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Health Canada Preparation of the Quality Information for Drug
Guidance for Industry Submissionsin the CTD Format: Blood Products

FOREWORD

Guidance documents are meant to provide assistance to industry and health care professionas on how
to comply with the policies and governing statutes and regulations. They also serveto provide review
and compliance guidance to gtaff, thereby ensuring that mandates are implemented in afar, consstent
and effective manner.

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

Asacorollary to the above, it is equdly important to note that Health Canada reserves the right to
request information or materia, or define conditions not specificaly described in this guidance, in order
to allow the Department to adequatdly assess the safety, efficacy or qudity of athergpeutic product.
Hedth Canadais committed to ensuring that such requests are justifiable and that decisons are clearly
documented.

This document should be read in conjunction with the accompanying notice and the reevant sections of
other applicable guidances.
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1 INTRODUCTION
11 Purpose

This document is intended to provide additiona guidance to industry, for the preparation of the qudity
information for Drug Submissions, structured using the Internationa Conference on Harmonisation
(ICH) Common Technical Document (CTD) format. Since this guidance focuses on extending the
gpplication of the CTD format to products which are currently excluded from the ICH guidelines Q6A
and Q6B, the format described within this guidance includes some product-specific considerations
(e.g. rdevant terminology, subheadings, illudtrative examples) and modifications which are therefore, not
consdered to be harmonised. However, the underlying principles and application of the CTD are
unchanged for dl applications filed in Canada using this format. To some extent, this document
supplements the relevant information from the ICH Harmonised Tripartite Guidance, The Common
Technical Document Module 2.3: Quality Overall Summary (QOS) and Module 3: Quality, the
ICH Common Technical Document- Quality Questions and Answers/ Location Issues, aswell as
the Health Canada Guidances for Industry on the preparation of various types of drug submissonsin
the CTD format. In addition, this document references other available domestic Quaity guidances that
can be useful in preparing the technicd or scientific information required for certain sections of the
submisson.

For additiona guidance in preparing the drug submission, gpplicants should consult the Submission
Management Division, Centre for Policy and Regulatory Affairs (SMID, CPRA), and the appropriate
division of the Biologics and Radiopharmaceuticals Eva uation Centre (BREC), within the Biologics and
Genetic Therapies Directorate (BGTD). The gpplicant is also advised to consult the TPD/ BGTD
websites for the latest information (e.g. Notices), particularly during the transition phases of CTD
implementation in Canada and as aresult of the ongoing internationd efforts towards harmonization of
CTD implementation.

1.2  Scopeof this Document

Currently, this document provides guidance pertaining to human or anima blood, plasma, and
serum-derived proteins or products, including immune proteins such as immunoglobulins and antibodies,
coagulation proteins, and cdlular blood components, and which can be purified by fractionation and
other vird inactivation or remova steps, and characterized using the appropriate array of analytical
procedures. For example, this would include those Schedule D drugs (of the Canadian Food and
Drugs Act and Regulations) listed as blood and blood derivatives, human plasma collected by
plasmapheress, and any reevant immunizing agents. Throughout this document, this group of products
are referred to as “Blood Products’.

Date Adopted: 2004/05/25; Effective Date: 2004/05/25 1
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2 LOCATION, FORMAT & CONTENT OF THE QUALITY INFORMATION

The applicant should follow the referenced ICH and domestic guidances in preparing and filing the
Qudity information under Module 1.4.1 (Clinicd Trid Applications (CTAs) and Clinicd Trid
Application- Amendments (CTA-AS) excluded), Module 2.3, and Module 3 for adrug submisson in
the CTD format and for submitting any other necessary Quality-related information during the review
process.

21  Module1.4.1: Certified Product Information Document (CPID)
2.1.1 Purpose of the CPID

The CPID isacondensed summary of current and specific quaity informetion attested by the
manufacturer and/or sponsor and it serves as a concise summary of critica quaity information thet the
SMD, CPRA and BREC retains on file for reference.

2.1.2 Selection of a CPID Template

The CPID (Schedule D drugs) template (or the appropriate parts of it) should be used with adrug
submission in the CTD format for any biologica product (described under Schedule D of the Canadian
Food and Drugs Act and Regulations), or any combination drug for human use, which hasa
biologica component. For example, the CPID (Schedule D drugs) template should be used for a
Biotech product, a gene therapy, a plasma-derived blood product, a natural therapeutic product, a
conventiona or combined vaccine.

The CPID (Schedule C drugs) template (or the appropriate parts of it) should be used with adrug
submission in the CTD format for any radiopharmaceutical product (described under Schedule C of the
Canadian Food and Drugs Act and Regulations), or any combination drug for human use, which has
aradiopharmaceutical component.

The Certified Product I nformation Document- Chemical Entities (CPID-CE (NDS)) template (or
the appropriate parts of it) should be used for any product of synthetic or semi-synthetic origin
(excduding Schedule D and Schedule C drugs) or any combination drug for human use, which hasa
gynthetic or semi-synthetic component.

For aradio-labelled monoclond antibody, a non-biologicd immunotoxin (e.g. achemicaly-derived
toxin coupled to amonoclona antibody), or abiological immunotoxin thet is not used as avaccine
(e.g. adiptheriatoxin attached to amonoclona antibody), more than one CPID template should be
used. In each case, the complete or appropriate parts of the CPID (Schedule D drugs), CPID
(Schedule C drugs), and/or CPID-CE templates, should be used accordingly.

The CPID (dl versons) templates and their associated guidances are available on the TPD/ BGTD
website(s).
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Health Canada Preparation of the Quality Information for Drug
Guidance for Industry Submissionsin the CTD Format: Blood Products

2.1.3 Preparation of the CPID (Schedule D drugs)

To ease the preparation of the CPID (Schedule D drugs), the gpplicant is encouraged to follow in
particular, the Guidance on the Supporting Quality (Blood Products) Information (provided under
2.3.5) on the preparation of summarized information or tabulated summaries, and which is eesily
identified by, “[Copy information to CPID (Schedule D drugs) under a certain section]”.

In addition, the gpplicant is encouraged to subsequently follow the Guidance on the CPID (Schedule
D drugs) (provided under 2.1.5) for ingtructions on how to prepare it [See text within square
brackets]. This guidance identifies the information from Module 3, once it has been completed, that can
be conveniently “copied and pasted” into the corresponding section of the CPID (Schedule D drugs)
template. The most current information, including any updated or revised information during the review
process, should be used to prepare the CPID (Schedule D drugs). The applicant should aso provide
the information described under the INTRODUCTION section of the CPID (Schedule D drugs).

2.1.4 Submission of the CPID

For aNew Drug Submission (NDS), a Biologica Drug Identification Number Application (DIN-B), or
an Amendment to a DIN-B, at the request of the SMID, CPRA or BREC near the end of the review
process, the gpplicant should submit a hardcopy of an up-to-date completed CPID, as part of the
response to solicited information, along with one e ectronic copy, in Wordperfect 6/7/8/9/10.

With thefiling of Supplemental New Drug Submissions (SNDSs), Notifiable Changes (NCs), Records
of Changes, and Notices of Changes, as part of the drug submission review life cycle, the CPID may
subsequently require updating, as necessary, in order to reflect information relevant to the change(s).
With these types of submissions, acompleted CPID should be provided & the time of submission filing,
in hardcopy, under Module 1.4.1. In addition, one eectronic copy of both the “annotated” and “ clean”
updated CPID should be provided in Wordperfect 6/7/8/9/10 under Module 1.6.

With thefiling of a Clinicd Trid Application (CTA) or aClinicd Trid Application-Amendment
(CTA-A), acompleted CPID is not required.

Refer ences:
Health Canada Guidances:

- Preparation of New Drug Submissonsin the CTD Format

Date Adopted: 2004/05/25; Effective Date: 2004/05/25 3



Preparation of the Quality Information for Drug Health Canada
Submissions in the CTD Format: Blood Products Guidance for Industry

Health Canada Templates:

- Cetified Product Information Document (CPID (Schedule D drugs))

- Certified Product Information Document (CPID (Schedule C drugs))

- Certified Product Information Document- Chemical Entities (CPID-CE (NDYS))

2.1.5 Guidanceon the CPID (Schedule D drugs)

Start of “Module 1.4.1 CPID (Schedule D drugs) Guidance’

INTRODUCTION

Submission File#

NDS Approval Date and Control#

CPID Revision Date and Control#:
Proprietary Name:

Non-proprietary name or common name of the drug substance:
Company Name:

Name of Canadian Distributor:

Therapeutic or Phar macological Classfication:
Dosage form(s):

Strength(s):

Route(s) of Administration:

Maximum Daily Dose:

New Active Substance (NAS)?

4 Date Adopted: 2004/05/25; Effective Date: 2004/05/25
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S DRUG SUBSTANCE (NAME, MANUFACTURER)

Manufacture (name, manufacturer)

Manufacturer(s) (name, manufacturer)

Information on the manufacturer(s): [Insert the completed Module 3.2.5.2.1.]

Description of Manufacturing Process and Process Controls (name, manufacturer)

A flow diagram of the manufacturing process and process controls: [Insert the flow diagram(s), from
the completed Module 3.2.5.2.2.]

