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Foreword

Guidance documents are meantto provide assistance toindustry 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 inamannerthat is fair,
consistent, and effective.

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

As a corollarytothe above, itis equallyimportant to note that Health Canadareservesthe right to
requestinformation or material, or define conditions not specifically described in thisdocument, in
orderto 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.
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1 INTRODUCTION

1.1 Policy Objectives

To integrate the electronic Common Technical Document (eCTD) format within the Canadian drug
registration framework by describing the electronicformat requirements for regulatory activities * filed
pursuantto the Food and Drugs Act and Regulations.

To facilitate the preparation of aregulatory activity for human drugs, pursuant to Part C of the Food and
Drug Regulations, inthe eCTD format.

1.2 Policy Statements

This guidance document defines the eCTD electronic-only format process requirements and
provides guidance on the structure and content of information to be included in regulatory
activities filed to Health Canada.

This guidance document is to be used in the preparation and filing of drug regulatory activities
to Health Canada in the eCTD electronic-only format as established by the International Council
on Harmonization (ICH) of Technical Requirements for Registration of Pharmaceuticals for
Human Use. This guidance document reflects recommendations made by the ICH working
groups and steering committee, incorporates suggestions made by stakeholders, and describes
both new and revised filing requirements.

Some information outlined in this guidance document may not be used with the current
Canadian Module 1 schema. Alternative instructions are provided and indicated throughout the
document using footnotes.

13 Scope and Application

The table below providesalist of the regulatory activity types for human drugs that are mandatory or
recommended for filinginthe eCTD format.

Table 1: Outline of eCTD Requirement and Regulatory Activity types

eCTD Requirement Regulatory Activity Type

Mandatory ineCTD format | Division 8 - Prescription and non-Prescription (Human Drugs only) —
including Administrative (i.e. NDS, ANDS) and Labelling ONLY regulatory
activities.

e New Drug Submission (NDS)?

e Supplementtoa New DrugSubmission (SNDS)?

e Abbreviated New Drug Submission (ANDS)?

e Supplementtoan Abbreviated New Drug Submission (SANDS) 2

e Extraordinary Use New Drug Submission (EUNDS) 2

e Extraordinary Use Supplementtoa New Drug Submission (EUSNDS) 2
e Extraordinary Use Abbreviated New Drug Submission (EUANDS) 2

1 See definitionin Appendix B.
2 Including regulatory activities for administrative changes and labelling only.
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eCTD Requirement

Regulatory Activity Type

Extraordinary Use Supplement to an Abbreviated New Drug Submission
(EUSANDS)?

New Drug Submission for Disinfectant products (NDS-D)??
Supplementtoa New Drug Submission for Disinfectant products (SNDS-
D)23

Supplementtoa New Drug Submission-Confirmatory (SNDS-C)
Notifiable Change (NC)?

RequestforPriority Review Status for NDS or SNDS

Yearly Biologic Product Report (YBPR)*

Pre-Submission Meeting Information® (MPNDS, MPSNDS, or MPNC)
Undefined Regulatory Activity (UDRA)® - with the exception of
Notification of Discontinued Sale (DIN cancellation)and Notification of
interruption of sale

Development Safety Update Report (DSUR) when provided as a
standalone regulatory activity to Therapeutic Products Directorate (TPD),
Biologics and Genetic Therapies Directorate (BGTD) or Natural and Non-
prescription Health Products Directorate (NNHPD)

PeriodicSafety Update Report - Confirmatory (PSUR-C) or Periodic
Benefit Risk Evaluation Report - Confirmatory (PBRER-C) when provided
to TPD, BGTD or NNHPD - submitted to supportthe fulfilment of a Notice
of Compliance with Conditions (NOC/c)

PostNOC - Level lll Changes Form

Division 8 - Post-market Vigilance Data (Human Drugs only)

PeriodicSafety Update Report (PSUR) or Periodic Benefit Risk Evaluation
Report (PBRER) when provided to the Marketed Health Products
Directorate (MHPD)
Risk Management Plan (RMP), when provided to MHPD
Other Post-market Vigilance data (Undefined Data Post-market Vigilance
(UDPV)) requested by MHPD
o Post-Authorization commitments - Post market Vigilance (PA-PV)
o Post-Authorization Actand Regulations - Post market Vigilance
(REG-PV)
Issue Related Summary Report (IRSR-PV)
Risk Communication - Post market Vigilance (RC-PV)
Patient Safety/Advertising Ad-Hoc Post market requests (PSA-PV)

3 This regulatory activity type (NDS-D, SNDS-D) should be indicated in the cover letter of the transaction, however
NDS or SNDS must continue to be used in buildingthe eCTD regulatory transaction asthe new regulatory activity

types are not inthe eCTD Module 1 backbone.
4 YBPRs should not be filed in the same regulatory transaction with Level |1l change forms.
5 Pre-Submission Meeting Information includes the Pre-Submission Meeting Request.

6 UDRA should be used as per Appendix F of this guidance document.
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eCTD Requirement

Regulatory Activity Type

Mandatory in eCTD format
as of January 2020

Master Files*

e NewTypel Master Files - Drug Substance

e NewType Il Master Files - Container Closure Systems and Components
e NewType lll Master Files — Excipients

e NewType IV Master Files - Drug Product

* excludes masterfiles for Veterinary Drug Directorate

RecommendedineCTD
format

Division 5 - Clinical Trials (Human Drugs only)

e Pre-Clinical Trial Application Consultation Meeting (Pre-CTA)

e Clinical Trial Application (CTA) with eithera 7 day administrative ora 30
day default performance standard

e Clinical Trial Applications - Amendments (CTA-A) witha 7 day
administrative ora 30 day default performance standard

e Clinical Trial Application-Notification (CTA-N)

Division 1 - Prescription and non-Prescription (Human Drugs only)

e ApplicationforDrugldentification Number (DINA)

e ApplicationforDrugldentification Number - Biologic (DINB)

e Applicationfor Drug ldentification Number - Disinfectant (DIND)

e ApplicationforDrugldentification Number - Category IV Product (DINF)

e Post-Authorization Division 1Change (PDC)

e Post-Authorization Division 1Change - Biologic (PDC-B)

e Post-DIN Notification (for DINA only)

e YearlyBiologicProductReport (YBPR) - Biologic

e Pre-Submission Meeting Information (MPDIN)

e PeriodicSafety Update Report (PSUR) or Periodic Benefit Risk Evaluation
Report (PBRER) when provided to the Marketed Health Products
Directorate (MHPD)

¢ Risk ManagementPlan (RMP), when provided to MHPD

e OtherPost-market Vigilance data (Undefined Data Post-market Vigilance
(UDPV)) requested by MHPD

o Post-Authorization commitments - Post market Vigilance (PA-PV)
o Post-Authorization Actand Regulations - Post market Vigilance
(REG-PV)
Issue Related Summary Report (IRSR-PV)
Risk Communication —Post market Vigilance (RC-PV)
Patient Safety/Advertising Ad-Hoc Post market requests (PSA-PV)

Division 8 Prescription and non-Prescription (Human Drugs only)

e Undefined Regulatory Activity (UDRA)
o Notification of Discontinued Sale (DIN cancellation)
o Notification of interruption of sale
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eCTD Requirement Regulatory Activity Type

Master Files

e Conversion of existing
o Typel Master Files - Drug Substance
Type |l Master Files - Container Closure Systems and Components
Type Il Master Files - Excipients
Type IV Master Files - Drug Product

o O O

The eCTD transaction for regulatory activity types listed above that are not currently inthe Guidance
Document: Creation of the Canadian Module 1 Backbone should be prepared usingthe example below.
Until the backbone document has been updated, or the regulatory activity types are available onthe
eCTD tools being used by sponsors, sponsors should indicate the correct regulatory activity type on the
coverletter of the transaction.

For example:

EUANDS should be indicated on the cover letter; however, the eCTD sequence should be
prepared usingthe ANDS regulatory activity type, as the EUANDS option is not available inthe
ca-regional backbone.

SNDS-D should be indicated on the coverletter, however, the eCTD sequence should be
prepared usingthe SNDS regulatory activity type as the SNDS-D option may not be available on
the eCTD tool as it is not available in the ca-regional backbone.

PA-PV should be indicated onthe coverletter, however, the eCTD sequence should be prepared
usingthe UD-PV regulatory activity type as the PA-PV option may not be available onthe eCTD
tool as it is not available in the ca-regional backbone.

The eCTD formatis mandatory fordrug/device combinations where there isadrugreview lead (e.g. the
productfallsunderthe Food and Drug Regulations)as describedinthe Drug/Medical Device
Combination Products policy on the Health Canada website wherethe combination productis classified
as a device, the use of eCTDformat forthe drugcomponentisalso encouraged.

Transactions, related to a regulatory activity that have previously been filed in eCTD format, are
mandatory in eCTD format.

A complete list of regulatory transaction descriptions is available, viathe Filing Submissions
Electronically information page on the Health Canadawebsite.

If a sponsorisunable touse eCTD format for a regulatory activity that has been identified mandatoryin
eCTD format, individual requests foran exemption will be considered by Health Canadaon a case-by-
case basis. These requests should be submitted as perthe email template below:

To: hc.ereview.sc@canada.ca.
Subject: Mandatory eCTD Format - Exemption
Email body:

e Companyname:
e Productname:
e Regulatory activity type:

Preparation of Regulatory Activities in the Electronic Common Technical Document (eCTD) Format 11
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e Anticipated date of filing:
e Rationale forthe exemption:

The rationale for the exemption mustinclude appropriate justification in orderto be accepted.
For example:

e Detailed explanation of the challenges related to submittingin eCTD format specificto the
product; or

e Reason(s)the sponsorisunabletofilein eCTDformatatthe anticipated date of filing. This
must also include the sponsor’s transition plan for submitting subsequent regulatory
activities and transactionsin eCTD format.

Regulatory activity types that are recommended, but not mandatory, in eCTD format will not require an
exemption if they cannotbe filedin eCTD format.

Regulatory Transactions out of scope for eCTD format
The information currently notacceptedin eCTDformatincludes:

e Productsregulated underthe Natural Health Products Regulations
Site Master Files (submitted to Regulatory Operations and Enforcement Branch)

e Site Reference File (SRF)

e Medical Devices - Licence Application or Amendment (LAp or LAm)

e Lot Release documentation (i.e. group 13, 1b, 2, 3, 4 fax-backs)

e Consistency Lot Testing Activities” (Sample Requests) requested during the pre-market
review process by BGTD

e Adverse Reaction Reports

e Aresponsetoarequestissuedunderthe AccesstoInformation Act (ATIA)

e The Annual Drug Notification Form (ADNF) completed by the sponsor

e New Certificate of Supplementary Protection (CSP) Applications

e (CSPrelated Correspondence

e Courtdocuments (forexample statements of claim, notices of application, notices of
motion, etc.)

e Pipeline meeting

Health Canadawill inform sponsors when additional regulatory activity types willbe accepted or
requiredin eCTDformat.

1.4 Background

The preparation andfiling of a regulatory activity and additionalinformationin eCTD formatis
mandatory for specified regulatory activity types. Sponsors who file aregulatory activityin eCTD format
must comply with the specifications included in this guidance document as well as the following
documents availableon the Health Canada website:

7 All requested documentation should be submitted with the requested samples directly tothe BGTD. The

documentation does not need to be provided again within the eCTD responsesequence. The eCTD response
sequence should consistofthe cover letter, life cycle management table (eCTD), issued clarification re S
responsewith confirmation thatthe documentation and samples havebeen shipg i
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e Guidance Document: Creation of the Canadian Module 1 Backbone

e (Canadian Module 1SchemaVersion2.2

e Validation Rules for regulatory transactionsin eCTD format

e Organizationand Document Placement for Canadian Module 1 of the Common Technical
Document (CTD) Structure

e Regulatory Transaction Descriptions

e ElectronicCommon Technical Document Specification (Version 3.2.2, July 16, 2008)
including the corresponding Questions and Answers, developed by the ICH M8 Expert
Working Group (EWG)

Regulatory transactions in eCTD format that do not comply with the requirements prescribed in this
document will be rejected.

Sponsors should also consult other related Health Canada guidance documents and notices as listed in
Appendix A of thisdocument.
1.5 Contact Information

Any questions related to this guidance document should be sent viaemail to hc.ereview.sc@canada.ca.

2. STRUCTURE AND CONTENT

Health Canada’s content and document placement requirements for regulatory activities in eCTD format
are the same as they are forthose filed in the non-eCTD electronic-only format. This guidance document
and corresponding ICH guidance documents onthe CTD format outline the modularstructure and
content of regulatory activities in electronicformat.

Itis necessary to understand the distinction between the folder structure and the eCTD structure.

Folder Structure

A folderisthe organizing unitforacomputeroperating systemand the unitin which e lectronicfilesare
stored and accessed ona computer.

Windows Explorer®, forexample, provides the means for storing, saving, viewing, and accessingfilesin
folders ona computerusing the Windows operating system.

Figure 1lillustratesaportion of the folderstructure forstoringfilesinaregulatory activity ineCTD
format, as seen using Windows Explorer®.
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Figure 1: FolderStructure with one Regulatory Transaction
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eCTD Structure

The eCTD structure is the rendering of the regulatory activity through its organizationin an eXtensible
Markup Language (XML) backbone. The eCTD structure can be viewed by using an XML viewing tool.
Figures 2 and 3illustrate a portion of the eCTD structure, as seen usingan XML viewing tool. While
Figure 2 illustrates a dossier with one regulatory transaction, Figure 3illustrates a dossier with multiple
regulatory transactions.
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Figure 2: eCTD Structure with one Regulatory Transaction
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Figure 3: eCTD Structure with Multiple Regulatory Transactions
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— 4 1.0.4 Health Canada Solicited Information
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2.1 Cover Letter

All regulatory transactionsin eCTD format must be accompanied by an administrative cover letterin
electronic portable document format (PDF), with the exception of transactions containingonly a Post
NOC- Level lll Changes Form or Letters of Access (fora Master Files).

All coverletters must be three pagesorlessinlength and only containa subset of the below prescribed
information.
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Health Canadarequiresthe followingforall coverletters:

e Clearlystate whatisbeingprovided andthe reasonforfiling as perthe Regulatory
Transaction Description document
e Indicate the:
— Stakeholder® Name and Role (e.g. Sponsor, Manufacturer, DIN / MF Owner, or Agent)
— Brand name or Master File (MF) name
— Control numberor MF number (if known)
— Dossierldentifier
— Regulatory Activity type
— Sequence number
e Includereference toacorrespondence and/orarequest letterissued by Health Canada
(includingan Advisement Letter), if applicable
e C(learlystate any cross-referenced regulatory activity (include the date the regulatory
activity was approved)
e Indicate the contact name and email addressforthe eCTD publisher where the Validation
Report (if required) should be sent
e Signature:seesection4.6
e Ifapplicable, include alist of eligible patent claims and a description of how such claims
correspondtothe regulatory activity in respect of which the patentlistis filed, as well as
page referencestorelevant portions of the drug submission should be included
e Include detailed information regarding the following transactions:
— OtherSale Notifications (SN):

o Notifications of interruption of sale shouldindicatethe:
o DIN(s) affected
e Date the sale of the drug stopped (the coverletter should indicate that the
product has not beensoldfora period of 12 consecutive months)

o Notifications of discontinuation of sale (DIN cancellation) should indicatethe:
e DIN(s)tobecancelled
e Discontinuation date
e Expirydate of the lastlotsold
e Lot numberofthe lastlotsold
o Special Requests (DNF)

— Responsestorequestsforclarification should clearly indicate the name of the
requester.
—  PSUR or PBRER (when provided to MHPD) should also indicate which of the
following applies:
o Significantchange in whatis known about the risks and benefits of the health
product
o VOLUNTARY PSUR/PBRER - unsolicited information
o REQUESTED PERIODICPSUR/PBRER - requested by Health Canada (forexample
RMP follow-up or post-authorization commitment)

8 See definition in Appendix B.

Preparation of Regulatory Activities in the Electronic Common Technical Document (eCTD) Format 17


https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/filing-submissions-electronically.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/filing-submissions-electronically.html

o REQUESTED AD HOC PSUR/PBRER - provided as a one-time request made by
eitherthe pre-marketreviewdirectorate reviewing the associated regulatory
activity or by MHPD (the requestershould be specified)

—  RMP (when provided to MHPD) should also indicate which of the following applies:
o VOLUNTARYRMP -unsolicited information
o REQUESTED AD HOC RMP - provided as a one-time request made by MHPD (the
requestershould be specified)

— UD-PV (when provided to MHPD) cover letter should indicate the new regulatory
activity type (PA-PV, REG-PV, IRSR-PV, RC-PV or PSA-PV)inlieu of UD-PV

— DINAsshouldindicate ifthereisalabelling reference product

— DSUR (when provided to TPD or BGTD) should also indicate which of the following
applies:
o VOLUNTARY - unsolicited information
o REQUESTED - provided as a response to a request made by Health Canada

— Master File conversionincluding any new updates oranew Letter of Access (LoA)
which has previously not been authorized should be clearly identified

2.2 Life Cycle Management Table

A Life Cycle Management (LCM) Table describes all regulatory transactions and how they relate to each
other.

The LCM tableis no longerrequired fortransactions submitted to Health Canada. However, if provided,
the LCM table should be completed using the example provided in Appendix C. When filing a corrected
regulatory transaction due to failure of validation, there is no need to update the LCM table.

2.3 Folder Structure and File Naming Convention

For an illustration of the folder structure, see Figure 1.

2.3.1 Top Level Folderand Dossier Identifier

The top level folder of adossierin eCTD format contains all otherfolders and the content. The
name of the top level folderis the Dossier Identifier number (e.g., €123456, in Figure 1)
obtained from Health Canada (referto Section 4.5, “Request for Dossier Identifier”). This
numberisthe unique identifier for the dossierrelated to aspecificdrug product (see appendixC
for definition). Allsubsequent regulatory activities and additional informationin eCTD format
for the same dossiershould retain the same identifier. The top level folder should be included
every time aregulatory transactionis provided to Health Canada.

2.3.2 Sequence NumberFolder

Allfilesandfoldersinaregulatory transaction are to be placed underthe sequence number
folder, as describedinthe ICHElectronic Common Technical Document Specification (Version
3.2.2), “File Names and Directory Structure,” p. 6-1 and 6-2. The sequence number foldershould
be named using a four-digit number.
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The sequence numberfolder (seeFigure 1) includes an m1subfolder, m2-m5subfolders (as
required), an util subfolder, the eCTD backbone file (index.xml), and the checksum file (index-
md5.txt).

The sequence numberforthe first regulatory transaction foradossier in eCTD format must be
0000. Each time a sponsorprovides newinformation (asubsequenttransaction) forthat dossier,
the sequence numberforthattransaction must be the nextincremental number, e.g. 0001,
0002.

When resubmitting a corrected regulatory transaction due to avalidation error, the sequence
numberforthe transaction should remain the same.

