed Production Documents for one batch representative of each strength of the proposed product.

B w
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
24. Change in shape or dimensions of tablets, capsules, | 1-2 1-6 Notifiable
suppositories, or pessaries Change
1-3 1-6 Annual
Notification

Conditions

dimensions.

3. The change does not concern a modified release drug product.

1. No change in the qualitative and quantitative composition and mean mass or fill weight.
2. Changes to the drug product specifications are those necessitated by the change to the drug product shape or

Supporting Data

1. Package Insert and Inner and Outer Labels.

the release conditions.
4. (P.5) Specification(s).

(P.2) Discussion of the differences in manufacturing process(es) between the approved and proposed products
and the potential impact on product performance
3. (P.2) Comparative, multi-point dissolution profiles for the approved and proposed products performed using

5. (P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of each strength of the proposed product into the long term stability programme (bracketing and
matrixing for multiple strengths and packaging components could be applied, if scientifically justified).

6. (R.1) Executed Production Documents for one batch representative of each strength of the proposed product.
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
25. Change in diluent, involving:
a. replacement or addition of a diluent for a None 1-12 Notifiable
lyophilized powder or concentrated solution Change
1 2-3,5.9 Notifiable
Change
b. deletion of a diluent None 2 Annual
Notification
Conditions
1. Diluent is commercially available with a valid Drug Identification Number (DIN).

Supporting Data

1.

3.

*®

10.

(1.2.6) Letters of Access if Drug Master Files (DMFs) are submitted for new excipients.

Package Insert and Inner and Outer Labels.

(S) Confirmation that the information on the drug substance has not changed [e.g., cross reference(s) should
be provided to the previously approved drug submission, including brand name of the drug product,

manufacturer's/sponsor's name, submission type, control number, date approved.)]

(P.1) Description and composition of the diluent.

(P.2) Discussion of the components of the drug product, as appropriate (e.g., choice of excipients,
compatibility of the drug product with the diluent).

(P.3) Batch Formula, Description of Manufacturing Process and Process Controls, Controls of Critical Steps

and Intermediates, Process Validation and/or Evaluation.

(P.4) Control of Excipients, if new excipients are proposed (e.g., specifications, confirmation that none of the

excipients are prohibited by the Food and Drug Regulations).

(P.5) Batch Analyses (certificate of analyses for a minimum of one pilot scale batch per strength).
(P.7) Discussion (including description, materials of construction on the container closure system,

compatibility studies).

(P.8.1) Stability Summary and Conclusions: results for two pilot scale batches of a minimum of three (3)
months of accelerated (or intermediate as appropriate) and three (3) months of long term testing of the

proposed product.

11 (P.8.2) Updated post-approval stability protocol and stability commitment.
12. (R.1) Executed Production Documents for one batch representative of each strength of the proposed product.

Implementation Date: 2013/10/15; Revised Date: 2012/10/25

79



Post-Notice of Compliance Changes
Quality Document — Appendix 2 — Veterinary Drugs

Health Canada
Guidance Document

3.2.P.2 Pharmaceutical Development

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
26. Change in the approved design space, involving:
a. establishment of a new design space None Supplement
b. expansion of the approved design space None Supplement
c. reduction in the approved design space (any None Notifiable
change that reduces or limits the range of Change
parameters used to define the design space)
d. process parametric release None Supplement
Conditions
None

Supporting Data

1.

(P.2) Pharmaceutical development data to support the establishment or changes to the design space (including

changes to process parametric release for sterile products).
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3.2.P.3 Manufacture

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
27. Replacement or addition of a drug product manufacturer / manufacturing site, involving:
a. production of a modified release product None 1-6,8-10 Supplement
1-3 2-6,8-10 Notifiable
Change
b. production of an immediate release product (e.g., 1-2 2-6,8-10 Notifiable
tablet, capsule, liquids, sterile liquids, semi-solids) Change
c. primary packaging 1-2.4 2-3,5-6,9 Annual
Notification
d. testing (e.g., release, stability) 1-2 2-3,5,7-8 Notifiable
Change
e. storage and distribution 1-2 2-3,5 Annual
Notification
Conditions
1. No change in the Batch Formula, Description of Manufacturing Process , Equipment Class and Process
Controls, Controls of Critical Steps and Intermediates, or Drug Product Specifications.
2. No change in the container closure system.
3. IVIVC data in the original submission application has been approved by Health Canada.
4. The change does not concern a sterile drug product.

Supporting Data

1.

2.

(1.5) Supporting clinical or comparative bioavailability data (the supporting clinical or comparative
bioavailability data may be waived if an acceptable in vivo/in vitro correlation has been established).

(1.2.5) GMP and Establishment License (EL) Information (e.g. Confirmation of a satisfactory GMP rating by
the Inspectorate).

(P) Confirmation that information on the drug product has not changed as a result of the submission (e.g.,
other that change in site).

(P.2) Comparative in vitro testing (e.g., multi-point dissolution profiles in the release medium for solid
dosage units, comparative diffusion test results for semi-solids) for one batch of each strength of the approved
and of the product produced at the new site (bracketing and matrixing for multiple strengths and packaging
components could be applied, if scientifically justified). See Appendix 5 for additional detail.

(P.3.1) Name, address, and responsibility of the proposed production site or facility involved in
manufacturing and testing.

(P.3.5) QC approved Process validation and/or evaluation studies or the proposed validation protocol of the
product produced at the new site (where applicable).