Control of Materials (name, manufacturer)

A description of the Source and Starting Materid and raw materias of biologica origin used in the
manufacture of the drug substance: [Insert the tabulated summary of the biologicd raw materid(s) used,
from the completed Module 3.2.5.2.3.]

A summary of prepared reagents. [Insert the tabulated summary of prepared reagents from the
completed Module 3.2.52.3.]

Controls of Critical Steps and | ntermediates (name, manufacturer)

A summary of critical manufacturing steps, process controls performed, and acceptance criteria [Insert
asummary of critica manufacturing steps, process controls performed, and acceptance criteriafrom
the completed Module 3.2.5.2.4, under Critical Steps.]

Highlight critica process intermediates, their quality and control: [Insert asummary of the qudity,
control and storage conditions of intermediates isolated during the process from the completed Module
3.2.52.4, under Intermediates.]

Characterisation (name, manufacturer)

Elucidation of Structure and other Characteristics (name, manufacturer)

A description of the desired product and product-related substances and a summary of generd
properties, characterigtic features and characterisation data (for example, primary and higher order

dructure and biologicd activity): [Insert a summarized description of this information from the
completed Module 3.2.53.1.]

Date Adopted: 2004/05/25; Effective Date: 2004/05/25 5
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I mpurities (name, manufacturer)

A tabulated summary of the impurities data: [Insert the tabulated summary on actua impurity levels
detected from the completed Module 3.2.53.2.]

Control of Drug Substance (name, manufacturer)
Specification (name, manufacturer)

Specification for the drug substance: [Insert the specification for the drug substance from the completed
Module3.2.54.1]

The Drug Substance standard declared by the company responsible for routine testing: [Insert the
declared drug substance standard from the completed Module 3.2.54.1.]

Stability (name, manufacturer)
Stability Summary and Conclusions (name, manufacturer)

The proposed storage conditions, retest date or shelf-life, where relevant: [Insert the proposed storage
conditions, retest date or shdlf-life, where relevant, from the completed Module 3.2.5.7.1.]

P DRUG PRODUCT (NAME, DOSAGE FORM)

Manufactur e (name, dosage form)

Manufacturer(s) (name, dosage form)

Information on the manufacturer(s): [Insert the completed Module 3.2.P.3.1.]
Batch Formula (name, dosage form)

Information on the beatch formula: [Insert the tabulated summary on the batch formula from the
completed Module 3.2.P.3.2.]

Description of Manufacturing Process and Process Controls (name, dosage form)

A flow diagram of the manufacturing process and process controls: [Insert the process flow diagram
from the completed Module 3.2.P.3.3.]

Controls of Critical Steps and | ntermediates (name, dosage form)

6 Date Adopted: 2004/05/25; Effective Date: 2004/05/25
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A summary of critical manufacturing steps, process controls performed, and acceptance criteria: [Insert
asummary of critica manufacturing steps, process controls performed, and acceptance criteriafrom the
completed Module 3.2.P.3.4, under Critical Seps.]

Highlight critical process intermediates, their quality and control: [Insert information on the quaity and
control of intermediatesisolated during the process, from the completed Module 3.2.P.3.4, under
Intermediates.]

Control of Excipients (name, dosage form)

Excipients of Human or Animal Origin (name, dosage form)

A summary of excipients of human or animd origin that are used: [Insert the tabulated summary of
excipients of human or animd origin that are used from the completed Module 3.2.P.4.5.]

Control of Drug Product (name, dosage form)
Specification(s) (name, dosage form)

Specification(s) for the drug product: [Insert the specification(s) for the drug product from the
completed Module 3.2.P.5.1.]

The Drug Product standard declared by the company responsible for routine rel ease testing and
post-market stability testing: [Insert the declared drug product release standard from the completed
Module 3.2.P.5.1]

Container Closure System (nhame, dosage form)

A brief description of the container closure system for the drug product: [Insert a brief description of
the container closure system for the drug product from the completed Module 3.2.P.7.]

Stability (name, dosage form)

Stability Summary and Conclusion (name, dosage form)

The proposed labelled storage conditions and retest date or shelf-life, including after recongtitution and
in-use storage conditions (if applicable): [Insert the proposed labdlled storage conditions and retest date

or shelf-life, including after recongtitution and in-use storage conditions (if applicable) from the
completed Module 3.2.P.8.1.]

Date Adopted: 2004/05/25; Effective Date: 2004/05/25 7



Preparation of the Quality Information for Drug Health Canada
Submissions in the CTD Format: Blood Products Guidance for Industry

Post-approval Stability Protocol and Stability Commitment (name, dosage form)

The post-gpprova stability protocol and stability commitment: [Insert the post-gpprova stability
protocol and stability commitment from the completed Module 3.2.P.8.2.]

A APPENDICES

Facilities and Equipment (name, manufacturer)

Information on al developmenta or gpproved products manufactured or manipulated in the same areas
as the gpplicant’s product: [Insert information on al developmentd or gpproved products manufactured
or manipulated in the same areas as the gpplicant’ s product from the completed Module 3.2.A.1]
Adventitious Agents Safety Evaluation (name, dosage form, manufacturer)

A tabulated summary of the reduction factors for vird clearance: [Insert the tabulated summary of the
reduction factorsfor vira clearance from the completed Module 3.2.A.2, under Viral Clearance
Sudies]

The cdculation of estimated particles/ dose, where rlevant: [Insert the caculation of estimated
particles/ dose, where relevant from the completed Module 3.2.A.2, under Viral Clearance Sudies]

End of “Module 1.4.1 CPID (Schedule D drugs) Guidance’

2.2  Module2.3: Quality Overall Summary (QOS)
2.2.1 Purpose of the QOS

The Qudity Overdl Summary (QOS) isto provide Evauators with an overview of the Quality
information used to support the gpprova of the drug submission. During the review process, it is
intended that the QOS becomes part of the Evauator’ s review report.

The electronic copies of the QOS are intended to help expedite the drug submission screening and
review processes, and to provide a condgstent quaity and format for drug submission review reports.
Since the current Health Canada work environment uses Wordperfect 10.0, important documents, such
asthe QOS, should be submitted in Wordperfect, to provide the greatest assistance to the Evauator(s).

8 Date Adopted: 2004/05/25; Effective Date: 2004/05/25
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2.2.2 Preparation of the QOS

The ICH Harmonised Tripartite Guidance, The Common Technical Document Module 2: Quality
Overall Summary, the Common Technical Document-Quality Questions and Answers/ Location
| ssues document and the appropriate consolidated Health Canada Guidance on the QOS (provided
under 2.2.4), should be referred to for preparing the summarized Quality information required under
Module 2.3. Note that severd different Health Canada guidances are available on the QOS, specific
by product type. These guidances are al available on the TPD/ BGTD website(s). Based upon the
scope of this particular document, the guidance on the QOS under 2.2.4 is specific to Blood products
and thus, digtinguished as such (i.e. QOS (Blood Products)). For recombinant blood products, the
gpplicant should refer to the Hedlth Canada guidance, Preparation of the Quality Information for
Drug Submissionsin the CTD Format: Biotechnological/ Biological (Biotech) Products instead.

In particular cases, such as with combination products, it may be necessary to refer to more than one
product-specific guidance for the preparation of the QOS or a part of it (as the case may be). For
example, with aradio-labelled monoclona antibody, Modules 2.3.S and 2.3.A following the QOS
(Blood Products) guidance, and Modules 2.3.S, 2.3.P, and 2.3.A following the QOS
(Radiopharmaceuticals) guidance, should be prepared and submitted under Module 2.3.

Within the Guidance on the QOS (Blood Products), the ICH guidance on preparing the QOS has
been reproduced, streamlined (i.e. it excludes the ICH guidance for NCE products), and integrated
with Hedlth Canada guidance, some darifications, and the identification of regiond information for
Canada.

NOTE: A blank Hedlth Canada Wordperfect template of the QOS (Blood Products) is not
available. Ingtead, the gpplicant should use the exact headings and format outlined in the
Health Canada Guidance on the Supporting Quality (Blood Products) Information
(provided under 2.3.5), If Wordperfect is not used by the sponsor (e.g. Microsoft
Word is used), the QOS (Blood Products), once completed, can be converted and
ether submitted eectronically in Wordperfect or as an unlocked pdf file. The applicant
should verify the content and format of any document which undergoes software
conversons.

To ease the preparation of the QOS, the gpplicant is encouraged to follow in particular, the Hedlth
Canada Guidance on the Supporting Quality (Blood Products) Information (provided under
2.3.5), on the preparation of summarized information or tabulated summaries, and which iseasly
identified by, “[Copy information to QOS (Blood Products) under a certain section]”.

Date Adopted: 2004/05/25; Effective Date: 2004/05/25 9
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If the drug submission describes for example, more than one drug substance, manufacturer, dosage
form, formulation, type of packaging, and/or strength, the gpplicant should summarize this information in
the QOS usng asmilar format asin the Module 3.2 BODY OF DATA. For more guidance, see
section 2.3.2 of this guidance document. In addition, the gpplicant is encouraged to subsequently
follow the text within [square brackets] of the Guidance on the QOS (Blood Products) (provided
under 2.2.4), which identifies the informeation from Module 3, that can be conveniently “copied and
pasted” into the corresponding section of the QOS (Blood Products), once it has been compl eted.