2.3.3 Module 1 Folder

The structure of the Module 1 folder(m1) is defined in Health Canada’s Guidance Document:
Creation of the Canadian Module 1 Backbone. Sponsors should use the mostrecentversion of
the Canadian Module 1 Schema posted on the Health Canada website. The m1foldercontainsa
ca folder, which contains all Module 1 content files and the Canadian Module 1 Backbone file
(ca-regional.xml). The cafoldershould not contain any subfolders.

The placement of module 1documents are defined in the document Organization and
Document Placementfor Canadian Module 1of the CTD Structure, available on the Filing
Submission Electronically information page.

2.3.4 Modules2to5 Folders

The structure and content of the Modules 2 to 5 folders (m2-m5) are defined inthe ICH
ElectronicCommon Technical Document Specification, and otherrelevant ICH guidance
documents listed in Appendix A.

2.3.5 utilanddtd Folders

The util folder containsadtd (documenttype definition) folder. The dtd folder should contain
the Canadian Module 1 Schemafile (ca-regional-2-2.xsd), used to define the Canadian Module 1
Backbone, andrelatedfiles (xlink.xsd and xml.xsd). The dtd folder should also contain the ICH
eCTD DTD (ich-ectd-3-2.dtd) used to define the eCTD backbone file (index.xml).

2.3.6 ContentFile Naming Convention

Choice of file naming conventionis up to the sponsor. For easier navigation, a meaningful
naming of files that reflect their content should be applied. Notall documente.g.in module 1
should be named Coverletter.

To assist sponsors, this section presents naming convention examples for Module 1content
files. Health Canadasuggests that file names begin with the sequence number, followed by the
module and the section number, and then a phrase describing the content of the file. All
components of the file name should be separated by hyphens.

Meaningful abbreviations, such as PM for Product Monograph, can be used toshortenfile
names. The following are examples of an optional file naming convention for Module 1:

0000-m107-general-note-to-reviewer.pdf
0000-m131-annotated-pm.pdf
0001-m131-note-to-reviewer-pm.pdf
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The file naming convention forfiles related to the Public Release of Clinical Information (PRCI)
for Modules 2 to 5 must be named using the suffix “red” added e.g. ”study-id-red.pdf”.

File names must be limited to a maximum of 64 characters, includingthe file extension. For
furtherrequirements on file extension and name referto the ICH Electronic Common Technical
Document Specification (Version 3.2.2), “File Extension” and “Name”, page 2-3.

2.4 eCTD Structure and Leaf Title

For anillustration of the eCTD structure, see Figure 2.

2.4.1 Module 1: Administrative and Product Information

Required documents should be filed as aleaf element under the relevant headings (based on
theirplacementidentified in Organization and Document Placement for Canadian Module 1 of
the CTD Structure. (i.e.the PDF coverletterleaf element should be placed underthe leaf
heading: m1-0-1-cover letter).

2.4.2 Modules2to5

If new or updated informationisrequiredin responseto a clarification request, Screening
Deficiency (SDN), Notice of Non-Compliance (NON), Notice of Deficiency (NOD), or other
solicited information, then thatinformation should be filed in the same location asthe
information towhichitrelates.

For furtherinformation about the modified-file attribute used to associate this new orupdated
information with the information to whichitrelates, see the ICHElectronic Common Technical
Document Specification (Version 3.2.2), “Operation Attribute,” pp. 6-3.

The followingare asubset of documents and their placementin the eCTD structure, when
required:

Applicant’s Part (AP) of the Master File (MF)

The Applicant’s Part® of the MF transactions should be included in section m3-2-s of the eCTD
formatfor a regulatory activity referencinga DMF. When there is more than one MF used for
the active substance(s), each MF “Applicant’s Part” should be provided inits own m3-2-s
section, distinguished by appropriate element attributes.

If the sponsor has theirown quality documents that apply to each manufacturer of an active
substance(s), in addition to those documents provided by the MF owner, then thisinformation
should be placedin a separate m3-2-s section. This section should be identified by appropriate
element attributes'®to distinguish it from the content provided by the MF owner(s).

The figures below are an example of an ANDS that refers to data from two different MF Owners
(Company Y Ltd. and Company X Inc.), as well as the data from the sponsorthat apply to all
manufacturers. When the sponsorincorporates the “Applicant’s Part” of the MF intoa
regulatory activity, there isno need torename the filesthat were used in the original MF. These

9 Also known as “Sponsor’s Part”.

10 Since the data provided (such as sponsors’ specification) applies to the active substance(s) from all
manufacturers, the element attribute should be named “All”. This is to consider a situation where a third
manufacturer could be added, and the ICH eCTD SpecificationV3.2.2 does not allow for the amendm
element attribute.
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repeating m3-2-ssections have been identified by the naming of the folders (see Figure 4) and
the elementattributes of the eCTD structure (see Figure 5).

Figure 4: Folder Structure fora Master File (MF)

= ) e123456
= () 0000
o m1
E ) m2
B ) m3
= ) 32-body-data
= 1) 32s-drug-sub
(= humandrug-all-manufacturers
® ) humandrug-compx
i) humandrug-compy

) util

Figure 5: eCTD Structure fora Master File (MF)
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= . m3-2-s-1-general-information
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= ’ m3-2-s-1-2-structure
B Structure [new]

= ’ m3-2-5-7-3-stability-data
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= ’ m3-2-s-1-1-nomenclature
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B Structure [new]

- P m3-2-s-7-3-stability-data
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= . m3-2-s-driz-substance [manufacturer: 4] [substance: Drug ]
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= ’ m3-2-s-4-1-specification
) Specification [new]
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Module 3 - 3.2. R Regional Information

To complete the regional section of Module 3, the applicant should referto the appropriate
Health Canadaguidance documents. Insection 3.2.R, the use of node extension is mandatory.
The node extension titles are identified below. If adifferent title of anode extension was
previously used, the same title of the node extension must be used for subsequentinformation.

e 3.2.R.1 Production Documentation

e 3.2.R.2 Medical Devices

e 3.2.R.3 Lot Release Documentation

e 3.2.R.4 YearlyBiologicProduct Report

The Yearly Biologic Product Report (YBPR) and YBPR schedule must be providedinsection 3.2.R
Regional Information.

The YBPR can be provided as a single document. Alternatively, whenthe YBPRis provided as
multiple documents (YBPR, Analysis of Adverse Drug Reaction, and Recalls) they should be filed
as leaf elementsunder section 3.2.R, and all other documents listed in section 5.1 of the
Guidance forSponsors: Lot Release Program for Schedule D (Biologic) Drugs should be filed as
leaf elements underthe appropriate headingsin Module 3.

In both of the casesindicated above, the CPID should be provided as a separate document, filed
as a leaf elementunderthe m1-3-6-certified-product-information-document heading.

e 3.2.R.5 Assessment of Similarity
e 3.2.R.6 OnSite Evaluation
e 3.2.R.7 OtherRegional Information

Module 4 — Nonclinical Study Reports
The applicantshould referto the ICH M4S guidelines, as well as the appropriate Health Canada
guidance documents to complete this module.

If provided, Ames reports and Quantitative Structure-Activity Relationship (QSAR) reports must
be placed underthe Module 4.2.3.7.6 Impurities heading using node extensions or Study Tagging
Files (STFs), based on eachimpurity

Although both node extensions and STFs are acceptable for reports, only one or the other
approach should be used consistently throughout the lifecycle of the eCTD dossier.

Module 5 - Clinical Study Reports
The applicantshould referto the ICH M4E guidelineunder Module 5: Clinical Study Reports, and
the ICH E3 guideline, Structure and Content of Clinical Study Reports.

o PeriodicSafety Update Report (PSUR) or Periodic Benefit Risk Evaluation Report (PBRER)

The PSUR or PBRER should be filed as aleaf element underthe m5-3-6-reports-of-
postmarketing-experience heading.

o CaseReport Forms (CRFs)

Case Report Forms (CRFs) and individual patient data listings should be filed as leaf

elements underthe m5-3-7-case-report-forms-and-individual-patient-listings heading,
when provided. According to the ICH Electronic Common Technical Document
Specification (Version 3.2.2), “Module 5 Clinical Study Reports”, p. 3-13, the fiki
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CRFs withinaregulatory activity should be decided on aregional basis. Health Canada
prefersthat CRFs be organized accordingto the following principles:

o Theyshouldbe filed underthe m5-3-7-case-report-forms-and-individual-
patient-listings heading

o Theyshould be organizedfirst by study “name” then by “site”, using node
extensions

o Anyfurtherbreakdowninthe organization of CRFs should be developed during
discussion with reviewers at the regulatory pre-submission meeting.

Files organized with Study Tagging Files (STFs)willbe accepted. If STFsare usedin
Module 4 and 5, thenthe CRFs should be builtintothe STF accordingto the ICH eCTD
STF Specificationv2.6.1and not filed separately under the m5-3-7-case-report-forms-
and-individual-patient-listings heading.

Although both node extensions and STFs are acceptable for CRFs, only one or the other
approach should be used consistently throughout the life cycle of the dossierin eCTD
format.

Study Reports

Study reports should be filed as leaf elements using anode extension under the following
headings as applicable:

e mb5-3-1-reports-of-biopharmaceutic-studies

e mb5-3-2-reports-of-studies-pertinent-to-pharmacokinetics-using-human-biomaterials
e mb5-3-3-reports-of-human-pharmacokinetic-studies

e mb5-3-4-reports-of-humanpharmacodynamic-studies

e mb5-3-5-reports-of-efficicacy-and-safety-studies

In orderto avoid an inconsistent approach, the files should be organized using node extensions,
regardless of whetherthe study reportis brokeninto multiplefiles or not.

For new dossiers node extensions must be usedinthe first regulatory transaction where study
reports are provided. Forexisting dossiers, node extensions must be used with subsequent
regulatory transaction where study reports are provided.

Filesorganized with Study Tagging Files (STFs)instead of node extensions will be accepted. If
STFs are used, they should be builtaccordingtothe ICH eCTD STF Specificationv2.6.1.

Although both node extensions and STFs are acceptable for study reports, only one or the other
approach should be used consistently throughout the life cycle of the dossierin eCTD format.

Documents related to the Public Release of Clinical Information (PRCI) must be providedin
the original study section (e.g.5.3.5.1) using a newly created STF or node extension.

e Thetitle of the new STF/node extension must be same as the one used on the original
study with Prefix “RED-*" added forredaction.

e |If there was no STF/node extension used with the original study, the newly created
STF/node extension mustbe named: “RED- StudyID”.
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Literature References

Literature references should be cited in accordance with the current edition of the Uniform
Requirements for Manuscripts Submitted to Biomedical Journals, International Committee of
Medical Journals Editors (ICMIJE).

The literature references (including those related to the PM) should be filed as leaf elements
underthe following, as appropriate:

e m3-3-literature-references
e m4-3-literature-references
e mb5-4-literature-references

2.4.3 Master File Dossiers

Master files are classified according to the various types listed below. There are different
contentand structural requirements depending on the type of masterfile thatis beingfiled. For
a detailed description of the masterfiletypes, referto the table in section 1.3 “Scope and
Application” of the Guidance Document: Master Files (MFs) —Procedures and Administrative
Requirements.

Type | — Active Substance Master Files (ASMF)

Type | ASMF containan “Applicant’s Part (AP)” and a “Restricted Part (RP)”. The information
providedinthe MF transaction must be organized as per Appendix E, Table E-1— Distribution of
MF Information between the Applicant and Restricted Parts. Referto Figure E-1 foran example
of the eCTD structure.

¢ Specifications for Module 2

Both Microsoft Word and PDF formats of the Quality Overall Summary (QOS) AP and QOS RP
must be included directly underthe heading “2.3 Quality Overall Summary”, making four leaf
elementsintotal. The leaf titles of the documents must be “QOS (RP)” and a “QOS (AP)”.
Referto Figure E-1 for an example of the eCTD structure.

e Specifications forModule 3
The use of attributes for Module 3 (e.g. [substance], [manufacturer])is mandatory fortype |
MFs. These attributes must not be changed duringthe life cycle of the dossier. Itis not
acceptable to update attributes that are already defined,forexample: adding grade (USP) to
the [substance: Acetaminophen] attribute field or “Inc” to the [manufacturer: Company X]
attribute field.

The section “3.2.S Drug Substance” should be duplicated and identified as either “AP” or
“RP”. The section “3.2.A Appendices” willbe considered as the Restricted Part (RP). Referto
Figure E-1for an example onthe eCTD structure.

3.2. Body of Data
3.2.5 Drug Substance [substance: AP-medicinalingredient] [manufacturer: Company X]
3.2.5 Drug Substance [substance: RP-medicinal ingredient] [manufacturer: Company X]
3.2.A Appendices
3.2.A.1Facilities and Equipment [manufacturer: Company X]
3.2.A.2 Adventitious Agents Safety Evaluation [manufacturer: Company X]
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Type Il - Container Closure System (CCS) Master Files and/or Container Closure Components
(CCC) Master Files

New Type Il Master File (MF) regulatory transactions should be filed in eCTD format using the
guidance provided in this document.

The illustrative examples in Appendix E Type Il Master Files explain how the currenteCTD
format, which was not originally designed specifically for masterfile applications, can be used to
organize information related to the containerclosure component(s)and/or containerclosure
system(s) in a masterfile transaction. The format that should be used to organize information
depends on the complexity of the masterfile content, the amount of information, and the type
of information provided. Previously filed masterfiles in the eCTD format should not be
reformatted retrospectively in accordance with this guidance and the illustrative examples
provided.

Refertoscientificguidance documents listed in Appendix A: Reference Documents regarding the
scope and extent of information that should be provided foreach masterfile. Please consult
with Health Canadaif additional guidance is needed, orifan eCTD (v.3.2.2) structural change
needsto be made to a previously registered Type Il — CCS MF prior to filing your masterfile
update.

e Specifications for Module 3

A Type Il MF should be used forfilinginformation on a container closure component (CCC) or
a CCC family (i.e., multiple similar types of CCCs) such as:

o differentsizes of the same type of vials;

o different formulations and/or colours of rubberstoppers;

o the identical type of aluminum foil used in different container closure systems (or
applications) such as blister packs and child resistant plastic bottles; and

o when the sterilization process of the CCCis being provided.

And/ora Container Closure System (CCS) such as a:

o disposable syringe (CCS) consisting of multiple different (CCC) parts: plunger
stopper, syringe barrel, plungerrod, flange extender, needle, and needle shield;

o glass vial consisting of arubber stopper, crimping ring and plastic cap; and

o spray pump consisting of apump and actuator.

The information on a container closure component(s) (CCC) may be provided using option

“n

a” or “b” from the following: (choose one option only):

a. the3.2.S Drug Substance structure (inlieu of the “Drug Substance” persein the
context of usingthe ICH eCTD structure forfilinga Type || Master File); OR

b. the3.2.P Drug Productstructure (inlieu of the “Drug Product” per se in the context
of usingthe ICH eCTD structure for filinga Type Il MasterFile).

The information for each container closure system (CCS) should be provided usinga
separate 3.2.P Drug Product section and structure (inlieu of a “Drug Product” persein the
context of usingthe ICH eCTD structure forfilinga Type || MF).

Regardless of which Module 3.2format is used, relevantinformation should be entered for
all designated eCTD attributes, of which there are:
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o twoat the3.2.S level: [substance] and [manufacturer]; AND
o threeatthe3.2.P level:[product-Name], [dosageform], and [manufacturer].

The information entered for the attributes should clearly identify the content of each 3.2.S
OR 3.2.P section. Thisis particularly important when more thanone 3.2.SOR 3.2.P section
is presented within the same Type Il — CCS MF. The attributes cannot be easily revised once
they are established.

Accordingly, forthe:

3.2.5 [substance] OR3.2.P [product-name] attribute:

o enterthe CCC, CCC family or CCS name inthe applicable field. Forlife cycle
managementreasons, itisrecommended that ageneral name be entered.

3.2.P [dosageform] attribute:

o sincethe [dosageform] attribute nameisirrelevantinthe contextofa Typell
Master File, inthe majority of cases, itisrecommended that [NA] (meaning “Not
Applicable”) be entered in this field. However, in a case where there are multipleP
sections forsimilartypes of CCCs within the same MasterFile, itis possiblefor
example, to enterthe material of constructioninthe [dosageform] attributefield. In
this case, the descriptorshould be unique and clearly distinguish the two P sections,
alongwiththe [product-name] and [manufacturer] attribute field entries.

3.2.S OR 3.2.P [manufacturer] attribute:

o enterthe name of the Manufacturerinthisfield. Fora masterfile containing
(mostly) common information for multiple (similar) types of container closure
component(s) (i.e., afamily of CCCs), the relevant 3.2.S OR 3.2.P subsections should
be usedto containinformation thatis commonto all CCCs. Separate subfolders (i.e.,
one level of node extensions)undereither “3.2.5.6 Container Closure System” OR
“3.2.P.7 Container Closure System” should be created forinformation (i.e.,
documents) thatis specificto each CCC (e.g., different formulations, colors, or
applications of a CCC).

The information (i.e., documents) on a CCS should be providedinthe relevant3.2.P
subsections (instead of under3.2.P.7 Container Closure System). The packaging information
for the CCS should be providedin 3.2.P.7section.

Information not critical for the quality of the CCC or CCS does not need to be includedin the
MF (e.g., packaginginformation foranon-sterile component whichis processed further, or
the non-product contact CCCs such as the crimping ring and plastic cap of a vial and stopper
CCS). Sectionsthatare not applicable or which contain noinformation should not be
includedinthe masterfile.

All documenttitles should clearly identify the content of each document. If necessary,
documents can be furtherorganized within afolderusing an alpha-numerical system within
the documenttitles which can put multiple documentsinachronological orderorgrouping.

If necessary, a “Note to the Reviewer” (Module 1.0.7) can be included in the MF to further
explain how the information has been organized within each 3.2.SOR 3.2.P section.
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Type lll — Excipient Master Files (MFs)

New Type Il Excipient MF regulatory transactions should be filed using the most appropriate
eCTD formatin each case, following the guidance provided below and the illustrative examples
providedin Appendix E Type Il Excipient Master Files. The examplesillustrate how the current
eCTD format, which was not originally designed for Master File transactions, can be used to
organize information related to the excipient(s). The format that should be used to organize the
information depends on the complexity of the Master File content, the amount of information,
and the type of information provided. Previously registered Master Filesin the eCTD format,
including eCTD-formatted Type | MFs for excipients,should not be reformatted retrospectively
inaccordance with this guidance and the illustrative examples provided. Referto scientific
guidance listed in Appendix A: Reference Documents regarding the scope and extent of
information that should be provided for each Master File. Consult with Health Canadaiif
additional guidance isneeded orifan eCTD(v.3.2.2) structural change needsto be madeto a
previously registered Type Ill Master File priorto filing your Master File update.

e Specifications for Module 3
A Type lll Master File should be used for providing information on:

o asingleingredient excipient ora family of similarsingle ingredient excipients (i.e.,
multiple similartypes of single ingredient excipients); OR

o excipient(s) containing multiple ingredients (e.g., cell culture mediaadded during
the formulation of avaccine) or more complex type Il master files containing
additional manufacturinginformation (e.g., coating, gelatin capsules ora
sterilization process); OR

o excipients with asubstantial amount of information (e.g., anovel excipient, oran
excipient of biological origin).