(P.5.3) Copies or summaries of validation reports, which demonstrate equivalency of analytical procedures to
be used at the proposed testing site.

(P.5.4) Certificate of analyses for one commercial scale batch (bracketing and matrixing for multiple
strengths and packaging components could be applied, if scientifically justified).

(P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
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10. (R.1) Executed Production Documents for one batch representative of each strength of the proposed product.

batch of each strength of the product produced at the new site into the long term stability programme
(bracketing and matrixing for multiple strengths and packaging components could be applied, if scientifically
justified).

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
28. Change in the batch size for the drug product, involving:
a. increase in batch size beyond a factor of ten (10) 1-3 1-6 Notifiable
times Change
b. increase in batch size, up to and including a factor | 1-3 1-6 Annual
of ten (10) times Notification
c. adownscaling in the batch size 1-3 1-6 Annual
Notification
Conditions
1. Any changes to the manufacturing process and/or to the in-process controls are only those necessitated by the
change in batch size, (e.g., use of different sized equipment.)
2. The change should not be a result of unexpected events, resulting in failure to meet specifications, arisen
during manufacture, or because of stability concerns.
3. The change in batch size is in comparison to the pivotal clinical/biobatch, or to the approved and validated

commercial scale batches.

Supporting Data

1.

(P.2) Comparative in vitro testing (e.g., multi-point dissolution profiles in the release medium for solid
dosage units, comparative diffusion test results for semi-solids) for one batch of each strength of the approved
and at the proposed scale.

2. (P.3.2) Batch formula of the proposed dosage form.

3. (P.3.5) QC approved Process validation and/or evaluation studies or the proposed validation protocol of the
proposed drug product. Confirmation that the reference batch size has been previously validated as per
approved process validation protocol.

4. (P.5.4) Description of the batches and summary of results for at least one commercial scale batch at the
proposed scale.

5. (P.8.2) Updated post-approval stability protocol (QC approved) and stability commitment to place the first
commercial scale batch of each strength at the proposed scale into the long term stability programme
(bracketing and matrixing for multiple strengths and packaging components could be applied, if scientifically
justified).

6. (R.1.2) Executed Production Documents for one batch representative of each strength of the proposed
product.
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
29. Change in the drug product manufacturing process | None 1-8 Supplement
1 2-8 Notifiable
Change
2-7 2-8 Annual
Notification

Conditions

1.

The change does not require supporting in vivo data.

The manufacturing processes for the approved and proposed products use the same principles and the same
classes of equipment (e.g., does not involve a change from a convection mixer to a diffusion mixer).

The same operating procedures, process controls, and formulation are used for the approved and proposed
products. The equipment used to produce the proposed product may vary in capacity, but are of the same
class and operating principles.

The change is not the result of unexpected events, resulting in failure to meet specifications, arising during
manufacture or because of stability concerns.

The change does not involve the packaging or labelling where the primary packaging provides a metering
and/or delivery function.

The change does not concern a modified release drug product.

The change does not affect the sterilization parameters of a sterile drug product.

Supporting Data

1.

(1, 5) Supporting clinical or comparative bioavailability data, where applicable, or a request for a waiver of in

vivo studies, e.g.:

- for a change using different manufacturing principles (e.g., from a wet to dry granulation): supporting
clinical or comparative bioavailability data

- for a change using the same manufacturing principles: supporting in vitro data

(S) Confirmation that the information on the drug substance has not changed [e.g., cross reference(s) should

be provided to the previously approved drug submission, including brand name of the drug product,

manufacturer's/sponsor's name, submission type, control number, date approved.)]

(P.2) Discussion of the development of the manufacturing process, where applicable, comparative in vitro

testing (e.g., multi-point dissolution profiles in the release medium for solid dosage units, comparative

diffusion test results for semi-solids) for the approved and proposed products, discussion of any in vitro
and/or in vivo studies, where applicable.

(P.3) Batch Formula, Description of Manufacturing Process and Process Controls, Controls of Critical Steps

and Intermediates, Process Validation and/or Evaluation.

(P.5) Specification(s) (if specification(s) have changed), Batch Analyses (certificate of analyses for one

commercial scale batch per strength).

(P.8.1) Stability Summary and Conclusions, e.g.:

- for a major change to the manufacturing process (e.g., change in equipment class or manufacturing
principles): results for two pilot scale batches of a minimum of three (3) months of accelerated (or
intermediate as appropriate) and three (3) months of long term testing of the proposed drug product;

- for a minor change to the manufacturing process [e.g., change in mixer stirring speed): stability data at
the time of filing would not be necessary (see P.8.2 below).]
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7. (P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of each strength of the proposed product into the long term stability programme (bracketing and
matrixing for multiple strengths and packaging components could be applied, if scientifically justified).

8. (R.1.2) Executed Production Documents for one batch representative of each strength of the proposed
product.

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category

30. Change in the controls (in-process tests and/or acceptance criteria) applied during the manufacturing process
or on intermediates

a. deletion of a test 1,4-5 1,4 Annual
Notification
b. replacement or addition of a test 1-4,6 1-4 Annual
Notification
c. relaxation or tightening of an acceptance criterion 1,4 1-4 Annual
Notification
Conditions

1. The change is not necessitated by unexpected events, resulting in failure to meet specifications, arising during
manufacture or because of stability concerns.

2. The change is within the range of approved acceptance criteria (applies to replacement, not to addition of a
test, where applicable).

3. Any new analytical procedure does not concern a novel, non-standard technique or a standard technique used
in a novel way.