For definitions of a document within the QOS, refer to the Common Technical Document-Quality
Questions and Answers/ Location Issues document. Since Module 2.3.R REGIONAL
INFORMATION of the QOS (Blood Products) is not required for Canada, there are no additiona
document definitions provided.

Rather than duplicating information within the submission, should a cross-reference need to be made in
the QOS (Blood Products) to supporting or related information which is contained in any Modules or
subsections, besides Module 3, the cross-reference should be sufficiently detailed, so asto alow the
appropriate information to be easily located within the submission. The applicant should refer to the
Hedth Canada draft Guidances for Industry on the preparation of various types of drug submissonsin
the CTD format and the ICH Guidance, Organisation of the Common Technical Document for the
Registration of Pharmaceuticals for Human Use- Annex for generd guidance on cross-referencing.

2.2.3 Submission of the QOS

For New Drug Submissions (NDS), the applicant is encouraged to submit a completed QOS
(appropriate verson) in its entirety.

For Supplemental New Drug Submissions (SNDSs) with changes to the Qudity information, the
gpplicant is encouraged to submit an updated version of the QOS (appropriate version), with only the
section(s) which have been revised or updated respective of the change(s), and maintain both the
assigned CTD subsection numbering and the drug submission format.

For Natifiable Changes (NCs) rated to the Qudity information, the completion of aQOS s
unnecessay.

For aBiological DIN Application (DIN-B), the applicant is encouraged to submit a completed QOS
(appropriate verson) for only the required subsections or parts for a DIN-B, depending upon the
product, and on a case-by-case basis.

10 Date Adopted: 2004/05/25; Effective Date: 2004/05/25
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For theinitid filing of aClinicd Trid Application (CTA), the applicant should submit a completed QOS
(appropriate version) with, as a minimum, those subsections or parts which have a check mark (v)
beside the guidance or heading. Note that these guidances were not written specifically for CTAsand
may not necessarily apply to the same extent. It is understandabl e that depending upon the stage of
drug development, alimited amount of information may be available for aCTA; in which case, the
sponsor should provide whatever data are available at that time.

With subsequent CTA filings for the same drug (e.g. Phase 2 or 3 Sudies), where much of the quality
information may be amilar, the sponsor is encouraged to build upon the previoudy completed QOS
(e.g. Phase 1 or 2 study), by making any necessary revisons or adding relevant information to update
the submission and dearly identifying the changes using ether coloured text or a different font. A
summarized chronology of the changes which are made to the manufacturing process through drug
development should be maintained throughout the clinica study phases to the NDS stage. Sponsors
may complete and submit other subsections of the QOS which exclude a check mark, as that
information becomes available during the course of drug development (e.g. Phase 2 and 3 CTAS), or as
advance preparation of aNDS.

If aparticular section contains a Sgnificant amount of information, the gpplicant should placeit in
Module 3 and cross-reference to it.

For aClinica Tria Application-Amendment (CTA-A), regarding changes to the Quality information,
the gpplicant is encouraged to submit an updated version of the Quality Overal Summary document
with only the section(s) of the Qudity Summary which have been revised or updated as aresult of the
change(s), and maintain the appropriate subsection numbering and the CTD format.

The applicant should consult with the SMD, CPRA or BREC for additiona guidance on the technica
data requirements for their particular drug submission, if necessary.

The hardcopy of the completed QOS (gppropriate version) should be submitted as part of Module 2.3,
including for aCTA or CTA-A (where Module 2.2 is not required and therefore, |eft empty). The
goplicant should dearly identify and separate the qudity summary from the other summaries provided
under Module 2, if gpplicable, using labelled sectiond tabs (e.g. “2.3 QOS’). The gpplicant should

refer to the Hedlth Canada draft Guidances for Industry on the preparation of various types of drug
submissonsin the CTD format and the ICH Guidance, Organisation of the Common Technical
Document for the Registration of Pharmaceuticals for Human Use- Annex, for further guidance on
document pagination and segregation, section numbering within documents, and table of contents
formatting.
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Under Module 1.6 of aNDS, SNDS, or DIN-B or under Module 1.3 of aCTA or CTA-A for
Canada, the gpplicant should submit one eectronic copy of the completed QOS (appropriate version)
in Wordperfect 6/7/8/9/10. The applicant should refer to the Health Canada draft Guidances for
Industry on the preparation of various types of drug submissionsin the CTD formet for generd
guidance on eectronic review documents.

Refer ences:
|CH Guidances:

- Organisation of the Common Technicad Document for the Registration of Pharmaceuticals for
Human Use

- The Common Technica Document-Module 2.3: Qudity Overdl Summary (QOS)

- The Common Technica Document-Quality Questions and Answers/ Location Issues

Health Canada Guidances:

- Guidance for Clinicd Trid Sponsors- Clinica Trid Applications
- Preparation of New Drug Submissionsin the CTD Format

2.2.4 Guidance on the QOS (Blood Products)

The Quality Overdl Summary (QOS) isasummary that follows the scope and the outline of the Body
of Datain Module 3. The QOS should not include information, data or justification that was not aready
included in Module 3 or in other parts of the CTD.

(v) The QOS should include sufficient information from each section to provide the Quality reviewer
with an overview of Module 3. The QOS should also emphasise critica key parameters of the product
and provide, for ingtance, judtification in cases where guidances were not followed. The QOS should
include adiscusson of key issues that integrates information from sections in the Quality Module and
supporting information from other Modules (e.g. qudification of impurities viatoxicologicd sudies
discussed under the CTD-S module), including cross-referencing to volume and page number in other
Modules, if gpplicable.

(v) This QOS normaly should not exceed 40 pages of text, excluding tables and figures. For biotech
products and products manufactured using more complex processes, the document could be longer but
normally should not exceed 80 pages of text (excluding tables and figures).
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Theitalicised text below indicates where tables, figures, or other items can be imported directly from
Module 3. Following the Guidance on the Supporting Quality (Blood Products) Information
(provided under 2.3.5), if Module 3 is properly completed, essentidly dl of the information suggested
for the QOS, whether in itaics or not, can be imported directly from Module 3, except for the
information under Introduction.

Start of “Module 2.3 QOS (Blood Products) Guidance”

INTRODUCTION

The introduction should include (v) proprietary name, (¢/) non-proprietary name or common name of
the drug substance, (v) company name, () dosage form(s), (v/) strength(s), () route of
adminigration, and proposed indication(s).

2.3.S DRUG SUBSTANCE (NAME, MANUFACTURER)
23.S1 General Information (name, manufacturer)

(¢) Information from 3.2.S.1 should be included. [Insert the information from the completed
Module 3.2.S.1 asfollows The nomenclature of the drug substance from 3.2.51.1;
Information on the structure of the drug substance from 3.2.S.1.2; and aligt of the
physicochemica and other relevant properties of the drug substance from 3.2.5.1.3 ]

2.3S5.2 Manufacture (name, manufacturer)
Information from 3.2.S.2 should be included:
. () Information on the manufacturer(s); [Insert the completed Module 3.2.5.2.1.]

. () A brief description of the manufacturing process (including, for example, reference
to starting materias, critica steps, and reprocessing) and the controls that are intended
to result in the routine and congstent production of materia(s) of appropriate qudity.
[Insert the information from the completed Module 3.2.5.2.2 asfollows The
explanation of the batch numbering system, information regarding any pooling of
intermediates, and information on the batch Sze or scae, from under Batch(es) and
scale definition; The description of the manufacturing process, controls, reprocessing
procedures, and any transfer of materials, from under Fractionation and/or Purification,
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and Filling, storage and transportation (shipping), in this order; Information on the
container closure system, storage and shipping conditions of the drug substance, from
under Filling, storage and trangportation (shipping) .|

(v) Aflow diagram, as provided in 3.2.52.2; [Insert the process flow diagram
under Fractionation and/or Purification from the completed Module 3.2.5.2.2.]

(/) A description of the Source and Starting Materid and raw materiads of biologica
origin used in the manufacture of the drug substance, as described in 3.2.5.2.3; [Insart
the information from the completed Module 3.2.5.2.3 asfallows The summary

(e.g. tabulated summary) of the biologica raw materid(s) used, from under Control of
Source and Starting Materias of Biologica Origin; Informetion on the origin and
collection of the plasma from under_Origin and Collection of the Source and Starting
Materid; Information on the quaity control activities and safety measures taken on the
source and starting materid from under Donor Suitability, Testing and Screening, and
Additional Safety Measures on the Source and/or Sarting Materid.]

A discussion of the sdlection and judtification of critical manufacturing steps, process
controls, and acceptance criteria. [Insert the information from the completed Module
3.2.52.4 asfollows A summary of critical manufacturing steps, process controls, and
acceptance criteria; A discussion of the process control(s) selected for each critical
manufacturing step and justification of the proposed acceptance criterial

() Highlight critical process intermediates, as described in 3.2.52.4; [Insert a
summary of the qudity, control and storage conditions of intermediates isolated during
the process from the completed Module 3.2.5.2.4.]

(/) A description of process validation and/or evaluation, as described in 3.2.5.2.5.
[Insart asummary of the process vdidation and/or evauation studies from the
completed Module 3.2.52.5.]