Dependingonthe type(s) of excipient(s)and the extent of the information, the MF may be
submitted using either:

a) aseparate 3.2.S Drug Substance structure (inlieu of the “Drug Substance” persein
the context of usingthe ICH eCTD structure for filing a Type Il Master File); and/or

b) aseparate 3.2.P Drug Product structure (in lieu of the “Drug Product” perse inthe
context of usingthe ICH eCTD structure forfilinga Type lll Master File).

Regardless of which Module 3.2format is used, relevantinformation should be entered for
all designated eCTD attributes, of which there are:

o twoat the3.2.S level: [substance] and [manufacturer]; AND
o threeatthe3.2.P level: [product-name], [dosageform], and [manufacturer].

The information entered forthe attributes should clearly identify the 3.2.S0OR 3.2.P
content. Thisisimportant particularly when more thanone 3.2.SOR 3.2.P sectionis
presented withinthe same Type |l Master File. The attributes cannot be easily revised once
they are established.

Accordingly, forthe:

o 3.2.5[substance] OR3.2.P [product-name] attribute: Enterthe excipientnamein
thisfield. Itisrecommended for life cycle managementreasonsthata general name
be entered.

o 3.2.P [dosageform] attribute: Itisrecommended that the actual dosage form of the
excipient (if applicable) or [NA] (meaning “Not Applicable”) be entered in {hiss
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o 3.2.5O0R3.2.P [manufacturer] attribute: Enter the name of the Manufacturerin this
field.

For each excipient containing multiple ingredients, and for each more complex excipient
containing, forexample, additional manufacturing information, the information should be
providedinaseparate 3.2.P Drug Product section. The Description and Composition of a
multi-ingredient excipient should be providedin 3.2.P.1(in lieu of the “Description and
Composition of the Drug Product” in the context of this application). The descriptionand
flow diagram(s) of the manufacturing process used to make the multi-ingredient excipient
(e.g., coating, gelatin capsules), orthe sterilization process, should be providedin 3.2.P.3.3,
if applicable. The information on eachingredient of the excipient (instead of on the
“Control of each excipient” in this context), should be providedinaseparate 3.2.P.4
subsection, which mustalsoincludethe name of the ingredientin the [ excipient] attribute
field, toidentify clearly and uniquely each ingredient.

Similarly, if asingle 3.2.P sectionis used to present the information on several single
ingredient excipients and/or excipient families, the 3.2.P.4subsection should be repeated
for each excipientand/orexcipient family and these should be identified clearly and
uniquely using the [excipient] attribute field.

The information regarding the control of the excipient, either containing one ingredient or
the mixture of ingredients, should be providedin 3.2.P.5(in lieu of information on the
“Control of the Drug product” in this context).

For excipients with a substantial amount of information (e.g., anovel excipient, oran
excipient of biological origin), use of both 3.2.S Drug Substance and/or 3.2.P Drug Product
sections might be necessary to organize all of the excipientinformation.

Sectionsthatare notapplicable, or which contain noinformation, should not be includedin
the Master File.

All documenttitles should clearly identify the content of each document. If necessary,
documents can be furtherorganized within afolderusingan alpha-numerical system within
the documenttitles which can put multiple documentsin achronological orderorgrouping.

If necessary, a “Note tothe Reviewer” (1.0.7) can be included in the MF to explain how the
information has been organized within each 3.2.S Drug Substance and/or 3.2.P Drug
Product.

¢ Specifications for Module 4

Toxicology documentsincluded inthe MF transaction should be placed asleaf elementsin
the respective sections of the module 4folder.

Type IV — Dosage Form and Drug Product Master Files

Type IV MFs containan Applicant’s Part (AP) and a Restricted Part (RP). The information
providedinthe MF transaction must be organized as per Appendix E, Table E-2— Distribution of
MF Information between the Applicantand Restricted Parts. Referto Figure E-20 for an example
of the eCTDstructure.

¢ Specifications for Module 2

Both Microsoft Word and PDF formats of the Quality Overall Summary (QOS) AP and QOS
RP must be included directly underthe heading “2.3 Quality Overall Summas
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leaf elementsin total. The leaf titles of the documents must be “QOS (RP)” and a “Q0S
(AP)”.Referto Figure E-20 for an example of the eCTD structure.

e Specifications for Module 3

The use of attributes formodule 3(e.g. [product-name], [dosageform], [manufacturer])is
mandatory for type IV MFs. These attributes must not be changed duringthe life cycle of
the dossier. Itis not acceptable to update attributes thatare already defined, forexample:
changingthe product name from [product-name: productX] to [product-name: productY];
or adding “Inc” to the [manufacturer: Company X] attribute field.

The section “3.2.P Drug Product” should be duplicated and identified as either “AP” or “RP”.
The section “3.2.A Appendices” and “3.2.R Regional Information” will be considered as the
Restricted Part (RP). Referto Figure E-20 for an example onthe eCTD structure.

3.2. Body of Data

o 3.2.P Drug Product [product-name: AP-drug product name][dosageform: Capsule]
[manufacturer: Company X]
o 3.2.P Drug Product [product-name: RP-drug product name][dosageform: Capsule]
[manufacturer: Company X]
3.2.A Appendices

o 3.2.A.1Facilities and Equipment [manufacturer: Company X]
o 3.2.A.2 Adventitious Agents Safety Evaluation [manufacturer: Company X]

3.2.R Regional Information

o 3.2.R.1 Production documentation

2.4.4 LeafTitles

Leaf titles should describe the content of the documentin ameaningful way and should not be
too lengthy to ensure properdisplay of the Table of Contents. Meaningful abbreviations, such as
PM for Product Monograph, LOA for Letter of Access, and CEP for Certificate of Suitability can be
used.

The leaf title of the Request for Clarification should be:

RequestforClarification dated mmm. dd, yyyy
(e.g., RequestforClarification dated Jul. 05, 2004)

The format forthe dateis as outlinedin Health Canada’s Guidance Document: Creation of the
Canadian Module 1 Backbone.

The leaf title of the Post NOC Changes: Level Il Form should be:
Level lll Changes yyyy (yearfiled)

The file extensionis an attribute of the file that will appearin the viewingtool. Health Canada’s
eCTD viewingtool displaysicons that differentiate between PDF and Microsoft Word
documents, therefore sponsors should not specify the format of a documentinthe title of the
leaf.

Incorrect: Annotated Product Monograph MS Word
Correct: Annotated Product Monograph
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Incorrect: Certified Product Information Document PDF
Correct: Certified Product Information Document

Sponsors should notinclude the numbering of the headingin the title of the leaf, because thisis
redundantand confusing for the reviewer (See Figure2for an example).

Incorrect:

1.3.1 Product Monograph
1.3.1 Annotated Product Monograph

Correct:

1.3.1 Product Monograph
Annotated Product Monograph

Master Files (MF) - In additionto the general requirement forleaf titles, Masterfiles (MF) have
specificrequirements. Forexample the leaftitle for:

Letter of Access (LOA) —mustinclude the name of the company that accessis granted to

Incorrect: LOA
Correct: LOA — Company name

Quality Overall Summary —mustinclude AP and RP in the leaf titles.

Incorrect: QOS
Correct: RP-QOS and AP-QOS.

Comparison document (Side by Side comparison, or Summary of changes)

Incorrect: General Note to Reviewer
Correct: Side by Side Comparison Document

Public Release of Clinical Information (PRCI) have specific requirements for the
naming of the leaf titlesin Module 2. Leaf titles related to documents for PRCI must use the
prefix “RED” in the leaf title, e.g. “RED-Clinical Overview”

3. TECHNICAL REQUIREMENTS FOR REGULATORY ACTIVITIES

3.1 File Formats

The ICH Specification for Submission Formats foreCTD (SSF) (version 1.2) outlines the required file
formats of documents submitted forregulatory transactionsin eCTD format.

e Asperthesection2.2 “Version” of the SSF document, currently recommended versions of
PDF are listed onthe ICH website (see http://estri.ich.org/recommendations/ for details).
Health Canadaaccepts PDF files saved as PDF version 1.4through 1.7, PDF/A-1and PDF/A-2.

e Asperthesections 2.8 “Source of ElectronicDocument,” and 2.9 and “Recommendations
for Creating PDF Documents and Images,” of the SSF PDF versions of documents should be
generated from electronicsource documents and not from scanned material, except when
the source electronicfiles are notavailable orwhen asignatureis required.

Note: The Health Canada Validation Rulesforregulatory transactions filed in eCTD format found on the
Filing Submissions Electronically outline criteria forvalidating pdf files.
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Health Canadarequiresthat sponsors also provide versions of specificdocumentsin their original
Microsoft® Word 2010 (.docx) or 2016 (.docx) formats. Note that the required hyperlinks to related
information should be included onlyinthe PDF version of files.

Specificformat requirements

The documentsin Table 2 must be provided in format(s) specified inthattable. When PDF and Word are
selected, the document must be providedin both formats. When asponsor provides both PDF and
Microsoft® Word files of the same document, the leaf elements pointing to these files should be
included underthe same heading. See Figure2for an illustration.

Table 2: Specificformat requirements

File Format
List of Documents PDF Word
. . Annotated v -
Certified Product Information Document (CPID)
Non-annotated - \'
Comprehensive Summary: Bioequivalence \'} '
Dear Healthcare Professional Letter Vv v
Fee Form Vv -
HC-SC3011 Form Vv -
Label Safety Assessment Update - Sponsor Attestation \'} '
Annotated v \'
Product Monograph (PM) Non-annotated - \'
Second language Vv -
PSEAT-CTA - \'}
PublicCommunication Vv \'
. Clinical Trial Applications - \'
iR OMSll EmneTR7 (0105, All otherregulatory activities \'} '
Responsesto clarification requests for: SDN, NON, NOD or NOC/c-QN Vv Vv
Sponsor Attestation Checklist for ANDS \'} '
Summary Basis of Decision Clean - v B
Annotated (redlined) - \'
(v’ =Required/‘-’= Not Applicable)

e When providing presentations for meetings with Health Canada (e.g., pre-submission
meetings), Microsoft® PowerPoint 2010 (.pptx) and 2016 (.pptx) are acceptable file formats.

e The “BE data sets” must be providedin ASCll format. For more information see Health
Canada’s Guidance for Industry: Preparation of Comparative Bioavailability Information for
Drug Submissionsinthe CTD Format, Appendix B: “Computer Format forthe Submission of
Data for Comparative Bioavailability Studies”.

e For Public Release of Clinical Information (PRCI) the “Proposed redaction control sheet”,
information must be provided in .xIsx format.

e Sponsorsfilingtransactions usingthe Regulatory Enrolment Process (REP) must provide
information using the REP XML files instead of the PDF HC-SC3011 Form and the PDF Fee
Form.

For information on otheracceptable otherfile formats, contact Health Canada at
hc.ereview.sc@canada.ca.
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3.2 Transmission of Electronic Data
Common Electronic Submissions Gateway (CESG)

All regulatory transactionsin eCTD format must be sent via the CESG, with the exception of those
exceeding 10 gigabytes (GB) insize (size of the compressed file thatis beingsent).

Priorto usingthe CESG forsendingtransactions, sponsors mustregisterasa trading partner. For
detailed information on how to become trading partner, referto the CESG information page and the
Food and Drug Administration (FDA) User Guide.

Transactions sentto Health Canadarequire atop level folder to be included, which contains the
sequence folder. Referto Frequently Asked Questions - Common Electronic Submissions Gateway -
Question 10 and Figure 5 on the required folder structure.

Note that the requirementto send a test transaction as part of becominga trading partneris separate
fromthe test transaction required foreCTD validation and evaluation as perthe section 4.1 of this
guidance document.

Media

The following mediaformats are acceptable foreCTD transactions greaterthan 10 GB:

e Universal Serial Bus (USB) 2.0 or 3.0 drive
e Portable External Hard Drive with USB 2.0 or 3.0 interfaces

Contact Health Canadaat hc.ereview.sc@canada.ca for other mediaformats that may be acceptable at
the time of filing.

Subsequentto transferring datato a drive, stakeholders should revalidate the regulatory transaction.

A papercopy of the cover letter must accompany the media (unless otherwise indicated), and a pre-paid
envelopemustbe providedif the mediaistobe returned.

The complete regulatory transaction must be provided onasingle drive.
The label on the drive should contain the following information:

e Stakeholder'! Name

e Brand Name

e Dossierldentifier (Dossier D)

e Sequence (regulatory transaction) number

Media must be mailed to Health Canada at the address below:

Health Canada

Finance Building

101 Tunney’s Pasture Driveway
Address Locator: 0201A1
Ottawa, Ontario

K1A 0K9

11 See definition in Appendix B.
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3.3 Life Cycle Management

When dealing with aregulatory activity ineCTDformat, itis important for Health Canadato be able to
establish the position of that regulatory activity in relation to the life cycle of its dossier. The following
sections outline Health Canada’s recommendations regarding handling the life cycle at the dossier,
regulatory activityand document layer.

For additional information on life cycle management, see the ICH Electronic Common Technical
Document Specification (Version 3.2.2), “Life Cycle Management”, pp. 6-2and 6-3.

3.3.1 Life Cycle Managementatthe Dossier Layer
The Dossier ldentifier links all regulatory activities to the original regulatory activity of adossier.

Figure 6illustrates how various types of regulatory activities are linked by the Dossier Identifier.

Figure 6: Regulatory Activities Linked by Dossier Identifier forhuman drugs
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Figure 7 illustrates how various types of regulatory transactions are linked by the Dossier Identifier
for Master Files.

Figure 7: Regulatory Transactions Linked by Dossier Identifier for a Master File

= @ 123456
+ @ 0000 (original transaction; e.g. New, Conversion, Conversion and Update)
+ @ 0001 (subsequent transaction; e.z. Response to Processing Clarification Request)
+ @ 0002 (subsequent transaction; e.g. Letter of Access)
+ @ 0003 (subsequent transaction; e.g. Update)
+ @ 0004 (subsequent transaction; e.g. Withdrawal of Letter of Access)
+ @ 0005 (subsequent transaction; e.g. Administrative Change)
+ @ 0006 (subsequent transaction; e.g. Update)
+ @ 0007 (subsequent transaction; e.g. Response to Quality Clarification Request)

3.3.2 Life Cycle Managementatthe Regulatory Activity Layer

The related-sequence-number element describes the relationship of additional information to
the original ora subsequent regulatory activity. Forlife cycle management at the regulatory
activity layer, the related-sequence-number element should be treated as described below:

e The firsttransaction of a regulatory activity (such as NDS, SNDS, including
administrative regulatory activities) should not be assig
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number element. (Refer to the related sequence number column in figure 8
below).

e All subsequent transactions of a specific regulatory activity should have the
sequence number of the first transaction for that regulatory activity assigned as
the related-sequence-number element. The related-sequence-number element
must only be one sequence number.

e Exception: transactions related to a regulatory activity that were not previously
provided in eCTD format will not have a related-sequence-number element.

Figure 8 illustrates how the related-sequence-number is used to describe the
relationship of additional information to the original and subsequent regulatory
activities.

Figure 8: Additional information Linked to Regulatory Activities by Related Sequence Number

Related Sequence Number
Se.equence i C.ontrol Example of Regulatory Transaction Information
Number Number |
\ J/ f 2 \
= @ el123454 l v Vv
+ 9 0000 — 123454 originalRA, Pre-Submission Meeting Request
+ @ 0001 0000 123454 solicited information,  Pre-Submission Meeting Package
£ 9 0002 0000 123454 solicited information,  Minutes of Meeting
+ @ 0003 — 123455 subsequentRA, Priority Review Request
£ @ 0004 — 123456 subsequentRA, NDS
+ @ 0005 0004 123456 solicited information,  Response to request for clarification
# @ 0006 0004 123456 solicited information,  Response to NOD
# 9 0007 0004 123456 solicited information,  Response to request for clarification
+ @ 0008 0004 123456 unsolicited information, Change in the name of Sponsor
+ @ 0009 0004 123456 solicited information,  Response to request for clarification
£ 0010 0004 123456 solicited information,  Response to labelling clarification request
+ @ 0011 e 123555 subsequentRA, SNDS
+ @ 0012 0011 123555 solicited information,  Response to NON
+ @ 0013 —— 123666 subsequentRA, SNDS
+ @ 0014 0011 123555 solicited information,  Response to request for clarification
+ @ 0015 —_ 123679 subsequentRA. PSUR to MHPD
+ @ 0016 0013 123666 solicited information,  Response to request for clarification
# 9 0017 0013 123666  solicited information.  Response to request for clanfication
£ 9 0018 0013 123666  solicited information. Response to labelling clanfication request
90019 — subsequent RA, Level Ill Changes
+ ¥ 0020 — 123721 subsequentRA, YBPR

3.33

Life Cycle Management atthe Document Layer

The granularity of the document goes hand in hand with life cycle management. Adequate life

cycle managementis difficult without proper granularity atthe document layer.

The operation attribute of the leaf element describes the relationship of content files within the
dossier.See Figure 9foran illustration.

The operation attributes used to manage the life cycle of Word documents should be the same
as the attributes used to describe their counterpartsin PDF, if applicable.
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General Rules for Use of “Append” and “Replace” Operation Attributes:

In general, the use of the operation attributes “replace” and “append” are related to the way
the content of a documentis managed.

e “Replace” should be used when the additional information and the previously filed
information are provided as a consolidated document.

e “Append”should be used whenthe additional information providedis used to build
upon previously filed information, without providingitagain.

For example, insubheading elements 3.2.5.7and 3.2.P.8.3, Stability Data, a document
containing stability dataforone yearis includedin sequence 0000, and then updated the
following year with the filingin sequence 0001.

In this case, two options are possible when filing transaction 0001. The firstoptionisto create a
new documentthatincludesthe first year of data plus the additional year of data. In this
instance, the operation attribute should be “replace”. The second optionisto create a new
documentthatincludes only the additional year of data. In this instance, the operation attribute
should be “append”.

The “append” operation attribute should not be usedin the following cases:

e Tolinkfilesthathave beensplitdue tothe 150 megabyte limit. Properfile management,
usingan adequate level of granularity, should be used instead to ensure nofiles exceed
the size limit.

e To modifyadocumenttwice inthe same regulatory transaction. Properfile
managementshould be used instead to consolidate or modify the documentitself.

e For Module 1 documents.

For anillustration of the generalrules, seefiguresin Appendix D.
General Rules for Use of the “Delete” Operation Attribute

In general, documents provided as “new” can be deleted usingthe “delete” operation attribute
at any point, if the documentisnolongerrelevant orrequired as part of the dossier.