4. The change does not affect the sterilization parameters or procedures of a sterile drug product.

5. The deleted analytical procedure has been demonstrated to be redundant with respect to the remaining
analytical procedures (e.g., colour), and does not pertain to a critical quality attribute of the product (e.g.,
blend uniformity, weight variation).

6. The replaced or added analytical procedure maintains or tightens precision, accuracy, specificity and
sensitivity.

Supporting Data

1. (P.3.3) Description of the proposed process controls or acceptance criteria of the critical steps and
intermediates.

2. (P.3.5) QC approved Process validation and/or evaluation studies or the proposed validation protocol of the
proposed drug product, where appropriate.

3. (P.5.4) Description of the batches, and summary of results, for at least one commercial scale batch.

4. (R.1.2) Executed Production Documents for one batch representative of each strength of the proposed product
or Master Production Documents.
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
31. Change in the approved protocol for process 1-2 1 Annual
validation and/or evaluation studies Notification
Conditions

1. The change does not concern a modified release drug product.
2. The change does not affect the sterilization procedures of a sterile drug product.

Supporting Data

1. (P.3.5) QC approved Process validation and/or evaluation studies or the revised validation protocol of the
proposed drug product.
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
32. Change in the manufacturing process of a None 1-9 Supplement
veterinary medicated premix (e.g. from regular ]
powder to granulated form or and vice versa ) 1 1,3-9 Notifiable
Change
1-6 1,3-9 Annual
Notification

Conditions

1. The change does not affect performance characteristics (e.g. bioavailability) of the medicated premix.

The manufacturing processes for the approved and proposed products use the same principles and the same
classes of equipment (e.g., does not involve a change from a convection mixer to a diffusion mixer).

3. The change is not the result of unexpected events, resulting in failure to meet specifications, arising during
manufacture or because of stability concerns.

4. The same operating procedures, process controls, and formulation are used for the approved and proposed
products. The equipment used to produce the proposed product may vary in capacity, but are of the same
class and operating principles.

5. Changes to the drug product specifications are those necessitated by the change to the medicated premix
form.

6. No change in the shelf life, the stability protocol, stability tests, and stability commitment of the medicated
premix.

Supporting Data

—_—

(1.3.1) Package Insert (title page, "Dosage Forms, Composition, and Packaging" section).

2. (1,5) Supporting clinical or comparative bioavailability data

3. (P.2) Discussion of the differences in manufacturing process(es) between the approved and proposed products
and the potential impact on product performance

4. (P.3) Batch Formula, Description of Manufacturing Process and Process Controls, Controls of Critical Steps
and Intermediates, Process Validation and/or Evaluation.

5. (P.3.5) Batch formula, process validation and/or evaluation studies or the proposed validation protocol of the
proposed medicated premix form.

6. (P.5) Specification(s), Analytical Procedures and their validation (if new analytical methods are used), Batch
Analyses (certificate of analyses for one commercial scale batch).

7. (P.8.1) Stability Summary and Conclusions (minimum of two pilot scale batches).

8. (P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of each strength of the proposed product into the long term stability programme (bracketing and
matrixing could be applied, if scientifically justified).

9. (R.1) Executed Production Documents for one batch representative of each strength of the proposed product.
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3.2.P.4 Control of Excipients

Description of Change Conditions to be Supporting Reporting

Fulfilled Data Category

33. Change in the source of an excipient from a None 2-4 Notifiable
vegetable, synthetic source, or non-TSE (e.g., Change

animal) to a TSE risk (e.g., animal) source, or from
a TSE risk (e.g., animal) source to a different TSE
risk (e.g., animal)

34. Change in the source of an excipient from a TSE None 1,3 Annual
risk (e.g., animal) source to a vegetable or synthetic Notification
source

Conditions

None

Supporting Data

1. Declaration from the manufacturer of the excipient that it is entirely of vegetable or synthetic origin.
Details of the source of the excipient (animal species, country of origin) and the steps undertaken in
processing to minimize the risk of TSE exposure.

3. Information demonstrating comparability in terms of physico-chemical characterization of the proposed
excipient with the approved excipient.

4. TSE Certificate of Suitability (CEP) issued by the EDQM, if available, or satisfactory BSE/TSE risk

assessment on proposed excipient [For a veterinary drug used in a food producing animal, as outlined in
Section 4 of the Drug Product Information Form (DPIF)].
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
35. Change in the composition of a medicated premix None 1-11 Supplement
dosage form ]
1-3,6 2-11 Notifiable
Change
1-6 2-11 Annual
Notification
Conditions
1. Any qualitative and /or quantitative change in the composition does not require supporting in vivo data.
2. The proposed excipient(s) does/do not function to affect the absorption of the drug substance.
3. The proposed excipient(s) does/do not function to affect the solubility of the drug substance.
4. The proposed excipient(s) does/do not function as a preservative or preservative enhancer.
5. No Level I or Level II changes in the specifications of the proposed excipient(s) or the drug product.
6. The change concerns a drug product that contains drug substances that are discrete chemical entities (i.e., this

does not include polymeric complexes).

Supporting Data

1. (1,5) Supporting clinical or comparative bioavailability data, where applicable, or a request for a waiver of in
vivo studies,

2. (1.2.6) Letters of Access if Drug Master Files (DMFs) are submitted for new excipients.

3. (1.3.1) Package insert (title page, "Dosage Forms, Composition, and Packaging" section).