(v) A brief summary of mgor manufacturing changes made throughout devel opment
and conclusions from the assessment used to evauate product consstency, as
described in 3.2.5.2.6. The QOS should dso cross-refer to the non-clinica and clinical
studies that used batches affected by these manufacturing changes, as provided in the
CTD-S and CTD-E modules of the dossier, if gpplicable. [Insert the information from
the completed Module 3.2.S.2.6 asfollows: abrief summary of mgor manufacturing
changes made through

14
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development and conclusions from the assessment used to eva uate product
congstency; A crossreference to the location of nonclinical and clinica studies
provided in other modules of the submission, in which drug substance batches that were
affected by a sgnificant manufacturing change had been used |

2.3.S3 Characterisation (name, manufacturer)

(/) A description of the desired product and product-related substances and a summary of
generd properties, characterigtic features and characterisation data (for example, primary and
higher order structure and biologica activity), as described in 3.2.5.3.1, should be included.
[Insert a summarized description of this information from the completed Module 3.2.53.1.]

() The QOS should summarise the data on potentid and actud impurities arisng from the
gynthesis, manufacture and/or degradation, and should summarise the basis for setting the
acceptance criteriafor individua and total impurities.

The QOS should dso summarise the impurity levelsin batches of the drug substance used in the
non-clinica sudies, in the clinical trids, and in typica batches manufactured by the proposed
commercia process.

(v) If filing a CTA/CTA-A, the QOS should adso summarise the impurity levelsin batches of
the drug substance produced to-date and used both in the non-clinica studies and/or in the
clinicd trids, if avallable. These reaults, and a discussion of the proposed limits, should be
discussed.

(v/) A tabulated summary of the data provided in 3.2.5.3.2, with graphical
representation, where appropriate should be included. [Insert the tabulated summary on
actua impurity levels detected from the completed Module 3.2.5.3.2.]

The QOS should state how the proposed impurity limits are qudified. [Insert the discussion of
results which are close to or outside limits, and the rationde for the choice of tedts, the
proposed limits and their qudification from the completed Module 3.2.5.3.2.]

2354 Control of Drug Substance (name, manufacturer)

(v) A brief summary of the judtification of the specification(s), the analytica procedures, and
vaidation, should be included. [Insert the information from the completed Module 3.2.54 as
folows. A summary of the andytica proceduresfrom 3.2.5.4.2; A summary of the vaidation of
andyticd proceduresfrom 3.2.54.3; and asummary of the justification of the specification
from section 3.2.54.5.]
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(v/) Specification from 3.2.S.4.1 should be provided. [Insart the specification for the drug
substance from the completed Module 3.2.54.1.]

(/) The drug substance standard declared by the company responsible for routine release
testing, should be specified. [Insert the declared drug substance standard from the completed
Module 3.2.54.1.]

() A tabulated summary of the batch analyses from 3.2.54.4, with graphical
representation where appropriate, should be provided. [Insert the written summary of the
batch andyses, the tabulated summary (or graphical representation where appropriate) of
results (other than impurities) from in vivo study batches and recent production batches from
the completed Module 3.2.54.4.] If filinga CTA/CTA-A, submit al available information, on
al batches produced to-date and for which complete manufacturing documentation has been
provided.

2.3.S5 Reference Standards or Materials (hame, manufacturer)

(v) Information from 3.2.S.5 (tabulated presentation, where gppropriate) should be included.
[Insert information on the reference standards or reference materials used for testing of the drug
substance from the completed Module 3.2.S5]

2.3.S.6 Container Closure System (name, manufacturer)

A brief description and discusson of the information, from 3.2.5.6 should be included. [Insert
information on the container closure system for the drug substance from the completed Module
3.2.5.6]

23.S7 Stability (name, manufacturer)

() This section should include a summary of the studies undertaken (conditions, batches,
andytical procedures) and a brief discussion of the results and conclusions, the proposed
Storage conditions, retest date or shelf-life, where rlevant, asdescribed in 3.2.5.7.1. [Insert the
summarized information from the completed Module 3.2.5.7.1] If filinga CTA/CTA-A, submit
al available information which has been compiled to-dete. The post-gpprova stability protocol,
asdescribed in 3.2.5.7.2, should be included. [Insert the post-approva stability protocol and
gability commitment from the completed Module 3.2.57.2.]

(/) A tabulated summary of the stability results from 3.2.57.3, with graphical
representation where appropriate, should be provided. [Insert the tabulated summary (or
graphica representation where appropriate) of the results from the stability studies from the
completed Module 3.2.57.3]
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2.3.P DRUG PRODUCT (NAME, DOSAGE FORM)
23P.1 Description and Composition of the Drug Product (name, dosage form)

(v) Information from 3.2.P.1 should be provided. [Insert information and a description of the
drug product from the completed Module 3.2.P.1]

(v/) Composition from 3.2.P.1 should be provided. [Insert the composition of the drug
product from the completed Module 3.2.P.1]

(v) If filinga CTA/CTA-A for a placebo-controlled study, a quditative list of the ingredientsin
the placebo should be provided.

23P.2 Phar maceutical Development (name, dosage form)

(v) A discussion of theinformation and data from 3.2.P.2 should be presented. [Insart the
combined summary of the information and data from the completed Module 3.2.P.2.1 to
3.2.P.2.6, except the tabulated summary from Module 3.2.P.2.2.1 on the compostion of the
formulations used in dinicd trids and the batches affected] If filing a CTA/CTA-A, submit dl
available information which has been compiled to-date.

(v/) A confirmation that none of the non-medicind ingredients (excipients) which appear in the
find product are prohibited for use in drugs by the Canadian Food and Drugs Act and
Regulations, should be provided. [Insert the confirmation from the completed Module
3.2.P.2.1.2, under Excipients]

(v/) A tabulated summary of the composition of the formulations used in clinical trials
and a presentation of dissolution profiles should be provided, where relevant. [Insert a
tabulated summary of the composition of the formulations used in dlinicd trids and the batches
affected from the completed Module 3.2.P.2.2.1, under Formulation Development.]
23P3 M anufactur e (hame, dosage form)

Information from 3.2.P.3 should include:

. (v) Information on the manufacturer(s). [Insert the completed Module 3.2.P.3.1.]

. (¢') Information from 3.2.P.3.2 on the batch formula should be provided. [Insert the
tabulated summary on the batch formula from the completed Module 3.2.P.3.2]
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. () A brief description of the manufacturing process and the controls that are intended
to result in the routine and consistent production of product of gppropriate qudity.
[Insert the description of the manufacturing process, controls, and reprocessing
procedures from the completed Module 3.2.P.3.3.]

. (/) A flow diagram, as provided under 3.2.P.3.3. [Insert the process flow diagram
from the completed Module 3.2.P.3.3.]

. (V) A discussion of the sdlection and judtification of criticd manufacturing steps,
process controls, and acceptance criteria. [Insert the information from the completed
Module 3.2.P.3.4 asfollows. A summary of criticd manufacturing Steps, process
controls, and acceptance criteria; A discussion of the process control(s) selected for
each criticd manufacturing step and justification of the proposed acceptance criteria)]

Highlight critical process intermediates, as described in 3.2.P.3.4; [Insert information on
the qudity and control of intermediates isolated during the process from the completed

Module 3.2.P.3.4.]

. () A brief description of the process vaidation and/or evauation, as described in
3.2.P.3.5. [Insart asummary of the process vaidation and/or evauation studies from
the completed Module 3.2.P.3.5.]

23.P4 Control of Excipients (name, dosage form)

(V) A brief summary on the qudlity of excipients, as described in 3.2.P.4, should be included.
[Insert the information from the completed Module 3.2.P.4 asfollows. The specifications for
excipientsfrom 3.2.P.4.1; Thejustification for proposed excipient specifications, where
appropriate from 3.2.P.4.4; The tabulated summary of excipients from human or animd origin
that are used from 3.2.P.4.5; A summary of the nove excipientsthat are used from 3.2.P.4.6.]

23P5 Control of Drug Product (name, dosage form)

(v) A brief summary of the judtification of the specification(s), (v/) asummary of the andytica
procedures, and (v”) vdidation, and characterisation of impurities should be provided. [Insert
the information from the completed Module 3.2.P.5 asfollows. A summary of the anaytica
proceduresfrom 3.2.P.5.2; A summary of the vaidation of analytical procedures from
3.2.P.5.3; A summary of the characterisation of impuritiesfrom 3.2.P.5.5; and a summary of
the judtification of the specification from 3.2.P.5.6.]
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(v) Specification(s) from 3.2.P.5.1 should be provided. [Insert the specification(s) for the
drug product from the completed Module 3.2.P.5.1.]

(/) The drug product standard declared by the company responsible for routine release testing
and post-market stability testing should be provided. [Insert the declared drug product standard
from the completed Module 3.2.P.5.1.]

(/) A tabulated summary of the batch analyses provided under 3.2.P.5.4, with graphical
representation where appropriate, should be included. [Insert the written summary of the
batch andyses, the tabulated summary (or graphical representation where appropriate) of
results (other than impurities) from in vivo study batches and recent production batches from
the completed Module 3.2.P.5.4.] If filing a CTA/CTA-A, submit dl available information, on
al batches produced to-date and for which complete manufacturing documentation has been
provided.

2.3.P.6 Reference Standards or Materials (name, dosage form)

(v) Information from 3.2.P.6 (tabulated presentation, where appropriate) should be included.
[Insert information on the reference standards or reference materials used for testing of the drug
product from the completed Module 3.2.P.6.]