Rules for Use of Operation Attributes for Specific Documents

The operation attribute forthe life cycle management at the documentlayerfor specific
documents should be treated as described below. For furtherinformation, see the ICH
ElectronicCommon Technical Document Specification (Version 3.2.2), “Operation Attribute” p.
6-3.

The operation attribute forthe leaf element(s) of the following documents should always be

“ ”,

new :

o Allcontentfiles provided for the first time as part of the any regulatory activity
o Coverletter

o Note(s)toreviewer

o LevellllChangesForm

o PSUR or PBRER when provided to MHPD*?

o RMP when provided to MHPD

o A copyof the original request from Health Canada

12 pPSUR and PBRR are provided for a specific period therefore, never replacing the previous documen
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o Thesummary of responses toa requestina questionand answerformat
o Side byside comparison document
o Summary of Changes
Yearly BiologicProduct Report (YBPR)
o PatentFormIVs
o PatentFormVs
o MF Application FeeForm

The operation attribute forthe leaf element(s) of the following documents should be “new”
when provided forthe firsttime, and “replace” whenever provided again with amendments as
part of a subsequenttransaction:

o The Life Cycle Management (LCM) Table

o Certification of Suitability (CEP)**
BSE / TSE Attestation Form*3

o CEP Attestations®

o List of Applicants®3

o Master File (MF) Application Form for Human and Veterinary Drug and Clinical Trial
Applications (CTAs)

o AgentAppointment Letter®?

o Annotated Certified Product Information Document (CPID)*3

Non-annotated Certified Product Information Document (CPID)*3

Annotated Product Monograph (PM)

Non-annotated Product Monograph (PM)

Second language Product Monograph (PM)

Post-Authorization Commitments table-

Yearly BiologicProduct Report (YBPR) schedule

Company Core Data Sheet

International registration, review and/or marketing status document

o Letterof Access (when correctionis made asrequested by HC or if the LoAis updated as
perthe Guidance Document: Master Files (MFs) —Procedures and Administrative
Requirements. Sample LoA can be foundin Appendix 2 of aforementioned guidance
document)

o The Draft (mock-up)innerandouterlabels (seeFigure 8)

o TheFinalinnerand outerlabel (see Figure 8) when provided with the Market
Notification Form

o

O O O O O

[¢]

o

The operation attribute forall contentfiles provided to correctan error or missinginformation
ina documentshouldbe “replace”.

The operation attribute for completed forms (such as the HC-SC3011 form?4, fee form,
submission certification form), should be:

e “New” when provided as part of the first transaction of a regulatory activity (such as
NDS, ANDS).

13 Should be provided only when changes applicable

14 Single HC-SC3011 form containing all information for all applicable strengths.
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e “Replace” when provided as additional information fora correction of an errorin the
formin response to Health Canadarequests (i.e. OSIP queries, screening clarification,
and SDN) or for a change in brand name or contact information.

The Pre-Submission Meeting should be:

e “New” forall contentfiles provided as part of the Pre-Submission Meeting Package, with
the exception of the LCM table. When a documentisrevisedin relationtoapre-
submission meeting, the operation attribute should be “replace”.

e “New” forall contentfiles providedinan NDS/ANDS filed subsequenttoapre-
submission meeting, with the exception of the LCM table. The NDS/ANDS should be a
stand-alone regulatory activity. Any information provided in relation to pre -submission
meeting, if needed inthe NDS/ANDS, should be resubmitted, with the exception of
meeting minutes, which may be hyperlinked.

e “Replace” for an SNDS/SANDS submitted subsequent to a pre-submission meeting, as
neededinrelationtothe previous regulatory transactions (with the exception of any
regulatory transactions related to pre-submission meetings). If the SNDS/SANDS is the
firstregulatory activity in eCTD format, otherthan the pre-submission meeting, the
operation attribute inthe leaf element should be “new” forall contentfiles provided,
with the exception of the LCM table. The SNDS/SANDS should be a stand-alone
regulatory activity. Any information provided in relation to pre-submission meeting, if
neededinthe SNDS/SANDS, should be resubmitted, with the exception of meeting
minutes, which may be hyperlinked.

Specifications for Public Release of Clinical Information (PRCI)

The operation attribute for documents provided as part of the PRCl transaction such as
Proposed Reduction Control Sheet, Anonymization Report, documentsin module 2and module
5, should be:

e “New” when providing these files as part of the “final” redacted package.
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Figure 9: Life Cycle Management Label Scenario
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The operation attribute forthe following documents must be “delete” when they are
withdrawn:

o Letterof Access (LOA) for masterfile (LOA withdrawals)
o HealthTechnology Assessment (HTA)

3.4 Bookmarks in Portable Document Format (PDF) Files

It isimportantthat PDF files be properly bookmarked. Rules of thumb for good bookmarkinginclude:

e Documents of ten pages or more should be bookmarked.

Bookmarks are equivalentto, and should be organized like adocument table of
contents, and should notinclude the regulatory activity level.

Sections, subsections, tables, figures, and appendices should all be bookmarked.
Too many levels of bookmarks are inefficient; in mostinstances, four levels of
bookmarks should be sufficient:

1 Heading
1.1 Subheading
1.1.1 Sub-subheading
1.1.1.1 Sub-Sub-Subheading
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Health Canadarecognizes that bookmarks are generated automatically from document headings, but
nevertheless recommends they be kept concise.

PublicRelease of Clinical information (PRCI): Bookmarks in PRCl transactions are not required. However
if provided, afterredaction of PRCI documents, bookmarks should be checked to ensure they are not
broken.

3.5 Hyperlinks and Cross-References

In a regulatory activity in eCTD format, hyperlinks should be used wherever cross-references were used
inthe CTD format (e.g., annotations of PMs). The ICH Electronic Common Technical Document
Specification requires other hyperlinks, which should also be added.

Hyperlinks should be provided throughout a regulatory activity to aid efficient navigation to
annotations, related sections, publications, appendices, tables, and figures that are not located on the
same page. Overuse of hyperlinks lengthens the processing of the regulatory transaction and may create
confusionforthe reviewers. Therefore, their use should be wellthought out.

There should also be consistency in the way navigational aids are provided. Within each document,
bookmarks and hyperlinks from the table of contents should be provided to all tables, figures,
publications, and appendices.

With the exception of tables of contents, hyperlinks should be indicated typographically with blue text
or a blue box around the text. Health Canada prefers that hyperlinks be spelled out as cross-references
with explicit citations of moduleand section, as appropriate.

Hyperlinks are not expected for word-processed documents.

External hyperlinks currently resultin avalidation error that would normally cause aregulatory
transaction to fail validation. However, including some links to a web page "www.*****" (sych as
sponsors own websites) ore-mail addresses "*****@**** **" gre acceptable in some labelling
documents and literature references. Any externallinks to information pertinent to the review process
will resultin avalidation failure. Information pertinent to the review process should be included within
the regulatory activity as a PDF or anotherappropriate file type.

PublicRelease of Clinical information (PRCI): Hyperlinks in PRCI transactions are not required. However,
if provided, afterredaction of PRCI documents, hyperlinks and cross-references should be checked to
ensure they are not broken.
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4. FILING PROCESS FOR REGULATORY TRANSACTIONS

The processfor preparingand filing regulatory transactions in eCTD formatisillustratedin figure 10. The
steps discussedinthe following subsections correspond to the process diagram.

Figure 10: Filing Process for Regulatory Transactions Document (eCTD) Format.
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4.1 Filingan eCTD Sample

Sponsorsfiling aregulatory transaction (Such as: ANDS, NDS, DINA) using the eCTD format for the first
time with Health Canada must file an eCTD sample transaction at least two months in advance of filing
theirformal regulatory transactionin eCTD format. This periodis not part of, and will not delay, the
review process. Analysis of the sample serve toidentify and resolve potentialtechnical issues beforethe
actual transactionisfiled. The filing of asample in eCTD format for subsequent regulatory transactions
will depend onvariousfactors, including changesin ICH specifications, changesin the Health Canada
Module 1 specifications, and changesin technology (e.g., file formats, newtools used by the sponsorto
build the eCTD transaction).

Sponsors filing masterfile regulatory transactionsin the eCTD format forthe first time must file a
sample foreach Master file type (Types|to V) prior to the formal regulatory transaction, regardless of
the sponsor’s experiencewith filingin eCTD format. The sample must mimicthe actual regulatory
transaction and should be created based on the information outlined in Appendix E.

Sponsors should notrequesta Dossier IDfor a sample transaction. The Dossier ID for sample transaction
must be an “s” followed by the date the sample was created, in the formatyymmdd (e.g., s190621).

The sample transaction must be providedviathe CESG. The sample transactionin eCTDformat may be a
partial regulatory activity, however, it must contain, ata minimum, the following files:

System generated files

e eCTD backbone file (index.xml)

e eCTD backbone MD5 checksum file (index-md5.txt)

e Canadian Module 1 Backbone file (ca-regional.xml)

e Canadian Module 1 SchemaVersion 2.2 (ca-regional-2-2.xsd, xml.xsd, xlink.xsd)
e |CHeCTD DTD (ich-ectd-3-2.dtd)

Contentfiles

e Coverlettermustbe providedindicatingthe reason forfiling, the name and valid email
address of the individual to whom follow-up emails should be addressed. In the absence of
the email address, the sample will not be processed.

e Otherfilesand documentsforall relevant modules are recommended.

e Ifa sponsorintendstoinclude Study Tagging Filesin the formal regulatory transaction, they
should also be includedinthe sample transaction. Otherwise, the sample transaction should
include node extensions.

e For masterfiles, follow the illustrations provided in Appendix E, and provide contentfilesin
sections based onthe actual transaction.

4.2 Technical Pre-Submission Consultation

Sponsorsfilingaregulatory activity in eCTD format forthe first time are recommendedtorequesta
technical pre-submission consultation with Health Canada. However, atechnical pre-submission
consultation is mandatory for MFs Type 2 and 3 when eachtypeisfiledin eCTDfor the firsttime.

This consultationis held to clarify needs, responsibilities and expectations, as well as to enable Health
Canada the opportunity to provide feedback onthe sample transaction in eCTD format. This
consultation does not necessarily need to take place at the same time as the regulatory pre -submission
meeting, and may be conducted if a sample transactionin eCTD formatis notrequired.

To request a technical pre-submission consultation, contact Health Canadaat hc.ereview.sc@canada.ca.

Sponsorsshouldinclude the followinginformation in their requests:

Preparation of Regulatory Activities in the Electronic Common Technical Document (eCTD) Format 41



mailto:hc.ereview.sc@canada.ca

The purpose of the meeting;

A brief description of the product to be discussed atthe meeting;

Three proposed dates for the meeting, including whether an afternoon or morning
meetingisbeingrequested,;

An agendaforthe meeting;

e The names of sponsorrepresentatives attending the meeting.

Upon receipt of the above information, Health Canada will scheduleateleconference or WebEx.

4.3 Technical Evaluation of the eCTD Sample

Upon receipt, Health Canada conducts the technical evaluation for the sample in eCTD format to ensure
that it conformsto the requirements outlined in this guidance document, Health Canada’s Guidance
Document: Creation of the Canadian Module 1 Backbone, and the ICH ElectronicCommon Technical
Document Specification.

The technical evaluation process forsamplesis the same process as actual regulatory transactions
describedinsection4.7.

Duringthis evaluation process, the content of the sample regulatory transactionis not reviewed.

Written feedback willbe issued to the sponsor foreach technical evaluation of the sample transaction.

4.4 Correct Errors and File Corrected Sample

If Health Canada has identified major errors and/or deficiencies during the technical evaluation, the
sponsorfilesthe corrected eCTD sample as the same sequence 0000. If the sponsorwishestodiscuss
the evaluation, they should contact Health Canadaat hc.ereview.sc@canada.ca.

Health Canada will evaluate the corrected sampleand send a written technical evaluation to notify the
sponsor of any required technical changes priorto the sponsorfiling the regulatory activityineCTD
format. This processis iterative. Health Canadawill work with the sponsortoincrease the probability of
an error-free regulatory activity in eCTD format.

4.5 Requestfor Dossier Identifier

Priorto filingthe first regulatory transaction foradossierin eCTD format, the sponsor mustsubmita
Dossier|DRequest Form usingthe online form (see Section 2.3.1, “Top Level Folderand Dossier
Identifier”).

For Master Files, aDossier Identifier must be requested by sending an email to
hc.ereview.sc@canada.ca. The email request mustincludeafully completed MF application form as an
attachment.

Note that the requirement to obtain a Dossier Identifier from Health Canada does not apply to sample
transactions (see Section 4.1, “File eCTD Sample”).

4.5.1 Re-Issuance of dossier IDs:

Dossier|Ds that have not been used within 18 month of theirissuance are automatically
deleted from Health Canada’s tracking system, without any notification to the sponsor. If a
sponsorintendstouse a dossierIDthat has been deleted anew dossier D request formwill be
required; however, the request should indicatethe previously issued dossier ID.

To verify the status of the dossier ID, log in to Health Canada’s Drug Submission Tracking System
— Industry Access (DSTS-IA). Forinformation regarding DSTS-IA, or for an account set-up, please
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contact the Office of Submission and Intellectual Property by sending an e-mail to:
hc.client.information.sc@canada.ca.

4.6 Signatures provided with Regulatory Transactions

The documents thatlegally require asignature should be printed, signed, scanned, and saved as PDF
files, thenincludedinthe regulatory transaction.

If only one page of a multi-page document contains asignature, the sponsorshould scan that page and
theninclude the scanned page atthe same location in the PDFfile of the document. Each document
should have only one PDFfile.

Certain Health Canada documents may have alternate instructions for signatures such as the electronic
PDF fillable forms available on the Health Canada website, e.g. Certificate of Suitability (CEP), CEP
attestation, ora letter of access (LOA).

Health Canadano longerrequires signature onthe coverletter. However, continue providing contact
information, including printed name, phone/fax number, and email address.

4.7 Technical Evaluation of a Regulatory Transaction

Upon receipt of a regulatory transaction, Health Canada performs a technical evaluation to
ensure that it conforms to the requirements outlined in this and other relevant documents
available on the Filing submissions electronically information page.

The technical evaluation process has three stages:
4.7.1 CESG compliance

The first stage of the technical evaluation consists of verifying the folder structure (use of top
level folder) and technical aspects of the transaction as per the CESG requirements. (referto
CESG information page for details).

Written communication (in some cases with attached eCTD Validation Report) will be sent to the
sponsorifthere are issues encountered at this stage ; forexample if there isamissing top level
folder, if the file pathistoolong, orif Health Canadais not able to extract the content of the
transaction.

4.7.2 Technical validation

The second stage of the technical evaluation is conducted by a validation software. The
technical validation of the regulatory transaction according is performed using the latest
published validation rules forthe eCTD format.

If technical validation fails, an eCTD Validation Report describing the errors willbe issued to the
sponsor for that regulatory transaction. The validation report will be sentina.zip format.

If the validation reported only identifies warnings, areport will not be sent to the sponsor.
4.7.3 Manual verification

The third stage is a manual verification of the particular regulatory transaction type, and
includes, butis notlimitedto, verifyingthe following:

e Placementof documents, particularly in module 1 (referto Organization and Document
PlacementforCanadian Module 1)
Use of:
o operationattributes,
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element attributes,

leaftitles,

node extensions (formodules 1,3 and 5), and
o StudyTaggingFiles (formodules4and5).

o O O

as per informationinthis guidance and the ICH3.2.2 eCTD Specifications document.

Duringthis verification process, the document content of the regulatory transactionis not
reviewed.

Written communication will be senttothe sponsorif there are issues encountered at this stage.
Feedback will be provided according to the timelines for processing, as perthe Guidance
Document: Management of Drug Submissions and Applications.

Upon receipt of written communications from Health Canada, sponsors may reply to the email if
they wish tofurtherdiscussthe errors and/or deficiencies.

Reminder: Ensure to indicate a valid email address on the cover letter where any
correspondence regarding your transaction must be sent. It is up to the sponsor to
ensure that the revised/new sequence as per the request is submitted to Health Canada
in timely manner.

4.8 Filing Corrected Regulatory Transactions

When required, the sponsor must correct the previously submitted regulatory transaction and re-file it
to Health Canada. Upon receipt by Health Canada, the re-filed transaction undergoes technical
evaluation again. This processisiterative.

If a transaction fails technical evaluation, the sequence number does not change when the corrected
transactionisre-filed.

If the regulatory transaction passes technical evaluation but has other content deficiencies (identified
during processing, screening or review), then responses to any Health Canadaissued correspondence
(e.g. clarification request, SDN, or on process hold) require anincrement to the sequence number.

4.9 Distribution of Regulatory Transactions at Health Canada

When the technical evaluation of the regulatory transaction has been completed, the administrative,
screening, and/or evaluation process isinitiated.

5. IMPORTANT CONSIDERATIONS WHEN PREPARING REGULATORY ACTIVITIES IN eCTD
FORMAT

Thissection has been developed to provide additional details on specificitems, which have either
received frequent questions, orencountered numerous issues during technical evaluation.

1. Issuesfoundduringthe technical evaluation (section 4.7) such as CESG compliance issues,
technical validation errors, or manual verificationissues will resultin Health Canada sending a
validation reportand/or verification email. To correct such errors and issues, the sponsors are
requiredto correct the failed sequence and re-file the same number sequence.

However, if Health Canadais requesting missing documents, new documents, or correction to
the documents, (identified during processing, screening or review) then responses to any Health
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Canada issued correspondence (e.g. clarification request, SDN, oron process hold) require an
incrementto the sequence number.

2. The contentof the regulatory activity ineCTD formatisthe legal document; therefore emails
provided directly toreviewers have nolegal value and willnot be uploaded on the Health
Canada internal systems as they are only considered a convenience copy.

With the exception of the second language PM, all information submitted as part of a dossier
must be provided in eCTDformat viathe CESG the same day as a convenience copyissentvia
email. This process will completethe legal document forthe dossierand ensure there are no
delays with the issuance of the NOC.

3. Whenaregulatory transaction has beenfiled and accepted by Health Canada, it should not be
revised without prior consultation.

4. Filing of additional information/regulatory transactions:

e Oncea sponsorfilesaregulatory activity in eCTD format, all additional information and
subsequentregulatory activities for the same dossier must also be filedin eCTD format.
Sponsors should notrevertto non-eCTD electroniconly format.

e Separateresponsesto solicited information should be provided individually for each request
and should not be bundledin one transaction.

e Onlyoneresponse document (Q&A)should be createdtorespondtoall questions ina
particularrequest

e Regulatoryactivities provided to MHPD (e.g. PSUR, PBRER, RMP-PV) must be filed as
separate regulatory transactions, even if asingle request for multiple Post-market Vigilance
data has beenissued by MHPD.