4. (S) Confirmation that the information on the drug substance has not changed [e.g., cross reference(s) should
be provided to the previously approved drug submission, including brand name of the drug product,
manufacturer's/sponsor's name, submission type, control number, date approved.)]

5. (P.1) Description and composition of the dosage form.

6. (P.2) Discussion of the components of the drug product (e.g., choice of excipients, compatibility of drug
substance and excipients),

7. (P.3) Batch Formula, Description of Manufacturing Process and Process Controls, Controls of Critical Steps
and Intermediates, Process Validation and/or Evaluation.

8. (P.4) Control of Excipients, if new excipients are proposed (e.g., specifications, confirmation that none of the
excipients are prohibited by the Food and Drug Regulations).

. (P.5) Batch Analyses (certificate of analyses for a minimum of one pilot scale batch).

10. (P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of each strength of the proposed product into the long term stability programme (bracketing and
matrixing for multiple strengths and packaging components could be applied, if scientifically justified).

11. (R.1) Executed Production Documents for one batch representative of each strength of the proposed product.
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
36. Change in the analytical test method of | 1 1-2 Annual
an excipient in a medicated premix to Notification
comply with an updated version of a
Schedule B pharmacopoeial monograph
Conditions

1. No deletion or relaxation of any of the other tests, analytical procedures, or acceptance criteria of the

approved specification of the excipient and the medicated premix.

Supporting Data

1.
2.

(P.5.1) Updated, QC approved, medicated premix specification.

(P.5.3) Where an updated version of a Schedule B analytical procedure is used, if applicable, results of an
equivalency study (e.g. system suitability test) between the current and updated compendial methods.
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3.2.P.5 Control of Drug Product

pharmacopoeial standard) or change in the
specification for the drug product to comply with

an updated Schedule B pharmacopoeial monograph

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
37. Change in the standard claimed for the drug product | 1-2 1-5 Annual
(e.g., from a Professed to Schedule B Notification

Conditions

1.
2. No change to the specification that results in a potential impact on the performance of the drug product.

The change is made exclusively to comply with the pharmacopoeia.

Supporting Data

1. Package Insert and Inner and Outer Labels.

. (P.5.1) Updated, QC approved, proposed drug product specification.

3. (P.5.3) Where a House analytical procedure is used and a Schedule B standard is claimed, results of an
equivalency study between the House and compendial methods.

4. (P.5.4) Description of the batches, certificates of analyses, and summary of results, for at least one batches
(minimum pilot scale) of the drug product tested according to the proposed specification.

5. (P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of each strength of the proposed product into the long term stability programme (bracketing and
matrixing for multiple strengths and packaging components could be applied, if scientifically justified).
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category

38. Change in the specification for the drug product tests and acceptance criteria, involving:

a. for sterile products, replacing the sterility test with | None 1-2,5,7-9 Supplement
process parametric release

b. deletion of a test 1-7 2,8-9 Annual

Notification

c. replacement or addition of a test 1-4,6-7 2-6,8-9 Annual

Notification
d. relaxation of an acceptance criterion None 2,5-6,8-9 Notifiable
Change
1,4,6-7 2,5-6,8-9 Annual
Notification
e. tightening of an acceptance criterion 1,4,6-7 2,8-9 Annual
Notification

Conditions

1. The change is not necessitated by unexpected events, resulting in failure to meet specifications, arising during
manufacture or because of stability concerns.

2. The change is within the range of approved acceptance criteria (applies to replacement, not to addition of a
test, where applicable).

3. Any new analytical procedure does not concern a novel, non-standard technique or a standard technique used
in a novel way.

4. No change in the impurity profiles that impacts safety of the drug substance. Acceptance criterion for any
Class 3 residual solvent is within the VICH limits (the relaxation of an acceptance criterion for a Class 1 or 2
solvent should be filed as a Notifiable Change).

5. The deleted test has been demonstrated to be redundant with respect to the remaining tests and does not
impact the safety or overall quality of the product [e.g. removal of an organic volatile solvent test after at
least ten (10) commercial scale batches tested and meet approved acceptance criteria, or provide valid
scientific justification)].

6. The change to the specifications does not affect the performance of the drug product.

7. The change does not concern sterility testing.

Supporting Data

Nk W=

(P.3.5) Process validation results.

(P.5.1) Updated, QC approved, proposed drug product specification.

(P.5.2) Copies or summaries of analytical procedures, if new analytical procedures are used.

(P.5.3) Copies or summaries of validation reports, if new analytical procedures are used.

(P.5.3) Where a House analytical procedure is used and a Schedule B standard is claimed, results of an
equivalency study between the House and compendial methods.

(P.5.4) Description of the batches, and summary of results, for at least one (minimum pilot scale) of the drug
product tested according to the proposed specification.

(P.5.4) Description of the batches, and summary of results, of a sufficient number of batches (at least 10
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commercial scale batches) to support the process parametric release.

8. (P.5.6) Justification of the proposed drug product specification (e.g., demonstration of the suitability to
control the drug product, including degradation products).

9. For drug products that contain a drug substance that is not a discrete chemical entity (i.e., this does not
include polymeric complexes), demonstration that consistency of quality and of the production process is
maintained.
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
39. Change in the specification for the drug product, for analytical procedures involving:
a. deletion of an analytical procedure 5 1,6 Notifiable
Change
5-6 1,6 Annual
Notification
b. replacement, alternate, or additional analytical None 1-7 Notifiable
procedure Change
1-5 1-7 Annual
Notification
c. change from a House analytical procedure to a 1,3 1-7 Annual
Schedule B analytical procedure or a change from Notification
an approved compendial analytical procedure to an
harmonized compendial procedure

Conditions

1. No change in the approved acceptance criteria.

The method of analysis is based on the same analytical technique or principal and no new impurities are
detected.