2.3.P.7 Container Closure System (hame, dosage form)

() A brief description and discussion of the information in 3.2.P.7 should be included. [Insert
information on the container closure system for the drug product from the completed Module
3.2.P.7]

23.P.8 Stability (name, dosage form)

(v/) A summary of the studies undertaken (conditions, batches, analytica procedures) and a
brief discusson of the results and conclusions of the stability studies and analysis of data, should
be included. Conclusions with respect to storage conditions and shelf-life and, if gpplicable, in-
use storage conditions and shdlf-life should be given. [Insert the summarized information from
the completed Module 3.2.P.8.1.] If filinga CTA/CTA-A, submit dl available information
which has been compiled to-date.

The post-approva stability protocol, as described in 3.2.P.8.2, should be provided. [Insert the
post-gpprova stability protocol and stability commitment from the completed Module
3.2.P.8.2]
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23.A

() A tabulated summary of the stability results from 3.2.P.8.3, with graphical
representation where appropriate, should be included. [Insert the tabulated summary (or
graphica representation where appropriate) of the results from the stability studies from the
completed Module 3.2.P.8.3.]

APPENDICES
23A.1 Facilities and Equipment (name, manufacturer)

(v/) A summary of facility information described under 3.2.A.1 should be included. [Insert a
summary of the facilities and equipment information from the completed Module 3.2.A.1] If
filing aCTA/CTA-A, this summary may exclude the manufacturing flow diagrams for
movement of raw materids, personnd, waste, and intermediates.

23A.2 Adventitious Agents Safety Evaluation (name, dosage form,
manufacturer)

() A discussion on measures implemented to control endogenous and adventitious agentsin
production should be included. [Insert the information from the completed Module 3.2.A.2 as
follows A summary of the measures used to avoid and control non-vira adventitious agents
during production, from under For non-viral adventitious agents; A summary of the
measures used to test, evaluate, and diminate the potentia risks of vird adventitious agents
during production, from under For viral adventitious agents; A summary of the measures
used to sdlect, tet, evauate, and eliminate the potentia risks of adventitious agents in any
materids of anima or human origin that are used, from under Materids of Bidlogicd Origin; A
brief summary of the virologica test(s) conducted during manufacturing, a which step(s) and
intermediate(s), and the conclusion of the testing results, from under Testing at appropriate
steges of production; A brief summary of the virological test(s) conducted on unprocessed bulk
and the conclusion of the testing results, from under Vird Tedting of Unprocessed Bulk; The
rationale and action plan for ng vird clearance, the results and evauation of the vira
clearance studies, from under Vira Clearance Studies.]

(v) A tabulated summary of the reduction factors for viral clearance from 3.2.A.2,
should be provided. [Insert the tabulated summary of the reduction factors for vird clearance
from the completed Module 3.2.A.2, under Vird Clearance Studies!]

(V) A cdculation of the estimated particles /dose, where relevant, should be provided. [Insert
the calculation of estimated particles/ dose, where relevant, from the completed Module
3.2.A.2, under Vird Clearance Studies|]
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23A3 Excipients
(v) A summary of the excipients described under 3.2.A.3, their suitability for use, and a
discussion on their potentid risk(s), should be provided. [Insert the summary of the excipients
from the completed Module 3.2.A.3]

2.3.R REGIONAL INFORMATION

(Not applicable for Canada.)

End of “Module 2.3 QOS (Blood Products) Guidance”

23  Module 3: Quality
2.3.1 Content and Extent of Supporting Quality I nformation

A hardcopy of dl of the supporting Quality information and data should be submitted in Module 3. This
information should consist of Modules 3.1 TABLE OF CONTENTS, 3.2 BODY OF DATA, ad

3.3 LITERATURE REFERENCES. Module 3.2 is further subdivided into 3.2.S DRUG
SUBSTANCE, 3.2.P DRUG PRODUCT, 3.2.A APPENDICES, and 3.2.R REGIONAL
INFORMATION.

The Quality information submitted under Module 3 should be up-to-date, comprehensive, appropriately
detailed, relevant, and to the extent sufficient to support the gpprova of a New Drug Submisson
(NDS), Supplemental New Drug Submission (SNDS), Natifiable Change (NC) or Biologica Drug

| dentification Number Application (DIN-B), pursuant to section C.08.004 of the Food and Drugs
Regulations, and which complies with the current regulatory requirements under Sections C.08.002
and C.08.003, and Part C- Divisons 1, 1A, 2, and 4, (as appropriate) of the Food and Drugs
Regulations. Smilarly, for aClinica Trid Application (CTA) or Clinica Trid Application-Amendment
(CTA-A), the qudity information should support the requirements, pursuant to Part C- Divison 5 of the
Food and Drugs Regulations.

The applicant is encouraged to provide the information which is relevant to their particular product,
when completing Module 3.2 BODY OF DATA of the drug submisson in CTD format. In some
subsections under Module 3.2 BODY OF DATA, where specific ICH Quadlity guidances are
referenced, the relevant information described in those technica guidances should be provided under
the gppropriate subsectionsin the BODY OF DATA, to help ensure that the submission fulfils the
screening requirements.
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A properly completed Module 3 will facilitate preparation of the Qudity Overdl Summary (QOS
(appropriate version)) and Certified Product Information Document (CPID (Schedule D drugs)), as
well as, expedite the drug submisson review process.

2.3.2 Preparation of the Supporting Quality I nformation

The ICH Harmonised Tripartite Guidance, The Common Technical Document Module 3: Quality
section, the Common Technical Document-Quality Questions and Answers/ Location Issues
document, and the Guidance on the Supporting Quality (Blood Products) Information (provided
under 2.3.5), should be referred to for preparing the Quality information required under Module 3 for a
Blood Products product. However, in the Guidance on the Supporting Quality (Blood Products)
Information, the ICH guidance on preparing the qudity information under Module 3 has been
reproduced, streamlined by excluding the ICH guidance for NCE and Biotech products which does not
apply to ablood product, and integrated with the Hedlth Canada guidance to conveniently provide the
gpplicant with a consolidated guidance document on how to put together the quality information for a
Canadian drug submission. This guidance covers topics not necessarily described by any exigting ICH
technica qudity guidances and it contains information which should be congdered during drug
development as well as, for the preparation of a drug submission.

The Guidance on the Supporting Quality (Blood Products) Information provides additiond Hedlth
Canada guidance, clarification, where necessary, illustrative examples, and references to Hedth Canada
Quality guidancesto further assist the sponsor. Under Module 3.2.R, REGIONAL INFORMATION,
additiond information, which should be submitted for a Canadian drug submission, is aso identified. In
afew subsections of Module 3.2 BODY OF DATA, where other Canadian regulatory information
should be provided, thisinformation is identified with a chevron symbol.

To ease the preparation of the QOS (Blood Products) and CPID (Schedule D drugs), the gpplicant is
encouraged to follow, in particular, the Guidance on the Supporting Quality (Blood Products)
Information regarding the preparation of summearized information or tabulated summaries, and which is
eadly identified by, “[Copy information to QOS (Blood Products) or CPID under a certain section]”.
In addition, the gpplicant is encouraged to subsequently follow the Guidance on the QOS (Blood
Products) and the Guidance on the CPID (Schedule D drugs) [text in square brackets], which
identifies the target location in the QOS (Blood Products) or CPID (Schedule D drugs), as the case
may be, where the information from Module 3 can be conveniently “copied and pasted”, once it has
been completed.

NOTE: A reference to the Hedth Canada Guidance on Good Manufacturing Practices (for
Schedule D drugs) is meant to be included under dmost every section of Module 3.2
BODY OF DATA. However, in order to minimizethe sze of the Guidance on the
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Supporting Quality (Blood Products) Information, the GMP guidance was not
referenced under most sections, athough the applicant should refer to it when preparing
Module 3.

In some cases, it may be gppropriate to separate or repeat sections within asingle drug submissonin
the CTD format. In these cases, the identifiers (provided in brackets) after a section or subsection
heading (e.g. name, manufacturer, dosage form) should be completed to help distinguish the repeated
sections. The applicant should consult the Common Technical Document-Quality Questions and
Answers/ Location | ssues document, for further guidance. The following examples are included to
better illudrate this:

For a drug product containing more than one drug substance:

(e.g. Biotech substance “X”, Biotech substance “Y”, such aswith abiologica immunotoxin which is not
used asavaccine) Theentire Module 3.2.S DRUG SUBSTANCE for one drug substance should be
followed by the entire Module 3.2.S DRUG SUBSTANCE for the next drug substance, then followed
by asngle Module 3.2.P DRUG PRODUCT. The name of the Drug Substance should be included in
the heading of al gpplicable sections and subsections, to clearly distinguish the information for each
Drug Substance.

eg. 3.2SDRUG SUBSTANCE (“X”, MANUFACTURER ABC);
3.2.S3DRUG SUBSTANCE (“Y”, MANUFACTURER ABC);
3.2.P DRUG PRODUCT (“XY”, Liquid Preparation).