5. Asponsormay have filed regulatory activities in “non-eCTD electronic-only” format, have the
information approved, and intends to file subsequent regulatory activities (e.g., SNDS, SANDS,
NC, Level lll) inthe eCTD format. In such cases, the sponsorisnot expected torefilethe
previously approved regulatory activities in eCTD format.

6. ‘Pre-Submission Meeting Request’ should be the firsttransaction filedin eCTD format for pre-
submission meetings (seeSection 3.3).

7. ElementAttributesfor Modules 2,3 and5:

e Thereiscurrently nostandard terminology forelement attributes; however, sponsors
should choose these attributes carefully as they cannot be easily changed during the life
cycle of the dossier.

e Aslight modificationtoan elementattribute will create aduplicate heading element (node),
therefore:

o Attributesshould be leftasthey have beenwrittenin the first regulatory transaction
where they were defined. Keep in mind that attributes are case -sensitive (e.g., [Nausea]
[nausea]).

o Attributesshould not be changed when the company has undergone acompany name
change.

o Typographical mistakes should not be corrected.
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For furtherinformation regarding element attributes, referto Table 6-9, 6-10 and 6-11 of
section “eCTD Element/Attribute Instructions” in Appendix 6 of the ICH ElectronicCommon
Technical Document Specification (Version 3.2.2).

8. LeafElements:

e Aleafelementmustnotbe usedto indicate thata section (headingorsubheading element)
is not applicable. The heading elements that have no content should not be included.

e Aleafelementmustnotbe used at the beginning of asection (headingorsubheading
element)tointroduce the document(s) provided in the section.

Figure 11: Unacceptable Leaf Elements

- ’ el23456 = Dossier Identifier
= @ 0000 < Sequence Number
Heading Element — = ﬁ 1 Adminiztrative and Product Information
= @ 1.3 Product Information

Unacceptable leaf
= @ 13.1 Product Monograph element to
| ") Product Monograph <———— introduce the
" Annotated Product Menograph documents provided

2] Annotated Product Monograph in section 1.3.1

#] Mon-Annotated Product Monograph

Leaf Flements 4

9. MF Holdersorauthorized MF Agents may converttheir MF dossiers fromthe non-eCTD
electronicformattothe eCTD format. Asa baseline requirement for the convertion, the MF
Holder or authorized MF Agent mustinclude the entire MFin the first eCTD transaction
(sequence 0000). It is not sufficient to convert the MF by simply submitting the nexttransaction
ineCTD format (i.e., submittingan LOA or update in eCTD format as a subsequent transaction
for an MF currentlyin non-eCTDformat).

10. When providing MF Types|, Il, Il & IV, the foldersin Module 1 will be considered as the
Restricted Part (RP). See Appendix Eforillustrations.

11. When submitting multiple patentforms (Form Vs andthe FormVs) related to the Patented
Medicines (Notice of Compliance) regulations as new orto replace previously submitted forms:

e The multiple forms should be submitted in one sequence;
e Theforms shouldalways be submitted using the original regulatory activity type (NDS,
ANDS).

When submitting written correspondence related to the Patented Medicines (Notice of
Compliance) Regulations or consent letters, the document:

e Shouldbe submittedin one sequence;
e Shouldalways be submitted using the original regulatory activity type (NDS, ANDS).

Submitting patent forms or written correspondence for older activities that were submittedin
paperand converted to eCTD must be submitted in eCTD format.

12. The First Language Pristine Product Monographis nolongeraccepted by Health Canada. As per
the current process, the Health Canada Approved First Language PMand the sponsgLd
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second language version will continue to be uploaded on the Drug Product Database (DPD), for
publicaccess.

13. Regulatory Transactions (eCTD sequences) must be sent to Health Canadain consecutive order
viathe CESG.

a. Whensendingtwo transactions/sequences forthe same dossier on the same day (i.e.
123456 — 0001 and 0002), the sponsor must ensure they have received all the
acknowledgmentreceipts for the first transaction (sequence 0001) priorto sending the
next transaction (sequence 0002).

b. IfHealth Canada receivestwo eCTDtransactions forthe same dossier, and the firstone
has failed technical evaluation (see section 4.7), both eCTD transactions (sequence 0001
and 0002) will have to be resent.

14. If a sponsorisfilingtransactions usingthe regulatory enrolment process (REP), requirements for
certaindocuments (e.g. HC-SC3011 form, fee form, coverletter) may differ from that whichiis
prescribed inthis document. Forsuch cases, instructionsin the REP guidance document will
supersede this document. Referto the REP information page for more details.

15. Health Canadahas selected acommercial off-the-shelfsolution foritsinternal eCTD viewing
tool. Sponsors will not be provided access to the Health Canada eCTD viewingtool.

16. Health Canadawill not provide style sheets to sponsorsto enable the viewing of eCTD XML files.
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Appendix A: Reference Documents
Health Canada References

The latest versions of the documents belowas well as other guidance documents, policies, notices,
templates, and forms can be obtained from the Health Canada website.

Guidance documents on electronicregulatory activities can be found on Filing Submissions Electronically
information page.

General

e Validationrulesforregulatory transactions submitted to Health Canadain the electronic
Common Technical Document (eCTD) format

e Guidance Document: Creation of the Canadian Module 1 Backbone

Canadian Module 1 Schema Version 2.2

Guidance Document: Management of Drug Submissions

Frequently Asked Questions - Common Electronic Submissions Gateway

How to Pay Feesto Health Products and Food Branch (HPFB)

Guidance Document: Post-Notice of Compliance (NOC) Changes: Framework Document

Guidance Document: Post-Notice of Compliance (NOC) Changes: Quality Document

Guidance Document: Post-Notice of Compliance (NOC) Changes: Safety and Efficacy Document

Notice —Revision to the Post-Notice of Compliance (NOC) Changes: Notices of Change Level llI

Form

e Guidance Document-New requirements for submitting administrative drug submissions to
Health Canada

e Guidelineon Preparation of Drug Identification Number Submissions

e Guidance Documenton Post-Drugldentification Number (DIN) Changes

e Preparation of Proposed Redaction and/or Final Redaction Package SubmissionineCTD/CTD
formatfor the PublicRelease of Clinical Information

e ChangesinManufacturer's Name and/orProduct Name

e Draft Guidance forIndustry: Preparation of Comparative Bioavailability Information for Drug
Submissionsinthe CTD Format

e Guidance forIndustry: Preparation of the Quality Information for Drug Submissions in the CTD
Format: Conventional Biotherapeutic Products

e Guidance Document-Regulatory Requirements for Drug Identification Numbers (DINs)

e Guidance Document: Master Files (MFs) — Procedures and Administrative Requirements

e Guidance Document: Reconsideration of Decisions Issued for Human Drug Submissions

e Drug Good Manufacturing Practices (GMP), and the Establishment Licensing (EL) Enforcement
Directive (POL-0004).

e Good Manufacturing Practices (GMP) Guidelines (GUI-0001) -2009 Edition, Version 2

e Notice:Submission Filing Requirements - Good Manufacturing Practices (GMP) / Drug
Establishment Licences (DEL)

e Guidance document Non-Clinical Laboratory Study Data Supporting Drug Product Applications
and Submissions: Adherenceto Good Laboratory Practice

e Guidance Document Product Monograph

e Guidance forIndustry - Review of Drug Brand Names

e Guidance forIndustry - Priority Review of Drug Submissions

e Guidance Document Notice of Compliance with Conditions (NOC/c)

Guidance Document: Quality (Chemistry and Manufacturing) Guidance: New Drug Submissigas

(NDSs) and Abbreviated New Drug Submissions (ANDSs)
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e Notice Regarding Implementation of Risk Management Planningincluding the adoption of
International Council on Harmonisation (ICH) Guidance Pharmacovigilance Planning - ICH Topic
E2E

e Guidance forSponsors - Lot Release Program for Schedule D (Biologic) Drugs

e Guidance Document: Information and Submission Requirements for Biosimilar Biologic Drugs

e Guidance DocumentforClinical Trial Sponsors: Clinical Trial Applications

International Council on Harmonization (ICH) References

The ICH guidelines have been adopted by Health Canada and can be obtained fromthe ICH website at
www.ich.org.

For information on electronic standards, referto the Electronic Standards (ESTRI) web site at:
https://www.ich.org/page/electronic-standards-estri.

The eCTD v3.2.2 related information are posted on the ICHM8’s web site at:
http://ich.org./page/multidisciplinary-guidelines.

e ElectronicCommon Technical Document Specification (Version 3.2.2)
e StudyTaggingFile Specification and Related Files
e Specification for Submission Formats foreCTD

The Common Technical Document (CTD) related information can be obtained inthe M4 section of the
ICH website: https://www.ich.org/page/ctd . The Information are broken down to four main categories:

e M4: Organization

e M4Q: Quality
M4S: Safety

e IMA4E: Efficacy
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Appendix B: Definitions

Additional Information: both solicited and unsolicited information.

e Solicited information such as: responsesto SDN, NOD, NON, or Clarification Request
(telephone request, email request, screening Acceptance Letter).

e Unsolicited information such as safety information and changesinthe name of the
sponsoror product during review.

Note: For more details about solicited and unsolicited information, see Section 12.0and 14.0of
Health Canada's Guidance Document: Management of Drug Submissions and Applications
respectively.

Administrative change submission: a regulatory activity pertaining to a change in manufacturer's name
and/or product name following amerger, buy-out or other corporate restructuringoras a resultof a
licensing agreement, thatdoes notrequire scientificreview.

Confidential Business Information: Information which provides abusiness advantageas a result of the
fact that itis kept confidential. Thisis true whetherthe information is tangible orintangible. Confidential
businessinformationis broad enoughto encompasstrade-secrets.

Dossier: A collection of all regulatory activities throughout the life cycle of a product for a stakeholder.
For clinical trialsitis a collection of all regulatory activities throughout the life cycle of asingle clinical
trial protocol.

Dossierldentifier: Lowercase letter followed by six (6) or seven (7) unique numbers depending onthe
regulatory activity type.

Labelling submission: a regulatory activity that requires ascientificreview to support aname change for
the drug product.

Leading Sheet: A documentdescribing the information being provided (e.g. adocument stating “this
sub-folder contains the following documents...”).

Market Notification Form (also known as Drug Notification Form): as persection C.01.014.3 of the Food
and Drug Regulations, companies are required to notify Health Canada of adrug being sold.

Master File (MF):is a reference that providesinformation about specific processes or components used
inthe manufacturing, processing, and packaging of adrug.

Novel Excipient:isan excipient which isbeingusedforthe firsttime inadrug product, or by a new
route of administration (from ICH). It may be a new chemical entity ora well-established one which has
not yetbeen used forhuman administrationand / ora particular human administration pathwayin
Canada and/oroutside Canada.

Regulatory Activity: a collection of all regulatory transactions throughout the process of a specific
activity whichincludes, butis notlimited to, NDS, ANDS, DIN Application, YBPR.

Regulatory Transaction: Any information package sent by the stakeholder as part of a regulatory activity
such as initial data, unsolicited and solicited data (e.g. responseto aclarification request, NON, NOD,
pristine PM, DNF).

Stakeholder: Company, Sponsors/DIN owner/Manufacturer of pharmaceutical or biological drug for
regulatory activities filed according the Food and Drug Act and Regulation, Owner/Agent/Manufacturer
for Master File, and Manufacturer of Medical Devices forregulatory activities filed according to the
Medical Devices Regulations and the Food and Drugs Act.
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Applicant's Part - The non-confidential business information contained in an MF, formerly called the
Open Part (see Section 2.4.2.2).

Restricted Part - The confidential businessinformation (CBI) contained in an MF, formerly called the
Closed Part (see Section 2.4.2.2).
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Appendix C: Example of a Life Cycle Management Table

Example of Pharmaceutical or Biologic dossiers

Company Name: Pharmacompany
Brand Name: Drug X
Dossier Identifier: 123454
Sequence
Number | Date Submitted | control | Related | ‘e8Ulatory o
Activity Sequence Description
(most (mmm. dd, yyyy) | Number | Sequence Type
recentlast)
0000 Dec. 17, 2003 123454 MPNDS Pre-Submission Meeting Request
0001 Jan. 15, 2004 123454 0000 MPNDS Pre-Submission Meeting Package
0002 Feb. 29, 2004 123454 0000 MPNDS Minutes of Meeting, Feb. 15, 2004
0003 May 10, 2004 123455 -—-- PRNDS Priority Review Request
0004 Jul. 05, 2004 123456 ---- NDS INITIAL
0005 Jul. 10, 2004 123456 0004 NDS Response to Processing Clarification
Request dated Jul. 07, 2004
0006 Nov. 03, 2004 123456 0004 NDS Response to NOD dated Sep. 25, 2004
Response to Clinical Clarification
0007 Feb. 22, 2005 123456 0004 NDS Request dated Feb. 11, 2005
0008 Apr. 11, 2005 123456 0004 NDS Unsolicited Data, Change inthe Name of
Sponsor
Response to Quality Clarification
0009 Apr. 20, 2005 123456 0004 NDS Request dated Apr. 6, 2005
Response to Labelling Clarification
0010 May. 25, 2005 123456 0004 NDS Request dated May 15, 2005
0011 Jan. 09, 2006 123555 SNDS Post NOC Change
0012 Jul.5, 2006 123555 0011 SNDS Response to NON dated Jun. 8, 2006
0013 Jul 27, 2006 123666 ---- SNDS Post NOC Change
0014 Sep.10,2006 | 123555 | 0011 snps | Response toQuality Clarification
Request dated Sep. 01, 2006
0015 Oct. 15, 2006 123679 PSUR-PV For Period of Sep. 15, 2005 to Sep. 14,
2006
0016 Oct. 17, 2006 123666 0013 SNDS Response to Labelling Clarification
Request dated Oct. 006
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Response to Telephone Request dated
0017 Oct. 20, 2006 123666 0013 SNDS Oct. 15, 2006
0018 Oct. 26, 2006 123666 0013 SNDS Response to Labelling Clarification
Request dated Oct. 20, 2006
0019 Dec. 12, 2006 - Levellll 2006, 15, 19a.
0020 Mar. 5, 2007 123721 VBPR For Period of Jan. 25, 2006 to Jan. 24,
2007
Example of life cycle management table for master file dossiers
Company Name: Master file holder name
Master File Name: | Master file Name
DossierID: 123456
Sequence Date Filed Sequence Description
Number (mmm. dd, yyyy)
(mostrecentlast)
0000 Jan. 10, 2017 New or Conversion or Conversion and Update
0001 Jan. 30, 2017 Response to Processing Clarification Request dated Jan.
25, 2017
0002 Mar. 15, 2017 Letter of Access
0003 June 21, 2018 Update
0004 September6, 2018 Withdrawal of Letter of Access
0005 December15, 2018 Administrative Change
0006 April 1, 2019 Update
0007 May 30, 2019 Response to Quality Clarification Request dated May
20, 2019
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Appendix D: Life Cycle Management Scenarios for Operation Attributes

The scenarios provided in this appendix describe rules applicable to the general use of the operation
attribute forlife cycle management. They are examples from a broad range of possibilities. They are not
intended to be a comprehensive setand merely address some common situations that sponsors are
likely to encounter.

Table D-1:Valid Append Scenarios

Attributes
Scenario Number
and Description | Seq.# | Leaf | FileRef. | Operation Mod. Comment
ID File
1. Appendtoa New | 0000 AO AO.pdf new Empty | Validnew
leaf
0001 B1 Bl.pdf append AO Valid append
(EDMS 10)
2. Appendtoa 0000 A0 AO.pdf new Empty | Validnew
Replace leaf .
0001 Al Al.pdf replace AO Validreplace
(EDMS 21)
0002 B2 B2.pdf append Al Valid appendtoreplace
3. Parallel Appends | 0000 AO AOQ.pdf new Empty | Validnew
toaNew leaf 0001 | Bl | BLpdf d | A0 | valid d
(EDMS 28) .p appen alidappen
0002 C2 C2.pdf append A0 Valid append
Figure D-1:Valid Append Scenarios
Seq 0000 Seq 0001
Leaf Ag Leaf B,
Scenario | i9aw) {append}
Seq 0000 Seq 0001 Seq 0002
Leaf A,
Scenario 2 (ﬁ)
Seq 0000 Seq 0001 Seq 0002
Leal B,
Scenario 3 (EE)

Itisnot avalid operationtoappendtoa leaf that has already been appended to aleaf.
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Table D-2: Invalid Append Scenario

Attributes
Scenario Numberand
Description Seq.# | LeafID | FileRef. | Operation Mod. Comment
File

4. Appendtoan 0000 A0 AO.pdf new Empty Valid new
Append leaf ]

0001 B1 B1l.pdf append A0 Valid append
(EDMS 29)

0002 C2 C2.pdf append B1 Invalid append

Figure D-2: Invalid Append Scenario
Seq 0000 Seq 0001 Seq 0002

Scenario #4

Table D-3: Valid Replace Scenarios

Attributes
Scenario Numberand
Description Seq.# | Leaf ID | FileRef. | Operation Mod. Comment
File

5. Replace a New leaf 0000 A0 AO.pdf new Empty Valid new
(EDMS 8) 0001 Al Al.pdf replace | AO Valid replace
6. Replace a Replace 0000 A0 AO.pdf new Empty Valid new
leaf

0001 Al Al.pdf replace AO Valid replace

(EDMS 19)

0002 A2 A2.pdf replace Al Valid chainreplace
7. Replace an Append | 0000 A0 AOQ.pdf new Empty Valid new
leaf (ETICS 3, EDMS _
27) 0001 B1 B1.pdf append | AO Valid append

0002 C2 C2.pdf replace B1 Valid replace
8. Replace a New leaf 0000 A0 AO.pdf new Empty Valid new
that has an Append ; i
leaf, withaleaf that 0001 B1 Bl.pd append A0 Valid append
consolidates the 0002 C2 C2.pdf replace | AO Valid replace
content of both

B2 Empty delete B1 Mandatory delete

(ETICS 2, EDMS 26)*

*When replacing the original document, any appended document must be deleted. Therefore the
content of AO.pdf and B1.pdf should be consolidated.
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Figure D-3: Valid Replace Scenarios

Leaf Ay
Scenario 5 W)
Seq 0002
Leaf A
Scenario 6 {replace)
|Seq 0001
Leaf Ay Leaf B. Leaf C,
g (new) (append) (repiace)
Scenario 7 . | R—
L
Seq 0000 Seq 0001 Seq 0002

Leaf B, Leaf D. Leaf C;
(append) (delete) (replace)
Scenario § e
A C

Table D-4: Valid Delete Scenarios

Attributes
Scenario Numberand
Description Seq.# | Leaf ID | FileRef. | Operation | Mod. Comment
File

9. Delete aNew leaf 0000 A0 AOQ.pdf new Empty | Validnew
(EDMS 9) 0001 Al Empty delete AO Valid delete
10. Delete aReplace 0000 A0 AOQ.pdf new Empty [ Validnew
leaf

0001 Al Al.pdf replace AO Valid replace
(EDMS 20)

0002 A2 Empty delete Al Valid deletereplace
11. Delete an Append 0000 A0 AO.pdf new Empty | Validnew
leaf

0001 B1 Bl.pdf append A0 Valid append
(EDMS 30)

0002 A2 Empty delete B1 Validdelete
12 Delete aNew leaf 0000 A0 AOQ.pdf new Empty | Validnew
that has an Append ]
leaf 0001 B1 B1l.pdf append A0 Valid append
(ET|CS 1 EDMS 25)* C2 Empty delete AO Validdelete

’ 0002
D2 Empty delete B1 Mandatory delete

*When the original documentis deleted, any appended document
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Figure D-4: Valid Delete Scenarios

Seq 0000 Seq 0001
Leaf Ay Leaf Ay
Scenario 9 (new) (delate)
VA
Seq 0000 @q 0001
Leaf Ay Leaf A. Leaf Ay
2 (new) (replace) (delata)
Scenario 10 % " . e
BT TR T
Eeq 0000 Seq 0001 Seq 0002

Leaf B, Leaf A
(append) (delete)
e[ 7
Seq 0000 Seq 0001 Eeq 0002

Leaf Ay Leaf Dz Leaf C;
( new) (append) (delete) (delete)

Scenario 12

Scenario 11
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Table D-5: Invalid Operations on Non-current Leaves

As a general principle, an operation should notbe appliedtoaleaf thatis nolongeractive, and has been
replaced ordeleted.