3. Results of method validation demonstrate that the proposed analytical procedure is at least equivalent to the
approved analytical procedure.

4. Any new analytical procedure does not concern a novel, non-standard technique or a standard technique used
in a novel way.

5. The change does not concern sterility testing.

6. The deleted test has been demonstrated to be redundant with respect to the remaining tests and does not
impact the safety or overall quality of the product (e.g. removal of an organic volatile solvent test after at
least 10 commercial scale batches tested and meet acceptance criteria, or provide valid scientific
justification).

Supporting Data

(P.5.1) Updated, QC approved, proposed drug product specification.

(P.5.2) Copies or summaries of analytical procedures, if new analytical procedures are used.

(P.5.3) Copies or summaries of validation reports, if new analytical procedures are used.

(P.5.3) Where a House analytical procedure is used and a Schedule B standard is claimed, results of an

equivalency study between the House and compendial methods.

5. (P.5.4) Description of the batches, and summary of results, for at least one (1) batch (minimum pilot scale) of
the drug product tested according to the proposed specification, if applicable.

6. (P.5.6) Justification of the proposed drug product specification (e.g., demonstration of the suitability to
control the drug product, including degradation products), if applicable.

7. For drug products that contain a drug substance that is not a discrete chemical entity (i.e., this does not

include polymeric complexes), demonstration that consistency of quality and of the production process is

maintained.

L=
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
40. Addition, deletion or replacement of microtracer 1 1-4 Annual
used in a medicated premix Notification

Conditions

1. The proposed microtracer is pre-tested to confirm stability in the drug premix, and there is no change in the
stability protocol, stability tests, and stability commitment of the medicated premix.

Supporting Data

equipment.

1. Justification of the addition/removal or replacement of the microtracer (e.g., demonstration of the suitability
of the new microtracer to control the medicated premix, including batch to batch consistency). Justification
that there is no “statistically significant" deviation from complete mixing.

2. Information supporting adequacy of batch to batch cleanout of the mixer and other feed manufacturing

3. (P.3) Batch Formula, Description of Manufacturing Process and Process Controls, Controls of Critical Steps
and Intermediates, Process Validation and/or Evaluation.
4. (R.1) Executed Production Documents for one batch representative of each strength of the proposed product.
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
41. Addition, deletion or replacement of carrier used in | 1-3 1-4 Annual
a medicated premix Notification
Conditions

1. Confirmation that there is no change in the potency, strength, particle size, and efficacy of the medicated
premix.

2. The proposed carrier is listed as an approved feed ingredient as defined in the Feed Regulations.

3. There is no change in the stability protocol, stability tests, and stability commitment of the medicated premix.

Supporting Data

1. Justification of the addition/removal or replacement of the carrier (e.g., demonstration of the suitability of the
new carrier to control the drug premix, including batch to batch consistency). Justification that there is no
“statistically significant" deviation from complete mixing.

2. (P.3) Batch Formula, Description of Manufacturing Process and Process Controls, Controls of Critical Steps
and Intermediates, Process Validation and/or Evaluation.

3. (R.1) Executed Production Documents for one batch representative of each strength of the proposed product.

4. Demonstration of homogeneity, non-segregation, and stability properties of the proposed medicated premix.
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
42. Change of specification for a veterinary drug None 1-8 Supplement
product used in food producing animals ]
4.6 1,4-5,8-9 Notifiable
Change
1-5 1,4-5,8-9 Annual
Notification

Conditions

1.

2.

The change is not necessitated by unexpected events arising during manufacture or because of stability
concerns.

Any new analytical procedure does not concern a novel, non-standard technique or a standard technique used
in a novel way.

Acceptance criteria for degradation products and any Class 3 residual solvents are within the VICH GL 10,
GL 11, and GL 18 limits, where applicable (the relaxation of an acceptance criterion for a Class 1 or 2 solvent
should be filed as a Notifiable Change).

The change to the specifications does not result in a potential impact on the performance of the drug product
(e.g. solubility).

The change does not concern sterility testing.

The change does not affect the withdrawal period of the veterinary drug product.

Supporting Data

bl ol e

(P.5.1) Updated, QC approved, proposed drug product specification.

(P.5.2) Copies or summaries of analytical procedures, if new analytical procedures are used.

(P.5.3) Copies or summaries of validation reports, if new analytical procedures are used.

(P.5.3) Where a House analytical procedure is used and a Schedule B standard is claimed, results of an
equivalency study between the House and compendial methods.

(P.5.4) Description of the batches, certificates of analyses, and summary of results, in a tabular format, for at
least two batches (minimum pilot scale) of the drug product tested according to the proposed specification.
(P.5.4) Description of the batches, certificates of analyses, and summary of results, in a tabular format, of a
sufficient number of batches (at least 10 commercial scale batches) to support the process parametric release,
where applicable.

(P.5.6) Justification of the proposed drug product specification (e.g., demonstration of the suitability of the
monograph to control the drug product, including degradation products).

For drug products that contain a drug substance that is not a discrete chemical entity (i.e., this does not
include polymeric complexes), demonstration that consistency of quality and of the production process is
maintained.