In the case of aradio-labelled monoclond antibody for example, the gpplicable Biotech and
Radiopharmaceutica formats for Module 3.2.S DRUG SUBSTANCE and the Radiopharmaceutica
format for Module 3.2.P DRUG PRODUCT, should be used accordingly. (See a0, the Hedlth
Canada Guidance for Industry, Preparation of the Quality Information for Drug Submissionsin
the CTD Format: Radiopharmaceutical Products)

For a drug substance and/or drug product which is manufactured by mor e than one
manufacturer and where there are differences in the Quality information associated with each
manufacturer:

(eg. Manufacturer “A” and Manufacturer “B”, both fill the drug product using different equipment and
separate fadilities) The name of the manufacturer should be included in the heading of any affected
sections and subsections, to clearly distinguish the drug substance and/or drug product information for
each manufacturer, as the case may be. The numbering of the sections and subsectionsin this case
should il be sequentid.
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eg. 3.2.P.3.3 Description of Manufacturing Process and Process Controls (name, dosage
form, Manufacturer “A”);
3.2.P.3.3 Description of Manufacturing Process and Process Controls (name, dosage
form, Manufacturer “B”);
3.2.P.3.4 Controls of Critical Steps and | ntermediates (name, dosage form,
Manufacturer “ A and B”); (In section 3.2.P.3.4, the information is the same regardless of the
manufacturer, so it only needsto be stated once.)
...3.2.A.1 Facilitiesand Equipment (name, Manufacturer “A”);
3.2.A.1 Facilitiesand Equipment (name, Manufacturer “B”);

NOTE: Under 3.2.5.2.1 and 3.2.P.3.1 Manufacturer(s), multiple manufacturers should be
listed without the need for any unique identifiers.

For a Drug Product with more than one dosage form or a Drug Product supplied with a
reconstitution diluent without a Drug I dentification Number (DIN):

(e.g. lyophylisate, liquid.) The entire Module 3.2.P DRUG PRODUCT for one dosage form and/or
diluent (as the case may be), should be followed by the entire Module 3.2.P DRUG PRODUCT for the
next dosage form and/or diluent (as the case may be). The name of the dosage form should be included
in the headings of dl corresponding sections and subsections, to clearly digtinguish the qudity
information for each dosage form and/or diluent, as the case may be.

eg. 3.2P DRUG PRODUCT (NAME, “lyophylisate’);
3.2P DRUG PRODUCT (*Recongtitution Diluent for lyophylisate’);
3.2.P DRUG PRODUCT (NAME, “liquid form”).

For a drug product which has mor e than one formulation:

(eg. “Origind” Formulation: 2 mg subgstance “ X"+ 125 mg Substance “Y”; “Ultra’ Formulation:

10 mg substance “ X"+ 500 mg Substance “ Y”;) Identification of the formulation should be included in
the heading of any affected sections and subsections, to clearly digtinguish the information for each
formulation and drug product. The numbering of the sections and subsections in this case should till be
sequentid.

eg. 3.2.P.2.2.1 Formulation Development (name, “ Original formulation” , dosage form);
3.2.P.2.2.1 Formulation Development (name, “ Ultra formulation” , dosage
form);...3.2.P.2.3,....3.2.P.3.2 Batch Formula (name,“ Original formulation”, dosage
form);
3.2.P.3.2 Batch Formula (name,” Ultra formulation”, dosage form);...3.2.P.3.3,...
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For drug products with more than one type of packaqing:

(e.g. battle, syringe.) Identification of the packaging should be included in the heading of any affected
sections and subsections, to clearly distinguish the information for each drug product. The numbering of
the sections and subsections in this case should still be sequentid.

eg. 3.2P DRUG PRODUCT (NAME, “liquid form”)- 3.2.P.1 Description and Composition
of the Drug Product (name, “liquid form”, 5 ml glass bottle); 3.2.P.1 Description and
Compostion of the Drug Product (name, “liquid form”, 2 ml plagtic syringe)

For a drug product with mor e than one strength:

(e.g. 100 IUNid, 500 IUNvid, 1000 IU/vid.) Identification of the strength should be included in the
heading of any affected sections, subsections, and/or presentation of the information, to clearly
distinguish the information for each strength. The numbering of the sections and subsectionsin this case
should il be sequentid.

eg. different strengths are identified within the following table under 3.2.P.5.1 Specification(s)
(name, dosage form):

Test Test Method Specification(s):
100 IUMvial 500 I Uivial 1000 I U/vial
Potency Specific Binding 90-110 IU/vid 450-550 IU/vid 800-1200 IU/vid
Assay Assay
Total Micro-Kjeldahl <1.0mg/ml <1.0mg/mi <1.0mg/ml
Protein
pH Potentiometric 6.6-7.4 6.6-7.4 6.6-7.4

Where additiona guidance is necessary for completing this Module, the applicant should consult with
the SMD, CPRA or BREC.

2.3.3 Presentation of the Supporting Quality Information

To ease the access to information and migration through the drug submission, the applicant should
consult the Health Canada draft Guidances for Industry on the preparation of various types of drug
submissonsin the CTD format and the ICH Guidance, Organisation of the Common Technical
Document for the Registration of Pharmaceuticals for Human Use- Annex, for further guidance on
the definition of a document in Module 3, document pagination and segregetion, section numbering
within documents, and table of contents formatting.
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With respect to the definitions of a document within Module 3.2.R REGIONAL INFORMATION
(for Canada), a separate document should be provided for 3.2.R.2 M edical Devices, whereas one
document or multiple documents (e.g. one for each batch) can be submitted for Modules 3.2.R.1
Production Documentation and 3.2.R.3 L ot Release Documentation.

Whereidentica or relevant information has been provided in another section of Module 3 or where
there is supporting or related information from other Modules of the submission, the applicant is
encouraged to clearly cross- reference to the location of that information. Cross-referencing should be
aufficiently detalled, so asto dlow the gppropriate information to be easily located within the drug
submission and it should correspond to the pagination and unique header or footer identifiers on each

page.

Where regiond information may need to be provided under the Drug Substance (3.2.S) or Drug
Product (3.2.P) sections, the information could be integrated within the section or document (e.g.
where only minimal information is required) OR provided in a separate document, attachment, or
Volume to that section (e.g. in the case of alengthy study report or a Site Reference File). The
approach taken should aso be in accordance to the guidance on the definition of a Quality document-
See the ICH Guidance, Organisation of the Common Technical Document for the Registration of
Pharmaceuticals for Human Use under the Annex: Granularity Document. Thisflexibility in
gpproach is intended to minimize problems associated with pagination and cross-referencing in globa
submissons.

2.3.4 Submission of the Supporting Quality I nformation

For aNDS, Module 3 information should be submitted in its entirety.

For a SNDS or a NC, which includes changes in the Quadlity information, only those subsections which
are affected by the change(s) need to be submitted, although the CTD format and numbering for those

subsections should be maintained, and cross-referencing to rdlevant information from any prior-related
submissions should be included.

For aBiologica DIN Application (DIN-B), Module 3 information should be submitted for only the
required subsections or parts for a DIN-B, depending upon the product, and on a case-by-case basis.
The applicant should consult with the SMD, CPRA or BREC for additiona guidance on the technica
data requirements for their particular drug submission, if necessary.

For aClinica Trid Application (CTA), if thereisadgnificant amount of supporting information to those
subsections or parts which have a check mark (v') beside the guidance or heading in Module 2.3, this
information should be submitted separatdly in the appropriate Module 3 section.
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It is understandable that depending upon the stage of drug development, alimited amount of information
may be avallable for aCTA,; in which case, the sponsor should provide whatever datais available at
that time. With subsequent CTA filings for the same drug (e.g. Phase 2 or 3 sudies), where much of the
qudity information may be amilar, the soponsor is encouraged to build upon the historica information
(e.g. Phase 1 sudy), by making any necessary revisons or adding relevant information to update the
submission and clearly identifying the changes with use of coloured text or adifferent font. A
summarized chronology of the changes made to the manufacturing process should be maintained
throughout each clinica study phase of drug development to the NDS stage. Sponsors may complete
and submit additionad Module 3 subsections, as that information becomes available during the course of
drug development (e.g. Phase 2 and 3 CTAS), or as advance preparation of aNDS,

Smilarly for Clinical Trid Application-Amendments (CTA-A), with changes to the Qudlity information,
if there is extendve supporting information to those subsections or parts which have a check mark (v/)
beside the guidance or heading in Module 2.3, this information should be submitted separately in the
affected Module 3 section(s), and the gppropriate subsection numbering and CTD format should be
maintained.

References:

ICH Guidances:

- Organisation of the Common Technicad Document for the Registration of Pharmaceuticals for
Human Use

- The Common Technica Document- Module 3: Quality

- The Common Technica Document-Quality Questions and Answers/ Location Issues

Health Canada Guidances:

Changesto Marketed New Drug Products Policy

- Good Manufacturing Practices

Guidancefor Clinicd Trid Sponsors- Clinica Trid Applications
Preparation of New Drug Submissionsin the CTD Format

2.3.5 Guidance on the Supporting Quality (Blood Products) I nformation

The text following the section titlesis intended to be explanatory and illugtrative only. The content of
these sections should include relevant information described in existing ICH guidance documents, but
harmonised content is not available for dl sections. The “Body of Data’ in this guidance document
merely indicates where the information should be located. Neither the type nor extent of specific
supporting data has been addressed in this guidance document, and both may depend upon regiond
guidance.
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Start of “Module 3: Quality (Blood Products) Guidance”

3.1 TABLE OF CONTENTSOF MODULE 3

A Table of Contents for the filed application should be provided.