Attributes
Scenario Numberand
Description Seq.# | Leaf ID | FileRef. | Operation Mod. Comment
File

13. Attemptto Replace 0000 A0 AOQ.pdf new Empty Valid new
aNew leafthathas ]
been Deleted 0001 Al Empty delete A0 Validdelete
(EDMS 31) 0002 A2 A2.pdf replace AO Cannotundelete leaf
14. AttempttoDeletea | 0000 A0 AOQ.pdf new Empty Valid new
New leaf that has been

0001 Al Al.pdf replace AO Validreplace
Replaced

0002 A2 Empt delete A0 Must act on current leaf
(EDMS 32) Pty
15. Attemptto Deletea | 0000 A0 AOQ.pdf new Empty Valid new
New leaf that has .
already been Deleted 0001 Al Empty delete AO Valid delete
(EDMS 33) 0002 A2 Empty delete A0 Cannotre-deleteleaf
16. Attemptto Append 0000 A0 AO.pdf new Empty Valid new
to a New leaf thathas ]
already been Replaced 0001 Al Al.pdf replace A0 Validreplace
(EDMS 34) 0002 B2 B2.pdf append | AO Must act on current leaf
17. Attemptto Append 0000 AO AO.pdf new Empty Valid new
to a New leafthathas -
already been Deleted 0001 Al Empty delete AO Valid delete
(EDMS 35) 0002 B2 B2.pdf append | AO Cannotundelete leaf
18. Attemptto Replace 0000 A0 AQ.pdf new Empty Valid new
aNew leafthathas ]
already been Replaced 0001 Al Al.pdf replace A0 Valid replace
(EDMS 36) 0002 A2 A2.pdf replace | AO Undefined replace

*When the original documentis deleted, any appended documents must be deleted.
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Figure D-5: Invalid Operations on Non-current Leaves

Seq 0000 Seq 0001 Seq 0002
Leaf A,
3 (calete)
Scenario 13 »—
Seq 0000 Eeq 0001 Seq 0002
Leaf A, Leaf A
: (replaca) (delete)
Scenario 14 . N
|
Seq 0000 Seq 0001 Seq 0002
Leaf A, Leaf A,
_ (delete) (deiste)
Scenaro 15
A
Seq 0000 Seq 0001 Seq 0002
Leaf A, Leaf B,
. (replace) (append)
Scenario 16 3
w
Seq 0000 Seq 0001
Leaf A, Leaf Bz
(delete) (append)
Scenario 17
L

Seq 0000 Seq 0001 Seq 0002

Leaf Ag Leaf A, Leaf A;
{new) ({replaca) {repiace)

Scenario 18 l_
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Appendix E: Master Files (MF)

Thissectionincludes sampleeCTD structures of various MF regulatory transactions to provide further
guidance in additiontothe contentinsection “2.4.3 Master Files Dossiers”.

Note: When converting an existing MF (all types) to eCTD without providing any updates, the feeformis
not required.

TYPE | - DRUG SUBSTANCE MASTER FILES

1. Alldocumentsinthisfolderwill be considered as Restricted Part (RP) of the MF.
2. Two separate documents should be included inthe folder “2.3 Quality Overall Summary”, a
“QOS (RP)”anda “QOS (AP)” files. They must be provided in PDF and Word formats.

Figure E-1: Sample eCTD structure fora Type | MF

= ¥ 123456
= & 0000 [MF New]
= & 1 Administrative and Product Information
= @ 1.0 Correspondence
= & 1.0.1 Cover Letter
=) Cover Letter Jan.24, 2017
= 1.2 Adminsitrative Information
= & 1.2.1 Application Form
= Apphcanon Form

o1 2.3 Certification and Attestation Forms

@ 1.2.6 Authorization for Sharing Information
= 2 Common Technical Document Summaries

= @ 2.3 Quality Overall Summary

= @ 3.2 Bodv of Data
= & 3.2.S Drug Substance [AP name of DS][Manufacturer]
# & 3.2.5.1 General Information
# @ 3.2.5.2 Manufacture
# @ 3.2.5.3 Characterisation
# @ 3.2.5.4 Control of Drug Substance
# @ 3.2.5.5 Reference Standards or Materials

# @ 3.2.5.6 Container Closure System
B @ 3.2.5.7 Stability
= @ 3.2.S Drug Substance [RP name of DS][Manufacturer]
# @ 3.2.5.2 Manufacture
# @ 3.2.5.3 Characterization
# @ 3.2.5.4 Control of Drug Substance
=l 3.2.A Appendices
# @ 3.2.A.1 Facilities and Equipment
# @ 3.2.A2 Adventitious Agents Safety Evaluation
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Table E-1: Distribution of MF Information between the Applicantand Restricted Parts for Type 1 - Drug

Substance
Proposed 2015 Proposed 2015
Module/Folder Names Applicant’s Part Restricted Part
Module 1: Administrative and Product Information
1.0 Correspondence
1.0.1 Cover Letter - v
1.0.2 Life Cycle Management Table (Only required for i v
eCTD)
1.0.3 Copy of Health Canadalssued Correspondence - v
1.0.4 Health Canada Solicited Information - v
1.0.7 General Note to Reviewer - v
1.1 Table of Contents (Only required for non-eCTD)) - v
1.2 Administrative Information
1.2.1 Application Forms ; v
1.2.2 Fee Forms - Vv
1.2.3 Certification and Attestation Forms - \
1.2.5 Compliance and Site Information
1.2.5.2 Establishment Licensing _ v
1.2.5.5 Good Manufacturing Practices - \
1.2.6 Authorization for Sharing Information - v
1.2.7 International Information - v
1.3 Product Information
1.3.6 Certified Product Information Document - '
Module 2: Common Technical Document Summary
2.3 | Quality Overall Summary (QOS)* \') \')
Module 3: Quality
3.1 Table of Contents of Module 3 (Notrequired for v v
eCTD)
3.2 Body of Data
3.2.S Drug Substance
3.25.1 | General Information
3.2.5.1.1 | Nomenclature \') -
3.2.5.1.2 | Structure v =
3.2.5.1.3 | General Properties v -
3.2.5.2 Manufacture
3.2.5.2.1 | Manufacturer(s) v -
3.2.5.2.2 | Description of Manufacturing Process and v? V3
Process Controls
3.2.5.2.3 | Control of Materials - v
3.2.5.2.4 | Controls of Critical Steps and Intermediates K V5
3.2.5.2.5 | ProcessValidation and /or Evaluation - v
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Proposed 2015 Proposed 2015

Module/Folder Names Applicant’s Part Restricted Part
3.2.5.2.6 | Manufacturing Process Development - Vv
3.2.8.3 Characterisation
3.2.5.3.1 | Elucidation of Structure and other Characteristics v -
3.2.5.3.2 | Impurities \') Ve
3.25.4 Control of Drug Substance
3.2.5.4.1 | Specification v -
3.2.5.4.2 | Analytical Procedures v -
3.2.5.4.3 | Validation of Analytical Procedures v -
3.2.5.4.4 | Batch Analyses v -
3.2.5.4.5 | Justification of Specification v v’
3.25.5 Reference Standards or Materials ' -
3.2.5.6 Container Closure System Vv -
3.2.5.7 | Stability
3.2.5.7.1 | Stability Summary and Conclusions v -
3.2.5.7.2 | Post-approval Stability Protocol and Stability v i

Commitment
3.2.5.7.3 | Stability Data v -
3.2A Appendices
3.2.A.1 | Facilitiesand Equipment - v
3.2.A.2 | Adventitious Agents Safety Evaluation - v

(v’ = Accepted/ ‘-’ = Not Applicable)

1. Aseparate QOSforeach part (AP/ RP), or a single QOS to cover both parts can be provided, deleting
all sections of the QOS notrelevanttothe MF. In cases when a single QOSis provided, the
confidential businessinformation/trade secret sections should be clearly identified.

2. Aflowchart(including molecularstructures and all reagents/solvents)and a short description can

be sufficient, if additional detailed informationis presented in the Restricted Part. However, for

sterile drug substances full validation data on the sterilisation proce ss should be providedinthe

Applicant’s Part (In cases where there is no further sterilisation of the final product).

Detailed information

Insofar as the informationisalsorelevantforthe applicant.

Insofaras thisinformationis notrelevant forthe applicant.

Insofaras the informationis related to the detailed description of the manufacturing process and

the MF Owner sufficiently justifies that there isno need to control these impuritiesin the final drug

substance.

7. Insofaras theinformationisrelatedtothe detailed description of the manufacturing process,
control of materials and process validation.

o v AW

Preparation of Regulatory Activities in the Electronic Common Technical Document (eCTD) Format 62




TYPE Il — CONTAINER CLOSURE SYSTEM AND COMPONENT MASTER FILES (CCS AND CCC)

The followingillustrative examples show how the eCTD structure can be used to present the information
on the Container Closure Component (CCC), aCCC Family and/ora Container Closer System (CCS). The
Type Il MF should be appropriately compiled based on the contentand it may be necessary toinclude
additional subsections, which have notbeen showninthe examples. A MF can contain one or more of
the sections showninthe example, asapplicable.

EXAMPLE 1 covers a stoppered glass vial (CCS), including each of its CCCs.

The CCCs inthis exampleincludethree different sizes of the same Type | glass vials and two different
types of stoppers with the same dimensions tofitall three vial sizes.

Since the majority of informationis commontoall three sizes of glass vials, the glass vials can be treated
as a CCC Family with theirinformation presented usingasingle 3.2.S OR 3.2.P section (choose one
format option only). The unique information to each vial size can be presented under3.2.5.6and
3.2.5.7, ORunder3.2.P.7 and 3.2.P.8, depending on which 3.2 structure optionis selected.

Since the composition of the stoppers are different, either separate 3.2.SOR 3.2.P sections (choose one
format option only) should be used foreach type of stopper.

Separate 3.2.P sections should also be used for the information on each CCS, due to theirstopper
differences.

{3.2.5 OR 3.2.P sections forthe non-product contact CCCs (i.e., the crimpingringand plasticcap) do not
needtobe includedinthe MFin this case.}
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Figure E-2: Glass Vial (CCC) — Drug Substance Format

= @ 2123456 «———————— Dossier Identifier
= % 0000 «——————— Sequence Number
= ® 1 Administrative and Product Information
= % 1.0Corespondence
= @ 1.0.1Cover Letter
T CoverLetter Jan.24, 2017
= ® 1.2 Adminsitrative Information
= ¥ 1.214pplication Form
= Application Form
= ® 12.2FeeFom
= FeeForm
* @ 1.2.3Centification and Attestation Forms
® 1.2.6 Autharization for Sharing Information
= % Company ABC
= LOA
= 3Quality
= @ 3.2BodyofData
= ® 3.2.5Drug Substance [Substance attribute = Glass Vial]l [Manufacturer €——— CCC Family
attribute = Company ABC]
= ® 32.5.2Manufacture
= @ 3.25.2.1 Manufacturer(s)
= Facility Information
~ @ 3.2.5.2.2Description of Manufacturing Process and Process Controls
= Description and Flow Diagram of the Manufacturing Process
= @ 3.2.5.2.5 Process Validation and/or Evaluation
= Sterilization process validation study reports

* Glass vial Extractables and Leachables study report

= ® 3.2.5.4Control of the Drug Substance<€ CCC Family
= ® 3.2.5.4.15Specification

Specifications of all vial sizes

= ® 3.2.56Container Closure System <€ CCC Family
= ® 1mlglassvial < -

' Drawing of 1ml vial with dimensions
' Description of packaging for sterile 1ml vial

T Sample label on sterile 1ml vial packages Separate node extensions for
~® Smiglassvial <€ = documents containing CCC-specific
' Drawing of S ml vial with dimensions information

= Description of packaging for sterile 5 ml vials
T Sample label on sterile 5 mlvial packages

= ® 10 ml glass vial < -

' Drawing of 10 ml vial with dimensions
= Description of packaging for sterile 10 ml vials
T Sample label on sterile 10 ml vial packages
= ® 32.5.7Stability <€ Shelf -life of the CCC or CCC Family (if identical)
+ @ 3.2.5.7.15tability Summary and Conclusion
¥ @ 3.2.5.7.2 Post-approval Stability Protocol and Stability Commitment
= ® 3.25.7.3Stability Data €<— Provide Stability data for each CCC (if appropriate)
1ml vial Stability Study report

5 ml vial Stability Study report <
10 ml vial Stability Study report ] Information should be provided using
Stability Study reportfor 1ml, Sml, and 10 mlvials €———— ONLY ONE of these options

EECNCEE.
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Figure E-3: Glass Vial (CCC) — Drug Product Format

= @ 2123456
= % 0000
= ® 1 Administrative and Product Information

Dossier Identifier
> —

Sequence Number

= ® 1.0Corespondence
= ® 1.0.1Cover Letter
= Cover Letter Jan.24, 2017
= ® 1.2 Adminsitrative Information
= ® 1.2.1Application Form
= Application Form
= ® 12.2FeeForm
= FeeForm
# ® 1.2.3Cenification and Attestation Forms
= ® 1.2.6 Authorization for Sharing Information
= ® CompanyABC
T LoA
= @ 3Quality
= ® 32BodyofData

= ® 32P.3Manufacture
= ® 3.2P.31Manufacturer(s)

F acility Information

= Description and Flow Diagram of the Manufacturing Process
= ® 3.2.P.3.5Process Validation andlor Evaluation
= Sterilization process validation study reports
= Glass vial Extractables and Leachables study report
= ® 3.2P.5Control of the DrugProduct <€
- ® 3.2.P.5.1Specification(s)
Specifications of all vial sizes
= ® 3.2P.7Container Closure System
= ® Amiglassvial

—

—

= Drawing of 1ml vial with dimension(s)
= Description of packaging for sterile 1ml vials
= Sample label on sterile 1mlvial packages

at

= @ 3.2PDrugProduct [Product-Name attribute = Glass Vials] [Dosageform attribute = NA] [Manufacturer attribute = Company

= & 3.2P.3.3Description of Manufacturing Process and Process Controls

S mi glass vial <
= Drawing of S mlvial with dimension(s)
= Description of packaging for sterile S ml vials
= Sample label on sterile 5 mlvial packages

10mlglassvial & =
<

= Drawing of 10 ml vial with dimension(s)
= Description of packaging for sterile 10 ml vials
= Sample label on sterile 10 ml vial packages
= ® 32P.8Stabiliy €
+ @ 3.2.P.8.15tability Summary and Conclusion
+ ® 3.2.P.8.2 Post-approval Stability Protocol and Stability Commitment
“® 32P.83StabiltyData €
T 1mlvial Stability Study report

~  Smlvial Stability Study report <
~ 10 mlvial Stability Study report

= Stability Study report for Tml, Sml, and 10 ml vials  gf—

CCC Family

il

CCC Family

CCC Family

Separate node extensions for documents containing CCC-
specific information

Shelf -life of the CCC or CCC Family (if identical)
Provide Stability data for each CCC (if appropriate)

Information should be provided using ONLY ONE of these
options
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Figure E-4: For the Two Differently Formulated Vial Stoppers (CCC) using either the drug substance
(Figure E-4) format OR drug product format (Figure E-5)

= @ 2123456 «—————————— Dossier Identifier

= ? 0000 - Sequence Number
® 1 Administrative and Product Information

= ® 1.0Conespondence
= ® 10.1Cover Letter
= CoverLetter Jan.24, 2017
= ® 1.2 Adminsitrative Information
= ® 1.2.1Application Form
= Application Form
= ® 12.2FeeForm
= FeeForm
* @ 1.2.3Cenification and Attestation Forms
= ® 1.2.6 Authorization for Sharing Information
® Company ABC CCcC
T LoA
= @ 30uality
= ® 3.2BodyofData
= ® 3.2.5Drug Substance [Substance attribute = grevhalobutyl [flucro-resin laminated vial stopper] [Manufacturer attribute = Company ABC]

* @ 325 1General Information <€ Vial Stopper
= ® 3.2.5.2Manufacture
= ® 3.2.5.2.1Manufacturer(s)
= Facility Information
= @ 3.2.5.2.2 Description of Manufacturing Process and Process Controls
= Description and flow of the diagram of the manufacturing, May also provide separate documents per unit
lamination, washing, depyrogenation, sterilization, packaging operation
and labelling processes of vial stoppers, including process
® 3.2.5.2.3Control of Materials
T Materials usedin the vial stopper manufacturing process
= @ 3 2.5.2.5 Process Validation andlor Evaluation
Vial stopper_1Manufacturing process validation study report
Vial stopper_2 Lamination process validation study report

Vial stopper_3 Washing and depyrogenation process validation study report

Vial stopper_4 Sterilization process validation study report

Vial stopper_5 Packaging and labelling process validation study report

Vial stopper_B Extractables and Leachables study report
= ® 3254 Control of the Drug Substance €——  Resin laminated vial stopper CCC
- ® 3.2.5.4.1Specification
Specifications of vial stopper
- ® 3.2.5.4.2 Analytical Procedures

= ® 3.2.5.6Container Closure System <€ Resin laminated vial stopper CCC
= ® Flouro-resin <€ Node Extension
= Formulation
= ¥ Greyhalobutyl stopper <€ Node Extension