Confirmation that the withdrawal period has not been affected as a result of the change.
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3.2.P.7 Container Closure System

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
43. Replacement or addition of a primary container None 1-5,7 Notifiable
closure system Change
1-3 1-2,4,6 Annual
Notification

44. Change in the package size, involving

a. change in the fill weight / fill volume None 1-5,7 Notifiable
Change
1-3 1-2,4,6-7 Annual
Notification
b. achange in the number of units (e.g., tablets, None 1-5,7 Notifiable
ampoules) per package Change
1-3 1-2,4,6 Annual
Notification
Conditions

1. No change in the type of container closure or materials of construction.
2. The change does not concern a container closure that functions to meter the drug product.
3. The change is consistent with the posology and treatment duration.

Supporting Data

1. Package Insert and Inner and Outer Labels.

2. (P.2) Data demonstrating the suitability of the container closure system (e.g., extractable/leachable testing,

permeation testing, light transmission). For changes to functional packaging, data to demonstrate that the

functioning of the new packaging is equivalent to that previously approved.

(P.3.5) For sterile products, process validation and/or evaluation studies.

4. (P.7) Information on the proposed container closure system (e.g., description, materials of construction of
primary packaging components, specifications, including results of transportation studies, if appropriate).

5. (P.8.1) Stability Summary and Conclusions, results of a minimum two (2) pilot scale, of three (3) months of
accelerated (or intermediate as appropriate) and three (3) months of long term testing and, where applicable,
results of photostability studies;

6. (P.8.1) Stability Summary and Conclusions, stability data at the time of filing would not be necessary
(bracketing and matrixing for multiple strengths and packaging components could be applied, if scientifically
justified) (see P.8.2 below).

7. (P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of each strength of the proposed product into the long term stability programme (bracketing and
matrixing for multiple strengths and packaging components could be applied, if scientifically justified).

W
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
45. Change in qualitative and/or quantitative None 1-6 Notifiable
composition of any primary or functional Change
secondary container closure component
1 1-4,6 Annual
Notification

Conditions

1. The proposed packaging is at least as protective as the approved packaging.

Supporting Data

1. Package Insert and Inner and Outer Labels.

(P.2) Data demonstrating the suitability of the container closure system (e.g., extractable/leachable testing,

permeation testing, light transmission). For changes to functional packaging, data to demonstrate that the

functioning of the new packaging is equivalent to that previously approved.

(P.3.5) For sterile products, process validation and/or evaluation studies.

4. (P.7) Information on the proposed container closure system (e.g., description, materials of construction of
primary packaging components, specifications, including results of transportation studies, if appropriate).

5. (P.8.1) Stability Summary and Conclusions; results of a minimum of two (2) pilot scale batches, three (3)
months of accelerated (or intermediate as appropriate) and three (3) months of long term testing and, where
applicable, results of photostability studies;

6. (P.8.2) Updated post-approval stability protocol and stability commitment to place the first commercial scale
batch of each strength of the proposed product into the long term stability programme (bracketing and
matrixing for multiple strengths and packaging components could be applied, if scientifically justified).

[98)
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
46. Change in the specification for a primary or None 1-2 Notifiable
functional secondary container closure component, Change
involving deletion, replacement or addition of a
test or; relaxation or tightening of an acceptance 1-2 1-2 A.nnuall
criterion Notification
Conditions

1. The deleted test has been demonstrated to be redundant with respect to the remaining tests.

2. Results of method validation demonstrate that the proposed analytical procedure is at least equivalent to the
approved analytical procedure.

Supporting Data

1.

(P.7) Updated QC approved proposed specifications, including justification.
2.

(P.7) Description of the analytical procedure and, if applicable, validation data.
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3.2.P.8 Stability

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
47. Change in the shelf life for the drug product, involving:
a. Extension None 1-4,6 Notifiable
Change
1-6 1-2,5 Annual
Notification
b. Reduction (due to stability concerns) 1,4 1-4,6 Notifiable
Change
Conditions
1. No change to the container closure system in direct contact with the drug product or to the recommended
storage conditions of the drug product.
2. The approved shelf life is at least 24 months.
3. Full long term stability data is available covering the proposed shelf life and is based on stability data
generated on at least three commercial scale batches.
4. Stability data was generated in accordance with the approved stability protocol.
5. Significant changes (as defined in VICH GL3 guideline were not observed in the stability data.
6. The drug product has not been subject to a previous reduction in shelf life.

Supporting Data

DAL=

(P.8.1) Summary of stability testing and results (e.g., studies conducted, protocols used, results obtained).
(P.8.1) Proposed storage conditions and shelf life.

(P.8.2) Updated post-approval stability protocol and stability commitment.

(P.8.2) Justification of the change to the post-approval stability protocol or stability commitment.

(P.8.3) Results of stability testing (i.c., full long term stability data covering the proposed shelf life generated
on at least three commercial scale batches of each strength for each approved packaging format/size), if
applicable (bracketing and matrixing for multiple strengths and packaging components could be applied, if
scientifically justified)

(P.8.3) Results of stability testing (i.e., less than full long term stability data covering the proposed shelf life
generated on at least two pilot scale batches of each strength for each approved packaging format/size), if
applicable (bracketing and matrixing for multiple strengths and packaging components could be applied, if
scientifically justified).
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
48. Change in the labelled storage conditions for the drug product or the diluted or reconstituted product,
involving:
a. addition of a cautionary statement None 1-2 Notifiable
Change
1 1-2 Annual
Notification
b. deletion of a cautionary statement None 1-2 Notifiable
Change
c. relaxation of a temperature criterion None 1-2 Notifiable
Change
d. tightening of a temperature criterion 1 1-2 Annual
Notification

Conditions

1. The change is not necessitated by unexpected events, resulting in failure to meet specifications, arising during
manufacture or because of stability concerns.