3.2 BODY OF DATA

3.2.S DRUG SUBSTANCE! (NAME, MANUFACTURER)
3.2S51 General Information (name, manufacturer)
3.2S11 Nomenclature (name, manufacturer)

Information on the nomenclature of the drug substance should be provided. For example:
[Copy thisinformation to the QOS (Blood Products) under 2.3.5.1.]

. Recommended International Nonproprietary Name (INN);

. Compendid name if rlevant;

. Chemicd name(s);

. Company or laboratory code;

. Other non-proprietary name(s), e.g., national name, United States Adopted Name
(USAN), Japanese Accepted Name (JAN); British Approved Name (BAN), and

. Chemical Abstracts Service (CAS) registry number.

32512 Structure (name, manufacturer)

The schematic amino acid sequence indicating glycosylation Sites or other post-trandationa
modifications and relative molecular mass should be provided, as gppropriate. A brief
description of the structura formula(€e) of other drug(s) of smilar structure, should be provided
where ussful. [Copy thisinformation to the QOS (Blood Products) under 2.3.S.1.]

32513 General Properties (name, manufacturer)

A ligt should be provided of physicochemica and other relevant properties of the drug
substance, including biologica activity. [Copy this information to the QOS (Blood Products)
under 2.3.S.1]

For a drug product containing more than one drug substance, the information requested for part “S’ should be
provided in its entirety for each drug substance.
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References:
|CH Guidance:
- Q6B
3252 Manufactur e (name, manufacturer)
3.2S21 Manufacturer(s) (hame, manufacturer)

The name, address, and responsihility of each manufacturer, including contractors, and each
proposed production Ste or facility involved in manufacturing and testing should be provided.
[Copy thisinformation to the QOS (Blood Products) under 2.3.S.2: Information on the
manufacturer; Copy thisinformation to the CPID (Schedule D drugs) under SDRUG
SUBSTANCE: Manufacturer(s)]

32522 Description of Manufacturing Process and Process Controls (name,
manufacturer)

The description of the drug substance manufacturing process represents the gpplicant’s
commitment for the manufacture of the drug substance. Information should be provided to
adequately describe the manufacturing process and process controls. For example:

Information should be provided on the manufacturing process, including plasma pooling,
fractionation, filling, storage and shipping conditions.

Batch(es) and scale definition

An explanation of the batch numbering system, including information regarding any pooling of
harvests or intermediates and batch size or scale should be provided. Since pooling may occur
at more than one step, it may be more appropriate to describe the batch size and scale under
the respective step(s), both within the flow diagram(s) and in the detailed description. [Copy
this information to the QOS (Blood Products) under 2.3.S.2: Description of the manufacturing
process and controls.]

Fractionation and/or Purification

A flow diagram should be provided that illustrates the manufacturing route from blood or
plasma pooling, through fractionation and/or purification, up to the step preceding filling of the
drug substance. Any manufacturing steps or processes which are intentionaly included for vira
inactivation and/or removal, should be clearly identified. The diagram should include dl steps
(i.e, unit operations) and intermediates. Relevant information for each stage, such as volumes,
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pH, critica processing time, holding times, temperatures and el ution profiles and sdection of a
fraction, yield calculaions at criticd manufacturing steps, and storage of any intermediate(s), if
gpplicable, should be included. Critical steps and critical intermediates for which specifications
are etablished (as mentioned in 3.2.S.2.4) should be identified. [Copy thisinformetion to the
QOS (Blood Products) under 2.3.S.2: Flow diagram; Copy this information to the CPID
(Schedule D drugs) under SDRUG SUBSTANCE: Description of Manufacturing Process
and Process Controls: flow diagram]

A description of each process step in the flow diagram should be provided. Information should
be included on, for example, scale; buffers, reagents, and other additives (details provided in
3.2.5.2.3); mgor equipment (details provided in 3.2.A.1); and process contrals, including in-
process tests and operationa parameters, process steps, equipment and intermediates with
acceptance criteria (details provided in 3.2.5.2.4). For materias such as membranes and
chromatography resins, information for conditions of use and reuse aso should be provided.
(Equipment detailsin 3.2.A.1; vdidation studies for the reuse and regeneration of columns and
membranesin 3.2.5.2.5.) Reprocessing procedures with criteria for reprocessing of any
intermediate or the drug substance should be described. (Details should be givenin 3.2.5.2.5.)
Information on procedures used to transfer materid between steps, equipment, areas, and
buildings, as appropriate, and shipping and storage conditions should be provided. (Details on
shipping and storage provided in 3.2.5.2.4.) [Copy this information to the QOS (Blood
Products) under 2.3.S.2: Description of the manufacturing process and controls.]

Filling, storage and transportation (shipping)

A description of the filling procedure for the drug substance, process controls (including in-
process tests and operationa parameters), and acceptance criteria should be provided. (Detalls
in3.2.5.2.4.) [Copy thisinformation to the QOS (Blood Products) under 2.3.S.2: Description
of the manufacturing process and controls]

The container closure system(s) used for storage of the drug substance (detailsin 3.2.5.6) and
storage and shipping conditions for the drug substance (details and supporting stability detain
3.2.5.7.3) should be described. [Copy the information on the container closure system(s) for
the drug substance to the QOS (Blood Products) under 2.3.S.2: Description of the
manufacturing process and controls|

References:

|CH Guidances:

- Q5A, and Q6B
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Health Canada Guidances:

- Annex to the GMP Guidances, Good Manufacturing Practices Guidances (GMPs) for
Schedule D Drugs, Part | Biologicd Drugs

- Cleaning Vdidation

- Guidance on the Manufacture of Human Plasma-Derived Products Vird Safety
Evauation

- Vdidation Guidances for Pharmaceuticd Dosage Forms

32523 Control of Materials (hame, manufacturer)

Materias used in the manufacture of the drug substance (e.g., raw materids, sarting materids,
solvents, reagents, catdysts) should be listed identifying where each materid is used in the
process. Information on the quality and control of these materials should be provided.
Information demongtrating that materias (including biologicaly-sourced materids, eg., media
components, monoclond antibodies, enzymes) meet slandards gppropriate for their intended
use (including the clearance or control of adventitious agents) should be provided, as
gopropriate. For biologically-sourced materids, this can include information regarding the
source, manufacture, and characterisation. (Detailsin 3.2.A.2.) For clarification, thisisan
introductory paragraph, which generdly applies to each of the subdivided types of materids
identified below.

References:

I|CH Guidance:

- Q6B

Health Canada Guidance:
- Acceptable Methods

For non-biologica-sourced raw materids (e.g. nonmedicina ingredients, prepared reagents)
information should aso be provided on the manufacturer, pharmacopoeid grade or stlandard,
and gorage (if the materid is kept a non-ambient conditions). If the materia isnot of a
pharmacopoeid grade, the specification, should be included.

Detailed information on Prepared Reagents, including their compaosition, specifications of the
raw materids used in their preparation, a description of their preparation and serilization,
storage conditions, and shelf-life, should aso be provided. In addition, a tabulated summary
should be provided, for example: [Copy the completed tabulated summary to the CPID
(Schedule D drugs) under SDRUG SUBSTANCE: Control of Materials: Summary of
prepared reagents.
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Name of Prepared Specifications of Raw Storage conditions Shelf-life
Reagent Materials

Control of Source and Starting Materias of Biologica Origin

Summaries of vird safety information for biologically-sourced materids should be provided.
(Detailsin 3.2.A.2.)

References:
Health Canada Guidances:

- Annex to the GMP Guidances, Good Manufacturing Practices Guidances (GMPs) for
Schedule D Drugs, Part | Biologica Drugs
- Product- Specific Facility Information

Detalled information on the suitability for use of the biologica raw materids that are utilized as
processing ads (e.g. auxiliary materid), should be provided, including their source, country of
origin, manufacturer, method of manufacture, microbiologica controls performed, and
Specifications.

In addition, a summary of the biologicad raw materia(s) that are utilized as processing ads,
including the source, country of origin, manufacturer, manufacturing step where used, and a
brief description on the suitability for use based upon the controls evauated (e.g. history,
testing, screening), should be provided. For example, atabulated summary could be used:
[Copy the completed tabulated summary to the QOS (Blood Products) under 2.3.S.2:
Description of the Source and Starting material and raw materids of biologica origin used in the
manufacture of the drug substance; Copy the completed tabulated summary to the CPID
(Schedule D drugs) under SDRUG SUBSTANCE: Control of Materials: Description of the
Source and Sarting materid and raw materids of biologicd origin used in the manufacture of

the drug substance.]
Biological Raw Biological Country of Suitability for
Material Source Origin Manufacturer Step Use

32 Date Adopted: 2004/05/25; Effective Date: 2004/05/25



Health Canada Preparation of the Quality Information for Drug
Guidance for Industry Submissionsin the CTD Format: Blood Products

Origin and Collection of the Source and Starting Materia

The origin of the blood, serum, or plasma units (e.g. human or animal-derived, recovered, or
source plasma) should be described. Detalled information on al the blood or plasma collection
establishments and subcontractors used, including their name and address, the country or
countries from where blood or plasma donations are collected, information on the prevaence of
relevant infectious disease markersin the population from which they collect from, compared to
that found in North American sources, and recent (dated) documentation related to regulatory
certification, authorization, licensing and/or ingpection of the blood or plasma collection
establishment(s), should be provided. The regulatory authority (ies) involved should be
identified.