' Drawing of Resin-laminated vial stopper with dimensions

- .
- Formulation
v

= ® \ial Stopper Packaging and Labelling Information <€ Node Extension

' Description of packaging for sterile vial stoppers
= Sample label on sterile vial stopper packages
= ® 32.5.7Stability <« Shelf -life of the CCC
+ @ 3.2.5.7.1S5tability Summary and Conclusion
@ 3.25.7.2Post-approval Stability Pratocol and Stability Commitment
= ® 32.5.7.3Stability Data
T Stability Study report on Resin-laminated sterile vial stoppers
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For RubberVial Stopper, 3.2.S Drug Substance = CCC [Substance attribute = rubbervial stopper]
[Manufacturer attribute = Company ABC], referto preceding 3.2.S section (Figure E-4) used to
provide information onthe greyhalobutyl, fluoro- resin laminated vial stopper, exceptthatin this
case, the CCC and information are relevant to the rubbervial stopper.
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Figure E-5: Two Differently Formulated Vial Stoppers (CCC) using Drug Product Format

= ® 2123456 «———————— Dossier ldentifier
= % 0000 —

% 1 Administrative and Product Information

Sequence Number

= @ 1.0Correspondence
= ® 10.1Cover Letter

= CoverLetter Jan.2d, 2017

= ® 1.2 Adminsitrative Information
= ® 1214pplication Form
= Application Form
= ® 12.2FeeForm
. FeeForm
¥ @ 1.2.3Cenification and Attestation Forms
= ® 1.2.6 Autharization for Sharing Information
= ® Company ABC
T LOA
= @ 3 Quality
= ® 3.2BodyofData
= @ 3.2.PDrugProduct [Product-Mame attribute = Vial Stopper] [Dosageform atribute = €= €CC
grevhalobutyl, fluoro-resin laminated] [Manufacturer attribute = Company ABC]
= ® 3.2.P.1Description and Composition of the Drug Product
T Materials used in the vial stopper manufacturing process _‘— Vial Stopper
= ® 32P.3Manufacture
= ® 3.2.P.3.1Manufacturer(s)

= Facility Information
= @ 3.2.P.3.3Description of Manufacturing Process and Process Controls

Description and flow diagram of the manufacturing, lamination, May also provide separate
washing, depyrogenation, sterilization, packaging and labelling
processes of vial stoppers, including process controls

= @ 3.2.P.3.5Process Validation andlor Evaluation

documents per unit

= Vial stopper_1Manufacturing process validation study report
= \Vial stopper_2 Lamination process validation study report
= Vial stopper_3 Washing and depyrogenation process validation study report
= \ial stopper_4 Sterilization process validation study report
= Vial stopper_5 Packaging and labelling process validation study report
= Vial stopper_6 Extractables and Leachables study report
= ® 3.2P.5Control of the Drug Product <€ Resin laminated vial stopper CCC
= ® 3.2.P.5.15pecification(s)

Specifications of vial stopper
@ 3.2P.5.2Analytical Procedures
= ® 3.2P.7Container Closure System < Resin laminated vial stopper CCC
= ® Fluoro-resin €=
= Formulation 1
= ® Greyhalobutyl stopper <€ Separate Node Extensions
* Drawing of Resin-laminated vial stopper with demensions

= Formulation
= ® \ial Stopper Packaging and Labelling Information

' Description of packaging for sterile vial stoppers

T Sample label on sterile vial stopper packages

= ® 32P.85tability € Shelf -life of the CCC
* @ 3.2.P.8.15tability Summary and Conclusion
* @ 3.2.P.5.2 Post-approval Stability Protocol and Stability Commitment
= ® 32P.8.35tability Data
= Stability Study report on Resin-laminated sterile vial stoppers
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For RubberVial Stopper, 3.2.P Drug Product=CCC [Product-Name attribute=vial stopper]
[Dosageform attribute= rubber] [Manufacturer attribute= Company ABC] referto preceding
3.2.P section (Figure E-5) used to provide information on the greyhalobutyl, fluoro- resin
laminated vial stopper, except thatin this case, the CCC and information are relevantto the
rubbervial stopper.

Figure E-6: Two Container Closure Systems (CCS), each with a Differently Formulated Vial Stopper (CCC)

= # 2123456 «—————— Dossier Identifier
= 9 0000 «————— Sequence Number
~ | Administrative and Product Information
= ® 10 Correspondence
= @ 1.0.1 Cover Letter
T Cover Letter Jan 24, 2017
= ® 12 Adminsitrative Information
= ® 12.1 Application Form
T Application Form
= @ 122 FeeForm
7 Fee Form
® 123 Certification and Attestation Forms
= @ 12.6 Authorization for Sharing Information
= @ Company ABC

£ LOA
= @ 3 Quality
= @ 32 Body of Data
= @ 32P Drug Product [Product-Name attribute = Crimped and Capped Glass Vial with «€ Cccs
greyhalobutyl, fluoro-resin lami stopper] [Dosageform attribute = N/A]
[Manufacturer attribute = Company ABC]
= ®32pP1 Description and Composition of the Drug Product e CCS
= Description of all CCCs of the CCS, inchuding the crimping ring and plastic cap
T Drawing of the CCS with dimensions and showing how the CCCs fit together
= @ 3223 Manufacture
= @ 3.2.P.3.3 Description of Manufacturing Process and Process Controls

= Description and flow diagram of the assembly process of the CCS —
using the CCCs.

Include this section if assembly
of the CCCs of the CCS is required

= @ 32P3.5 Process Validation and/or Evaluation <€ Include this section if any process
T CCS Extractables and Leachabbles study report validation studies are performed by the
= Container Closure Integrity study report
= @ 32P.5 Control of the Drug Product €——————— (CS- Include this section if additional release
= ® 32P5.1 Specification(s) specifications apply to the CCS
T Specifications of vial sizes

For a crimped and capped glass vial with arubber stopper, 3.2.P Drug Product = CCS [Product-
Name attribute =Crimped and Capped Glass Vial with rubber stopper] [Dosageform attribute =
NA] [Manufacturer attribute = Company ABC], referto preceding 3.2.P section (Figure E-6) used to
provide information for the CCS, Crimped and Capped Glass Vial with greyhalobutyl, fluoro- resin
laminated stopper, exceptthatinthis case, the CCSand information are relevant to the Crimped
and Capped Glass Vial with rubbervial stopper.
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EXAMPLE 2 covers a syringe (CCS), including each of its CCCs, namely a: plunger stopper, syringe
barrel, plungerrod and syringe needle.

The information on each CCC should be presented using eitheraseparate 3.2.S0OR 3.2.P section
(choose one format option only).

A separate 3.2.P section should be used forthe CCS information.
{3.2.5 OR 3.2.P sectionsforthe non-product contact CCCs (i.e., the flange extender and needle
shield) donotneedtobeincludedinthe MF inthis case.}
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Figure E-7: Plunger Stopper Container Closure Component (CCC) —Drug Substance Format

- @ e123456 e Dossier ldentifier
= ¥ 0000 b S@quence Number
R 1 Administrative and Product Information
- ® 0 Correspondence
= @ 101 Cover Letter
Cover Letter Jan.24, 2017
= ® 12 Adminsitrative Information
= P21 Application Form
Application Form
= ® 122FeeForm
Fee Form

* @ 12.3 Certification and Attestation Forms

= ® 126 Authorization for Sharing Information
® CompanyX
= LoA
= ¥ 3Quality
= @ 32Bodyof Data

® 328 Drug Substance [Substance attribute = plunger stopper][Manufacturer attribute = COmpany X]  efe——— CCC

3.2.8.1General Information <€ Plunger Stopper
® 3252Manufacture
= ® 32521Manufacturer(s)

— Facility Information

= @ 3.2.5.2.2 Description of Manufacturing Process and Process Controls
= Description and flow diagram of the manufacturing, lamination,

washing, depyrogenation, lubrication, sterilization, packaging and > !

labelling processes of plunger stoppers, including process controls documents perunit operation

May also provide separate

= @ 3.2.5.23Control of Materials
= Materials used in the plunger stopper manufacturing process
- @ 3.25.25Process Validation andfor Evaluation
= Plunger stopper_1Manufacturing process validation study report

= Plunger stopper_2 Lamination process validation study report

= Plunger stopper_3 Washing and depyrogenation process validation study report
= Plunger stopper_4 Lubrication process validation study report

= Plunger stopper_5 Sterilization process validation study report

" Plunger stopper_& Packaging and labelling process validation study report

Plunger stopper_7 Extractables and Leachables study report

= ® 3254 Control of the Drug Substance = Lubricated laminated plulnger stopper CCC
= ® 325415pecification
Specifications of plunger stopper
- ® 32542 Analytical Procedures

= ® 3256 Container Closure System <€ Lubricated laminated plulnger stopper CCC
= ® Fluoropolymer film <
" Formulation 1
= @ Lubricant < Separate Node Extensions

" Information on the lubricant |
-9 Flunger Stopper Packaging and Labelling information
"* Description of packaging for sterile plunger stoppers
Sample label on sterile plunger stopper packages
5 ® 3287 Stability € Shelf-life of the CCC
* @ 3.2.5.7.15tability Summary and Conclusion
# ® 32572Post-approval Stability Protocol and Stability Commitment
- ® 32573 Stability Data
Stability Study report on lubricated bromobutyl, fluoropolymer film laminated sterile plunger stopper
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Figure E-8: Plunger Stopper Container Closure Component (CCC) —Drug Product Format

= @ 123456 «————— Dossier Identifier
= % 0000 o Sequence Number
~ 1 Administrative and Product Information
= % 1.0 Cormrespondence
= ® 1.01Cover Letter
Cower Letter Jan.24, 2017
= ® 1.2 Adminsitrative Information
= W 121 application Form
= Application Form
= ® 122FeeForm
= FeeForm
W 123 Certification and Attestation Forms
= % 1,26 Authorization for Sharing Information
= % Company¥
= LOA
= 3 Quality
= ® 32BodyofData
= ¥ 32P DrugProduct [Product-Name attribute = Plunger Stopper]
[Dosageform attribute = MEA] [Manufacturer attribute = Company X]

<€<——— CCC

% 3.2P.1Description and Composition of the Drug Product -—
Material(s) used in the plunger stopper manufacturing process e Plunger Stopper
= ® 32P.3Manufacture
= ¥ 32P.31Manufacturers
' Facility Information
- @ 3.2P.3.3Description of Manufacturing Process and Process Controls

= Description and flow diagram of the diagram of the manufacturing May also provide separate
lamination, washing, depyrogenation sterilization, packaging and  E—
labelling processes of plunger stoppers, including process controls

= @ 32P.35Process Validation andfor Evaluation

documents per unit operation

= Plunger stopper_1Manufacturing process validation study report

= Plunger stopper_2 Lamination process validation study report

= Plunger stopper_3 Washing and depyrogenation process validation study report
= Plunger stopper_4 Lubrication study report

“ Plunger stopper_5 Sterilization process validation study report

Plunger stopper_& Packaging and labelling process validation study report
= Plunger stopper_7 Extractables and Leachables study report
= @ 32P5Control of the Drug Product «——————— Lubricated laminated plunger stopper CCC
= ® 32P5.1Specification(s)
" Specifications of plunger stopper
= ® 32P5.2 Analytical Procedures
% 32P.7 Container Closure System < Lubricated laminated plunger stopper CCC
= W Fluoropolymer film < Node Extension
= Formulation
= % Bromobutyl plunger stopper «——————— Node Extension
= Drawing of bromobutyl, fluoropolymer film laminated plunger stopper with dimensions
Formulation
= W Lubricant < Node Extension
" Information on the lubricant
= % Plunger Stopper Packaging and Labelling Information€————————— Node Extension
= Description of packaging for sterile plunger stoppers

Sample label on sterile plunger stopper packages
= ® 32P3Stabiity <€ Shelf -life of the CCC
+ @ 3.2P.8.15tability Summary and Conclusion
+ @ 32P 822 Post-approval Stability Protocol and Stability Commitment
- ® 32P83Stability Data
"% Stability Study report on lubricated bromobutyl, fluoropolymer film laminated sterile plunger stoppers
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Figure E-9: Syringe Barrel Container Closure Component (CCC) using Drug Substance Format

= @ 2123456 e Dossier Identifier
= % pooo «———— Sequence Number

~ ® 1 Administrative and Product Information

= @ 1.0 Correspondence
= @ 1.0.1CoverLetter
= CoverLetter Jan.24, 2017
= @ 12 Adminsitrative Information
= @ 1214pplication Form
2 Application Form
= @ 12.2FeeFom
= FeeForm
P 1.2.3Cenification and Attestation Forms
% 1.2.6 Authorization for Sharing Information
= @ Company X
= LoA
= @ 3Quality
= ¥ 3.2BodyofData
= @ 3.2.5Drug Substance [Substance attribute = Suringe Barrel] [Manufacturer atiribute = Company X] €—— CCC

2 @ 3.2.51General Information <€ Syringe Barrel
= ® 325.2Manufacture
= @ 3252 1Manufacturer(s)
= Facility Information
= @ 3.2.5.2.2Description of Manufacturing Process and Process Controls
' Description and flow diagram of the manufacturing, washing, May also provide separate

depyrogenation, sterilization, packaging and labelling processes of documents per unit operation
surinae barrel. includina orocess controls
= @ 3.2.5.2.3Control of Materials

" Materials usedin the syringe barrel manufacturing process
= @ 3.2.5.2.5Process Validation andlor Evaluation

= Syringe barrel_1Manufacturing process validation study report
Svringe barrel_2 \Washing and depyrogenation process validation study report
Syringe barrel_3 Sterilization process validation study report

Syringe barrel_4 Packaging and labelling process validation study report

;l]lllgll

Syringe barrel_S Extractables and Leachables study report
= ® 3254 Control of the Drug Substance <«€————— Syringe Barrel CCC
= @ 3.2.5.4.15pecification
= Specifications of syringe barrel
- @ 32542 Analytical Procedures
= @ 32.56Container Closure System€———————————  Syringe Barrel CCC
SR Syringe Barrel Packaging and Labelling Information <€ Node Extension
" Description of packaging for sterile syringe barrel

= Sample label on sterile syringe barrel packages
= ® 3257Stabily € Shelf -life of the CCC
* @ 3.2.5.7.15tability Summary and Conclusion
1® 32572 Post-approval Stability Protocol and Stability Commitment
= ® 32573 5abilty Data
3 Stability Study report on sterile syringe barrels
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Figure E-10: Syringe Barrel Container Closure Component (CCC) using Drug Product Format

= @ 21234356 «——————— Dossier Identifier
= @ 0000 «———————— Sequence Number
@ 1 Administrative and Product Information
- ® 10 Corraspondence
= ® 1.0.1 Cover Latter
! Cover Letter Jan.24, 2017
= @ 12 Adminsitrative Information
= @ 12.1 Application Form
= Application Form
= @ 122FeeForm
= FesForm
® 123 Cartification and Attastation Forms
® 1.2.6 Avthorization for Sharing Information
= @ Company X
= Loa
= @ 3 Quality
= @ 3.2 Body of Data

o1 e CCC

attn L
B ®32p1 Dascription and Composition of ths Druz Product «———  Syringe Barrel
T Material(s) vsed in the syrings barrel manuvfacturing process
= ® 3223 Manvfacturs
= @ 327P3.1 Manufacturers

% Facility Information

= @ 3.2.P.3.3 Description of Manufacturing Process and Process Controls
**) Description and flow diagram of the manufacturing, washing, May also provide separate

depyrogenation, sterilization, packaging and labelling processes of
syringe barrel, including process controls
= @ 3.2.P.3.5 Process Validation and/or Evaluation

"% Syringe barrel_1 Manufacturing process validation study report

documents per unit operation

" Syringe barrel_2 Washing and depyrogenation process validation study report

% Syringe barrel_3 Sterilization process validation study report

"% Syringe barrel_4 Packaging and Iabelling process validation study report

= @ 325 Control of the Drug Product < Syringe Barrel CCC
E .2.P.5.1 Specification(s)

— Specifications of syringe barral

2.P.5.2 Analytical Proceduras

. X
2.P.7 Container Closure System < Syringe Barrel CCC
Syringe Barrel Packaging and Labelling Information & Node Extension

0{'}0

"% Description of packaging for sterile syringe barral
T Sample labsl on sterile syringe barrsl packages
= @ 3278 Stability <€ Shelf-life of the cCC
oS
+

@ 3.2.P.8.1 Stability Summary and Conclusion

® 32p .2 Post-approval Stability Protocol and Stability Commitment
= ® 32783 Stability Data

Stability Study report on sterile syringe barrals
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Figure E-11: Plunger Rod Container Closure Component (CCC) Using Drug Substance Format

= @ 2123456 «——————— Dossier Identifier
= @ 0000 “——————— Sequence Number

= @ 1 Administrative 2nd Product Information
= @ 1.0 Correspondence
= @ 1.0.1 Cover Latter
2 Cover Letter Jan.24, 2017
= @ 1.2 Adminsitrativs Information
E ®121 Application Form
T Application Form
= ® 122FeeForm
= FzzForm
® 1.2.3 Certification and Attestation Forms

= @ 126 Avthorization for Sharing Information

=E@® Company X
2 o).
= @ 3 Quality
= ® 32 Body of Data
E @328 Drug Substance [Substance attribute = Plunger Rod][Manuvfacturer attribute = Company X] €= CCC
3.2.8.1 General Information <€ Plunger Rod

= @ 3252 Manvfacture
= ® 3282.1 Manvfacturer(s)
% Facility Information
= @ 3.2.8.2.2 Dascription of Manufacturing Process and Procass Controls
"% Description and flow diagram of the manufacturing, sterilization, May also provide separate

packaging and labelling processes of plunger rods, including process

documents per unit operation
controls

= @ 3.2.58.2.3 Control of Materials
Materials used in the plunger rod manufacturing process

.2.8.2.5 Process Validation and/or Evaluation

$

(VS
ERERENENNE.