Supporting Data

1. Package Insert and Inner and Outer Labels.
2. (P.8.3) If applicable, stability testing results to support the change to the storage conditions.

Description of Change Conditions to be | Supporting Reporting
Fulfilled Data Category
49. Change to the post-approval stability protocol or None 1-4 Annual
stability commitment Notification
Conditions
None

Supporting Data

(P.8.1) Proposed storage conditions and shelf life.

(P.8.2) Updated QC approved post-approval stability protocol and stability commitment.

(P.8.2) Justification of the change to the post-approval stability protocol or stability commitment.

(P.8.3) If applicable, stability testing results to support the change to the post-approval stability protocol or
stability commitment.

L=
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
50. Change in the stability protocol or the shelf life for a medicated premix, involving:
a. extension of the shelf life 1-6 1-3,5 Annual
Notification
b. reduction of the shelf life (due to stability None 1-4,6 Notifiable
concerns) Change
c. addition of a time point at any time, or deletion of | 1 1-4 Annual
time points beyond the approved expiration period Notification
d. changes to comply with a relevant VICH guidance | 1,5-6 1-4,6-7 Annual
(e.g. deletion of a time point from previously Notification
approved stability protocol, or change in storage
conditions)
Conditions
1. No change to the container closure system in direct contact with the drug product or to the recommended
storage conditions of the drug product.
2. The approved shelf life is at least 24 months.
3. Full long term stability data is available covering the proposed shelf life and is based on stability data
generated on at least three commercial scale batches.
4. Stability data was generated in accordance with the approved stability protocol.
5. No significant changes to the stability data (as defined in VICH GL 3: “Stability Testing of New veterinary
Drug Substances and Medicinal Products” and VICH GL 8: ”Stability Testing for Medicated Premixes”.
6. The medicated premix has not been subject to a previous reduction of an expiration date.

Supporting Data

1. (P.8.1) Summary of stability testing and results (e.g., studies conducted, protocols used, results obtained).

2. (P.8.1) Proposed storage conditions and shelf life.

3. (P.8.2) Updated post-approval stability protocol and stability commitment.

4. (P.8.2) Justification of the change to the post-approval stability protocol or stability commitment.

5. (P.8.3) Results of stability testing (i.e., full long term stability data covering the proposed shelf life generated
on at least three commercial scale batches, bracketing and matrixing could be applied, if justified)

6. (P.8.3) Results of stability testing (i.e., less than full long term stability data covering the proposed shelf life
generated on at least two pilot scale batches, bracketing and matrixing could be applied, if justified).

7. Reference to the change in the relevant VICH guidance (VICH GL 3: “Stability Testing of New veterinary
Drug Substances and Medicinal Products” and VICH GL 8: ”Stability Testing for Medicated Premixes”)
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Description of Change Conditions to be | Supporting Reporting
Fulfilled Data Category
51. Change to the post-approval stability protocol or None 1-5 Notifiable
stability commitment of a sterile veterinary drug used Change
as euthanasia drug or an ear implant for bovine and
ovine species 1-2 1-5 Annual
Notification
Conditions

1. The proposed analytical method is at least equivalent or is superior to detect the drug substance or, impurities,
or degradation products as specified in the drug product shelf life specifications
2. There is no change to the shelf life specifications and the storage conditions.

Supporting Data

(P.8.1) Proposed storage conditions and shelf life.

(P.8.2) Updated post-approval stability protocol and stability commitment.

(P.8.2) Justification of the change to the post-approval stability protocol or stability commitment.

(P.8.3) If applicable, stability testing results to support the change to the post-approval stability protocol or
stability commitment.

5. Copies or summaries of validation reports for the proposed analytical procedures, and comparative results
demonstrating that the approved and proposed analytical procedure are equivalent.

L=
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3.2.R.2 Devices

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
52. Change of an approved drug administration device for a veterinary drug
a. addition or replacement of a drug administration 3,6 1-3,6-7 Notifiable
device that is not an integrated part of the primary Change
ackaging of a veterinary drug product
P ging Ty auep 1-6 1,3,6-7 Annual
Notification
b. deletion of a drug administration device that is not | 3 1,3,6-7 Annual
an integrated part of the primary packaging of a Notification
veterinary drug product
c. change in an approved multi-dose administration 4 1-7 Annual
device for an injectable veterinary drug product Notification

Conditions

1. No change in the type of drug administration device or materials of construction.

2. No change in the function, suitability and accuracy of the device.

3. The required dose of the veterinary drug product must still be accurately delivered in line with the approved
posology and the results of such studies should be available.

4. The change should be consistent with the posology and treatment duration.

The change does not concern a sterile drug product.

6. No change in the strength, pharmaceutical form, or route of administration of the drug product

b

Supporting Data

[

(1.3) Package Insert and Inner and Outer Labels.

2. Data demonstrating the suitability and compatibility of the materials of construction of the device system
(e.g., extractable/leachable testing, permeation testing, light transmission);

3. Information on the proposed measuring device system (e.g., description, materials of construction of primary
packaging components, specifications, including results of transportation studies, if appropriate).

4. (P.8.1) Stability summary for a moderate change to the drug administration device system (e.g., different
materials of construction); where applicable, in-use stability studies for multi-dose veterinary drugs.