Information on the controls, good manufacturing practices, and processes used for blood or
plasma collection (e.g. standard operating procedures, deferra procedures associated with
reactive test results, donor re-entry agorithms, hold periods, quarantine and disposa of
unsuitable materid, the system for maintaining donor information and for conducting tracebacks
and lookbacks, procedures related to the ongoing review of epidemiologica, post-donation and
seroconverson information, the control of labelling, shipping and storing of individud units, the
mechanism and frequency for conducting interna quaity audits and review, and the system for
mantaining appropriate blood or plasma collection facilities), should be provided. [Copy this
information to the QOS (Blood Products) under 2.3.S.2: Description of the Source and
Starting materid and raw materids of biologicd origin used in the manufacture of the drug
substance.]

If applicable, a cross-reference to aDMF or SRF should be made under this section and a
Letter of Authorization to alow Hedth Canada to review thisinformation on behdf of the
supplier should be provided under Module 1.2.6. Applicants should consult the appropriate
regiona guidances and/or regulaory authorities for additiona guidance.

Refer ences:
Health Canada Guidances:

- Annex to the GMP Guidances, Good Manufacturing Practices Guidances (GMPs) for
Schedule D Drugs, Part 2 Human Blood and Blood Components

- Blood Callection and Blood Component Manufacturing

- Guidance on the Manufacture of Human Plasma-Derived Products Vira Safety
Evduation

- National Standards on Blood Safety
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Donor Suitability, Testing, and Screening

Detailed information on the selection or deferra of the donor (e.g. donor history assessment,
written and ora questionnaire, physica examination, and informed consent form) and on the
screening of the individua blood or plasma donations for the gppropriate bloodborne
transmissible disease markers (e.g. for human-derived blood or plasma: HBsAg, antibodies to
HIV-1, antibodiesto HIV-2, antibodiesto HCV, HIV-1 p24 Ag, HB core Ag, syphilis, and
NAT for HCV RNA, HIV-1 RNA, HAV RNA, HBV DNA, Parvovirus B19 DNA) using
vaidated and appropriate test methods with respect to sengtivity, for different genotypes and
specificity, should be provided to support the suitability of the source or starting materia used
and to qualify the donor. Information on the test methods, including the name, manufacturer,
generation, and acceptance limit of atest kit, and the date when it was approved by which
regulatory authority(ies), should be provided. For example, atabulated summary could be
used:

TD Marker Test Manufacturer Generation Acceptance Regulatory
Limit Approval

[Copy thisinformation to the QOS (Blood Products) under 2.3.S.2: Description of the Source
and Starting materid and raw materids of biologicad origin used in the manufacture of the drug
substance.]

If applicable, a cross-reference to aDMF or SRF should be made under this section and a
Letter of Authorization to alow Hedth Canada to review thisinformation on behdf of the
supplier should be provided under Module 1.2.6. Applicants should consult the appropriate
regiond guidances and/or regulatory authorities for additiona guidance.

Refer ences:
Health Canada Guidances:

- Annex to the GMP Guidances, Good Manufacturing Practices Guidances (GMPs) for
Schedule D Drugs, Part 2 Human Blood and Blood Components

- Blood Callection and Blood Component Manufacturing

- Donor Excluson to Address Theoreticd Risk of Transmission of variant Creutzfel dt-
Jakob Disease (vCJID) through the Blood Supply United Kingdom, France & Western
Europe

- Guidance on the Manufacture of Human Plasma-Derived Products Vird Safety
Evauation

- Nationa Standards on Blood Safety
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Additiona Safety Measures on the Source and/or Starting Materid

Information on additiona precautions which are taken by the manufacturer(s) of the blood
product, in collaboration and contract with the blood or plasma collection establishment(s), to
ensure the safety and qudity of the blood or plasma used for further manufacturing

(e.g. traceback and lookback systems to track individual donations from donor to blood
collection establishment to alot of drug product and vice versa, post-market and clinical
follow-up of recipients for vird transmisson and other adverse events), should be provided.
[Copy thisinformation to the QOS (Blood Products) under 2.3.S.2: Description of the Source
and Starting materid and raw materids of biologica origin used in the manufacture of the drug
substance.]

If applicable, a cross-reference to aDMF or SRF should be made under this section and a
Letter of Authorization to alow Hedth Canada to review thisinformation on behdf of the
supplier should be provided under Module 1.2.6. Applicants should consult the appropriate
regiond guidances and/or regulatory authorities for additiona guidance.

References:
Health Canada Guidances:

- Annex to the GMP Guidances, Good Manufacturing Practices Guidances (GMPs) for
Schedule D Drugs, Part 2 Human Blood and Blood Components

- Blood Callection and Blood Component Manufacturing

- Guidance on the Manufacture of Human Plasma-Derived Products Vird Safety
Evauation

- Nationa Standards on Blood Safety

32524 Controls of Critical Steps and | ntermediates (name, manufacturer)

Critical Steps:

Tests and acceptance criteria (with judtification including experimental data) performed at
critica gepsidentified in 3.2.5.2.2 of the manufacturing process to ensure that the processis
controlled should be provided. Thisinformation should be provided in detail.

If identical analytical procedures are used for controlling critical steps, intermediates, and the
drug substance, a cross-reference should be made to 3.2.54.2 Analytical Procedures and
3.2.54.3 Validation of the Analytical Procedures information.
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A summary of critica manufacturing steps, process controls performed, and acceptance criteria
should aso be provided. [Copy this summary to the QOS (Blood Products) under 2.3.S.2:
Sdlection of manufacturing steps, process controls and acceptance criteria; Copy this summary
to the CPID (Schedule D drugs) under SDRUG SUBSTANCE: Controls of Critical Steps
and Intermediates: Summary of critical manufacturing Seps)]

A discussion of the process control(s) selected for each critical manufacturing step and
judtification of the proposed acceptance criteria should aso be provided. [Copy thisinformation
to the QOS (Blood Products) under 2.3.S.2: Discussion of sdlection and judtification of
manufacturing steps, process controls and acceptance criteria]

Intermediates;

Detalled information on the quality and control of intermediates isolated during the process
should be provided. This should include information regarding the pooling of individua plasma
units (e.g. the total blood or plasmapool size, taking into congderation, any initia pooling,
combined with any blending of separate batches and/or the use of any blood or plasma-derived
materials which are utilized as processng aids during manufacturing) and the screening of the
blood or plasma pool(s) for the appropriate known bloodborne transmissible markers (e.g. for
human plasma pools. HBsAg, antibodies to HIV-1, antibodies to HIV-2, antibodiesto HCV,
and NAT for HCV RNA, HIV-1 RNA, HAV RNA, HBV DNA, Parvovirus B19 DNA) usng
vaidated and gppropriate test methods, (A summary of the vird testing information in 3.2.A.2.)
Information on the test methods, including the name, manufacturer, generation, and acceptance
limit of atest kit, and the date when it was gpproved by which regulatory authority(ies), should
be provided. For example, atabulated summary could be used:

TD Marker Test M anufacturer Generation Acceptance Limit Regulatory
Approval

Refer ences:
|CH Guidance:

- Q6B
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Health Canada Guidance:
- Acceptable Methods
- Guidance on the Manufacture of Human Plasma-Derived Products Vird Safety
Evduation

Stability data supporting storage conditions of intermediate(s) should be provided in detail.

A summary of the qudity, control, and storage conditions of intermediates isolated during the
process, should aso be provided. [Copy this summary to the QOS (Blood Products) under
2.3.5.2: Highlight criticd intermediates, Copy this summary to the CPID (Schedule D drugs)
under SDRUG SUBSTANCE: Controls of Critical Seps and Intermediates: Highlight
critica intermediates)

References:

|CH Guidance:

- Q5C

3.2.5.25 Process Validation and/or Evaluation (name, manufacturer)

Process validation and/or evauation studies for aseptic processing and sterilisation should be
included.

Sufficient information should be provided on vaidation and eva uation Sudies to demondrate
that the manufacturing process (including reprocessing steps) is suitable for its intended purpose
and to substantiate selection of critical process controls (operationa parameters and in-process
tests) and their limits for critica manufacturing steps (e.g., cdl culture, harvesting, purification,
and modification). Theinformation provided in the sudy report should support the current
manufacturing process proposed for commercia use, including data to demonstrate consistency
inyield and production, and degree of purity. The vaidation study report for the extent of reuse
and regeneration of columns and membranes should be provided, including in-process test
results and data from relevant manufacturing batches, to demongtrate consistency in the qudity
and safety of the drug substance during production. The suitability of any proposed
reprocessing procedures described in 3.2.S.2.2 and the criteria for reprocessing of any
intermediate or the drug substance should be discussed. If adjuvants are added to the drug
substance, information and data from the adsorption and desorption study should be submitted.
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A summary of the process vaidation and evauation studies should dso be provided. [Copy this
summary to the QOS (Blood Products) under 2.3.S.2: Description of process validation.]

The plan for conducting the study should be described and the results, andysis and conclusions
from the executed study(ies) should be provided. The anaytical procedures and corresponding
validation should be crossreferenced (eg., 3.2.5.2.4, 3.2.54.3) or provided as part of
judtifying the 