5. (P.8.2) Updated post-approval stability protocol.

6. Amended relevant sections of VDD-CPID, VDD-QOS, or equivalent (including description, detailed drawing
and composition of the device material and supplier where appropriate).

7. Reference to certificate of analysis, or other manufacturer standards for the device, where applicable,

demonstrating the delivered dose (accuracy, precision) of the proposed device.

104 Implementation Date: 2013/10/15; Revised Date: 2012/10/25



Health Canada

Guidance Document

Post-Notice of Compliance Changes
Quality Document — Appendix 2 — Veterinary Drugs

Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category

53. Significant change to a drug administration device | None 1-8 Supplement
used in an extended release veterinary drug (e.g. ]
addition, deletion, replacement of, or change in 3-5 1,3-8 Notifiable
materials of construction of an extended release device Change
(e.g. for intra ruminal boluses used for continued 1-6 13-8 Annual
release) of a veterinary drug product). Notification

Conditions

1.
2.
3.

4.
5.

6.

No change in the type of or materials of construction (e.g. composition of glass bolus).

No change in the shape or dimensions function, suitability and accuracy

The required dose of the veterinary drug product must still be accurately delivered in line with the approved
posology and the results of such studies should be available.

The change should be consistent with the posology and treatment duration.

No change in release of the drug product into the digestive system and no impact on bioavailability of the
active medicinal ingredient.

The new device is free from BSE / TSE agent (e.g. encapsulated gelatin)

Supporting Data

[

(1.3) Package Insert and Inner and Outer Labels.

(1, 5) Supporting clinical or comparative dose delivery data, where applicable.

Data demonstrating the suitability of the materials of construction of the device system (e.g.,
extractable/leachable testing, permeation testing, light transmission). For changes to dose administering
device, data to demonstrate that the delivered dose with the new device is equivalent to that previously
approved.

(P.7) Information on the proposed dose delivery system (e.g., description, materials of construction of
components, specifications, including results of transportation studies, if appropriate).

(P.8.1) Stability Summary and Conclusions, e.g.:

- where applicable, results of in-use stability studies for multi-dose veterinary drugs.

Amended relevant sections of VDD-CPID, VDD-QOS, or equivalent (including description, detailed drawing
and composition of the device material and supplier where appropriate).

Reference to certificate of analysis, or other manufacturer standards for the device, where applicable, or data
to demonstrate accuracy, precision and compatibility of the device.

TSE Certificate of Suitability (CEP) issued by the EDQM, if available, or satisfactory TSE risk assessment on
material of construction of the device as outlined in Section 4 of the Drug Product Information Form (DPIF).
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Description of Change Conditions to be Supporting Reporting
Fulfilled Data Category
54. Minor changes to a drug administration device used in an extended release veterinary drug
a. tightening of specification limits of an None 1-4 Notifiable
administration device for a veterinary drug (e.g. Change
changes in balling gun used for intra-ruminal
boluses to control drug product rate of release). 2-3 1,4-5 A.nnuall
Notification
b. minor change to an approved test procedure 1-3 3-5 Annual
Notification
c. addition of a new test parameter 2 1,4 Annual
Notification
Conditions

1. The change is not a consequence of any commitment placed in the submission review process.
2. The change should not be the result of unexpected events arising during manufacture.
3. Any change should be within the range of currently approved limits.

Supporting Data

1. (1.3) Package Insert and Inner and Outer Labels.

2. Data demonstrating the suitability of the materials of construction of the measuring device system (e.g.,

extractable/leachable testing, permeation testing, light transmission). For changes to measuring device, data

to demonstrate that the measuring of the new device is equivalent to that previously approved.

(P.3.5) For sterile products, process validation data and/or evaluation studies, where applicable.

4. (P.7) Information on the proposed dose delivery system (e.g., description, materials of construction of
components, specifications, including results of transportation or interaction studies, if appropriate; detailed
description, drawing and composition of the device material and manufacturer specification).

5. Reference to certificate of analysis, or other manufacturer standards for device, where applicable, or data to
demonstrate accuracy, precision and compatibility of the device.

[08)
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Appendix 3: Quality Post-NOC Changes (Biologics)

The change examples presented below are intended to assist with the classification of changes
made to the Quality information of Schedule D (biologic) drugs. The information summarized in
the tables provides recommendations for:

(a) The conditions to be fulfilled for a given change to be classified as a either a Level I -
Supplement, a Level II - Notifiable Change, or a Level III - Annual Notification. If any of
the conditions outlined for a given change are not fulfilled, the change is automatically
considered the next higher level of change. For example, if any of the conditions
recommended for a Level II - Notifiable Change are not fulfilled, the change is
considered a Level I - Supplement. Similarly, if any of the conditions recommended for a
Level I - Supplement are not fulfilled, the change would warrant the filing of an NDS;

(b) The supporting data for a given change is to be submitted to Health Canada and/or
maintained by the sponsor. Where applicable, the corresponding modules of the Common
Technical Document (CTD) for the supporting data have been identified in brackets. An
adequate rationale is required when supporting data cannot be provided.

(c) The reporting category (e.g., Supplement, Notifiable Change or Annual Notification).

For convenience, the change examples are organized according to the format defined by the
Common Technical Document (CTD), refer to the Guidance for industry for the preparation of
the quality information for drug submissions in CTD format: Biotechnological/Biological
(Biotech) products; Blood products; Conventional biotherapeutic products; and Vaccines.
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3.2.5 DRUG SUBSTANCE

3.2.5.1 Gene