Plunger rod_1 Manufacturing process validation study report
Plunger rod_2 Sterilization process validation study report
Plunger rod_3 Packaging and labelling process validation study report
Plunger rod_4 Extractables and Leachables study report
= ® 3234 Control of the Druz Substance @ Plunger Rod CCC
=) ® 32541 Specification
T Specifications of plunger rods
* @ 32542 Analytical Procedures
® 3256 Container Closure System <€ Plunger Rod CCC
= ® Plunger Rods Packazing and Labslling Information <& Node Extension
" Description of packaging for plunger rods
T Sample absl on sterile plunzer rod packazes
= @ 32387 Stability € Shelf -life of the CCC
& @ 3.25.7.1 Stability Summary and Conclusion
£ @ 32872 Post-approval Stability Protocol and Stability Commitment
= ® 32573 Stability Data
) Stability Study report on sterile plunger rods
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Figure E-12: Plunger Rod Container Closure Component (CCC) Using Drug Product Format

= @ 2123456 == Dossier Identifier

= ® 0000 Sequence Number
~ @1 Administrative and Product Information
E®i0 Corraspondence
= ® 1.0.1 Cover Latter
T Cover Letter Jan.24, 2017
= ® 12 Adminsiteativa Information
= ® 121 Application Form

2 Application Form

L

* @ 123 Cartification and Attastation Forms

= ® 126 Authorization for Sharing Information
- @ Company X
= LOoA
= @ 3 Quality
= ® 32 Body of Data

= ®32p Drug Product [Product-Name attribute = Plungar Rod] [Dosazeform attribute = N/A] [Manufacturar attributz = Company X] <= CCC

E ®32p1 Deascription and Composition of the Druz Product
T Materials used in the plunger rod manufacturing process ‘_l_ Plunger Rod
= ® 3223 Manufacturs
= @ 32P3.1 Manvfacturer(s)
~ Facility Information
= @ 3.2.P.3.3 Description of Manufacturing Procass and Procass Controls
" Description and flow diagram of the manufacturing, sterilization, packaging e—— May also provide separate

and labelling processes of plunger rod, including process controls documents per unit operation

=/ @ 3.2.P.3.5 Process Validation and/or Evaluation
" Plunger rod_1 Manufacturing process validation study report
") Plunger rod_2 Sterilization process validation study report
" Plungerrod_3 Packaging and Iabelling process validation study report
" Plungerrod_4 Extractables and Leachables study report
= ® 32P5 Control of the Drug Product €~ Plunger Rod CCC

= ® 32P5.1 Specification
T Specification of plunger rods
* @ 32p52 Analytical Procaduras

® 3207 Container Closure Systam <€ Plunger Rod CCC

= ® Dlunger Rods Packaging and Labelling Information <€ Node Extension

™ Description of packaging for plungar rods
P2 Sampl= label on sterile plunger rod packagss
® 3203 stability €— Shelf -life of the CCC

+ @ 3.2.P.8.1 Stability Summary and Conclusion

@ 3282 Post-approval Stability Protocol and Stability Commitment
= ® 32383 Stability Data
2 Stability Study report on sterile plunzer rods
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Figure E-13: Syringe Needle Container Closure Component (CCC) using Drug Substance Format

= @ 2123456 «—————— Dossier Identifier
= ® 0000 “——————— Sequence Number

Bk 1 Administrative and Product Information
=E®10 Corraspondence
= @ 1.0.1 Cover Letter
= Cover Latter Jan.24, 2017
= ® 12 Adminsiteative Information
= @ 12.1 Application Form
= Application Form
= @ 122 FeeForm
) Fee Form
@ 123 Certification and Attestation Forms
® 1.2.6 Authorization for Sharing Information
= @ Company X
= LoA
= @ 3 Quality
= @ 32 Body of Data
= ® 328 Drug Substance [Substance attributz = Syring Needle][Manuvfacturar attributs = Company X] €= CCC
= @ 3282 Manufacture
= @ 3.252.1 Manufacturer(s)
) Facility Information
= @ 3.2.8.2.2 Dascription of Manufacturing Procass and Procass Controls
"% Description and flow dizgram of the manufacturing, sterilization, <——— May also provide separate
packaging and Iabelling processes of syringe needles, including
process controls

= @ 3.28.2.3 Control of Materials

documents per unit operation

Materials used in the syringe needle manufacturing process

= @ 32.38.2.5 Procass Validation and'or Evaluation

Syringe needle_1 Manufacturing process validation study report
Syringe needle_2 Sterilization process validation study report

Syringe needle_3 Packaging and Iabelling process validation study report

Syringe needle_4 Extractables and Leachables study report
= ® 32354 Control of the Drug Substance € Syringe Needle CCC
= @ 32541 Specification
T Specification of syringe neadles
+ @ 32842 Analytical Procadurss
= ® 3236 Container Closure System <€ Syringe Needle CCC

= ® Syrinze Nezdles Packazing and Labelling Information < Node Extension

" Dascription of packazing for starilz syring= neadlas
T Sample 1abel on sterils syringe neadle packages
= ® 3257 Stability € Shelf -life of the CCC
+ @ 3.25.7.1 Stability Summary and Conclusion
2@ 32572 Post-approval Stability Protocol and Stability Commitment
= ® 32573 Stability Data
T Stability Study report on starils syrings neadles
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Figure E-14: Syringe Needle Container Closure Component (CCC) using Drug Product Format

= @ 2123456 «——— Dossier Identifier
= ® 0000 — Sequence Number
A 1 Administrativa and Product Information
= @ 1.0 Corrzspondence
= @ 1.0.1 CoverLatter

) Cover Latter Jan.24, 2017

= @ 12 Adminsitrative Information
= @ 12.1 Application Form
= Application Form
= ® 122FeeForm
7 Fze Form
® 123 Cartification 2nd Attastation Forms
® 1.2.6 Asthorization for Sharing Information
= @ Company X
T Loa
= @ 3 Quality
= ® 32 Body of Data
= ® 3P Drue Product

[Dosagaform attributa

set-Name attribute = Syr

ATAT P .. . ‘ <1 %
N/A] [Manufacturer attribute = Company X] cce

= @ 32P1 Dascription and Composition of the Drug Product 4—‘_
T Materials uszd in the syringe nzedles manvfacturing process Syringe Needle
= ® 3273 Manufacture
= @ 32.P.3.1 Manufacturer(s)
" Facility Information
= @ 3.2.P.3.3 Dascription of Manufacturing Process and Process Controls

" Description and flow diagram of the manufacturing, sterilization,

ackaging and Iabelling processes of syringe needle, includin . .
P ging ingp Yring Rl documents per unit operation
process controls

= @ 3.2.P.3.5 Procass Validation and/or Evaluation

May also provide separate

Syringe needle_1 Manufacturing process validation study report
Syringe needle_2 Sterilization process validation study report
Syringe needle_3 Packaging and labelling process validation study report

Syringe needle_4 Extractables and Leachables study report

.2.2.3 Control of the Drug Product € Syringe Needle CCC
2P

T Specification of syringe neadles
* @ 32252 Analytical Proceduras
= ® 3P 7 Container Closurs Systam <€ Syringe Needle CCC
= ® Syrings Neadle Packazing and Labslling Information <€ Node Extension

"% Dascription of packaging for sterils syringe neadles

) Sample label on sterile syrinze needle packazes
E ® 3228 Stability €
+ @ 3.2P.8.1 Stability Summary and Conclusion

Shelf-life of the CCC

% @ 32782 Post-approval Stability Protocol and Stability Commitment
= ® 322383 Stability Data

—  Stability Study report on sterile syrings neadles
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Figure E-15: Syringe Container Closure System (CCS) using Drug Product Format

P 123456 #————— Dossier Identifier
= % 0000 «——————— Sequence Number
= ® 1 Administrative and Product Information
= % 1.0Corespondence
= % 1.0.1Cover Letter
= CoverLetter Jan.24, 2017
= ® 12 Adminsitrative Information
= ¥ 1.2.14pplication Form
= Application Form
= ® 12.2FeeForm
< FeeForm
% 1.2.3 Cenification and Attestation Forms
% 1.2.6 Authorization for Sharing Information
= % Company X
= LOA

F

= @ 3Quality
= ¥ 3.2BodyofData

® 32p Drug Product [Product-Mame attribute = Syringe] [Dosageform attribute = NIA]
[Manufacturer attribute = Company X] < cec
= ® 3.2P.1Description and Composition of the Drug Product €———— CCS
— Description of all CCCs of the CCS including the flange extender and needle shield
= Drawing of the CCS with dimensions and showing how the CCCs fit together

Materials used for adhering the staked-in-place syringe needle into the glass syringe barrel

= ® 32P.3Manufacture Include this section if the information on the manufacturer of the CCS is not
= ® 3.2P.3.1Manufacturers) €«  the same as the manufacturer for the CCCs and if the information has not
= Facility Information been provided in another 3.2.P section within the same MF
= @ 3.2.P.3.3 Description of Manufacturing Process and Process Controls <—
** Description of the manufacturing process used for adhering Include this section if assembly of the
the staked-in-place syringe needle into the glass syringe CCCs of the CCS are required
barrel, including the controls
= @ 3.2P.3.5Process VYalidation andlor Evaluation<€ Include this section if any process
) CCSExtractables and Leachables study report validation studies are performed by the
= Container Closure Integrity study report CCS manufacturer
= Device design functionality and performance validation study report
= Device risk management assessment and plan

Device safety and biocompativbility validation study report
= ® 32 P.5Control of the Drug Product  €———— CCS (Include this section if additional release specifications

= % 3.2P.5.1Specification(s) apply to the CCS)

= Specifications of the CCS

Y @ 3.2P.5.2analytical Procedures
= ® 32 P.7Container Closure System €———  Include this section for any CCCs which are not provided

= ® Syringe CCS Packaging and Labelling Information elsewhere in the MF and Jor for the CCS if all the CCCs are
packaged together

' Description of packaging for sterile single-use
syringe with Staked-in-place needle

T Sample labels on sterile single-use syringe with
Staked-in-place needle packages

Node Extension

= ® 32P.8Stability <€ Include this section if additional stability studies are
+ @ 3.2.P.8.15tability Summary and Conclusion performed by the CCS manufacturer and a different
# ® 3.2.P.5.2 Post-approval Stability Protocol and Stability Commitment shelf-life is assigned on any CCCs which are not
= ® 3.2P.8.3Stability Data provided elsewhere in the MF and/or on the CCS, if
= Stability Study report on sterile syringe with Staked- applicable

in-place needle

Preparation of Regulatory Activities in the Electronic Common Technical Document (eCTD) Format 79




TYPE lll = EXCIPIENT MASTER FILES

The followingthree illustrative examples show how the eCTD folder structure can be used to present the
information on asingle ingredient excipient, amulti-ingredient excipient and an excipient Family. A Type
Il MF should be appropriately compiled based on the content and it may be necessary toinclude
additional subsections and/or Modules (e.g., toxicological information in Module 4) which have not
beenshowninthe examples. An MF can contain one or more of the sections shown inthe examp les, as
applicable.

EXAMPLE 1: Using a separate 3.2.S OR 3.2.P section (choose one format option only) for each single
ingredient excipient oreach excipient Family:

The relevant3.2.S OR 3.2.P subsections should be used for the information on each single ingredient
excipientorexcipient family.

Figure E-16: Single Ingredient Excipient(s) and/or Excipient Family (Families) using 3.2.S Drug Substance

Format
= @ e123456 « Dossier Identifier
= ¥ 0000 < Sequence Number

= | Administrative and Product Information
= ® 10 Correspondence
= @ 1.0.1 Cover Letter
) Cover Letter Jan24, 2017
= @ 12 Adminsitrative Information
= ® 121 Application Form
ps Application Form
= @ 122FeeForm
= FeeForm
® 123 Certification and Attestation Forms
= @ 1.6 Authorization for Sharing Information
= @ Company ABC

=~ LOA
3 For a single ingredient excipient [Substance attribute = Name
® 32 Body of Data of the single ingredient] [Manufacturer attribute = Company
* 3.2.5 Drug Substance €————————— AB(C], OR
For an excipient family [Substance attribute = Name of the
Excipient Familly] [Manufacturer attribute = Company ABC]

o
g
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Figure E-17: Single Ingredient Excipient(s) and/or Excipient Family (Families) using 3.2.P Drug Product
Format

= € 123456 «—————— Dossier ldentifier
= 9 0000 «————— Sequence Number
" 1 Administrative and Product Information
= ® 190 Correspondence
= @ 1.0.1 Cover Letter
= Cover Letter Jan 24, 2017
= @ 12 Adminsitrative Information
= @ 12.1 Application Form
= Application Form
= @ 122 FeeForm
. Fee Form
® 123 Certification and Attestation Forms
= ® 1.6 Authorization for Sharing Information

= P ompany ABC
T oA
= @ 3 Quality For a Single Ingredient Excipient [Product-Name attribute = Name of
= @ 3)Body of Data the single ingredient ] [Dosageform attribute = N/A] [Manufacturer
¥ @ 32PDrug Product <€ attribute = Company ABC] OR

For an Excipient Family [Product-Name attribute = Name of the
excipient family ] [Dosageform attribute = N/A] [Manufacturer attribute
=Company ABC]

EXAMPLE 2: Using one 3.2.P section containing separate 3.2.P.4subsections foreach single ingredient
excipient oreach excipient family. Irrelevant attributes at the 3.2.P level can be excluded in this case.
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Figure E-18: Single Ingredient Excipient(s) and/or Excipient Family (Families) using 3.2.P.4 Control of
Excipients Format

= @ el123456 «————— Dossier Identifier
= % 0000 «—— Sequence Number
= @ 1 Administrative and Product Information
= ® 1.0Correspondence
= 9 1.0.1 Cover Letter
) Cover Letter Jan.24, 2017
= ¥ 1.2 Adminsitrative Information
= @ 1.2.1Application Form
2 Application Form
= ® 1.22FeeForm
= FeeForm
H @ 1.2.3 Certification and Attestation Forms
= ® 1.2.6 Authorization for Sharing Information
= ® CompanyABC

= LOA
2593 Quality
5 @ 3 Body of Data Multiple Single Ingredient Excipients and/or Excipient
5 ®30p Drug Product e Families [Manufacturer atrtibute = Company ABC]

= ® 3.2..4 Control of Excipients [Name of excipient X ]

+ @ 3.2.P.4.1Specifications

+ @ 3.2.P.4.2 Analytical Procedures

+ @ 3.2.P.4.3Validation of Analytical Procedures

¥ @ 3.2.P.4.4 ustification of Specifications

H @ 3.2.P.4.5Excipients of Human or Animal Origin

® 3.2.p.4 Control of Excipients [Name of excipient Y]

H @ 3.2.P.4.1Specifications

¥ @ 3.2.P.4.2 Analytical Procedures

+ @ 3.2.P.4.3 Validation of Analytical Procedures

B @ 3.2.P.4.4 Justification of Specifications

+ @ 3.2.P.4.5 Excipients of Human or Animal Origin

® 3.2.7.4 Control of Excipients [Name of excipient family Z|

H @ 3.2.P.4.1Specifications

¥ @ 3.2.P.4.2 Analytical Procedures

¥ @ 3.2.P.4.3Validation of Analytical Procedures

¥ @ 3.2.P.4.4 Justification of Specifications

+ @ 3.2.P.4.5 Excipients of Human or Animal Origin

®35ps Stability <& Multiple Single Ingredient Excipients and/or
Excipient Families

= @ 3.2.P.8.1 Stability Summary and Conclusion
E: Summary table with the established shelf-life and storage
condition for each exicpient containing one ingredient and
for each excipient family

EXAMPLE 3: Using a separate 3.2.P section foreach multi-ingredient excipientincluding separate 3.2.P.4
subsections for each ingredient contained within that excipient:
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Figure E-19: Multi-ingredient Excipients using Drug Product Format

= & e123456 «—————— Dossier Identifier
= ¥ 0000 «— Sequence Number
= ¥ 1 Administrative and Product Information
= ® 1.0 Correspondence
= 4 1.0.1 Cover Letter
T Cover Letter Jan.24, 2017
= @ 1.2 Adminsitrative Information

= Application Form
1.2.2 Fee Form
" Fee Form

1.2.3 Certification and Attestation Forms
1.2.6 Authoerization for Sharing Infermation
® Company X

= LOA

®
@
= @
= € 3 Quality
= 932 Body of Data
= ®32p Drug Product [Preduct
[Dosageferm attribute = Powder] [Manufacturer atrtibute = Company X]
= @ 3.2.P.1 Description and Composition of the Drug Product «——— Multi-ingredient Excipient
= Composition of the multi-ingredient excipient
including a description of each ingredient
= 9 3.2.P.3Manufacturer < Multi-ingredient Excipient
& @ 3.2.P.3.1 Manufacturer(s)
=] @ 3.2.P.3.3 Description of Manufacturing Process and Process Controls
" Description and flow diagram of the manufacturing process for the multi-ingredient excipient
= @ 3.2.P.4 Control of Excipients [Name of Ingredient A]
= # 3.2.P.4.1 Specifications
™ Specifications for Ingredient A
= Sample Certificate of Analysis for Ingredient A
® 3.2P.42 Analytical Procedures
& 3.2.P.45 Excipients of Human or Animal Origin
3.2.P.4 Control of Excipients [Name of Ingredient B]
® 3
P

Name attribute = Name of the multi-ingredient excipient]

+

&+

¥

.2.P.4.1 Specification(s)
3.2.P.4.2 Analytical Procedures
@ 3.2.P.4.5 Excipients of Human or Animal Origin
3.2.P5 Control of the Drug Product  — Multi-ingredient Excipient
® 3251 Specification(s)
® 3.2.p.5.2 Analytical Procedures
* @ 32Pp56ustification of Specification(s)

+

+

¢¢.

& 3.2.P.6 Reference Standards or Material Multi-ingredient Excipient
* @ 3.2.P.7 Container Closure System Multi-ingredient Excipient
* @ 3.2P8stability Multi-ingredient Excipient

For the subsequentexcipient, arepeating 3.2.P section can be used, forexample: 3.2.P Drug Product
[Product-Name attribute=Name of the multi-ingredient excipient][Dosageform attribute=
Solution][Manufacturer attribute=Company X]. Referto the preceding 3.2.P section (Figure E-19) used
to provide information forthe excipientin powder dosage form, exceptinthis case, informationis
relevanttothe excipientin solution dosage form.
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TYPE IV — DRUG PRODUCT MASTER FILES

1. Alldocumentsinthisfolderwill be considered Restricted Part (RP) of the MF.
2. Two separate documents should be submittedin the folder “2.3 Quality Overall Summary”, a
“QOS (RP)”anda “QOS (AP)” files.

Figure E-20: MF Type IV - Drug Product

= @ 2123436
= @ 0000 [MF New]
@ 1 Administrative and Product Information
- @10 Corraspondanca
= @ 1.0.1 CoverLetter
) Cover Letter Jan.24, 2017
= ® 1.2 Adminsitrative Information
= @ 1.2.1 Application Form
T Application Form
= @ 1.2.2FeeForm
=) FeeForm

* @ 1.2.3 Certification 2nd Attestation Forms

* @ 12.6 Avthorization for Sharing Information
- @ 2 Common Tachnical Document Summaries
= @ 2.3 Quality Ovarall Summary
= AP -QOS
) Ap-QOs
= RP-QOS
2] Rp-QO8
~ @3 Quality
= @ 32 Body of Data
= @ 32p Drug Product [AP name of DP][Dosagz Form][Manufacturer]
= ®32p1 Dascription and Composition of Drug Product
* @ 32P2 Pharmacastical Devzlopment
* @ 3223 Manvfactues
* @ 3224 Control of Excipients [nams of Excipient]
* @ 3225 Control of Drug Product

* @ 32D 6 Reference Standards or Materials

* @ 32D 7 Container Closure System

P 32P 8 Stability

= @ 32p Drug Product [RP name of DP][Dosage Form][Manufacturar]
* @ 32 P 1 Description 2nd Composition of Druz Product

* @ 322 Pharmacautical Davalopment

P 3223 Manvfacturs

* @ 3224 Control of Excipients [name of Excipient]

* @ 3275 Control of Druz Produet

E @324 Appendicas
* @ 32 4.1 Facilitizs 20d Equipment
= @ 3242 Adventious Arzants Safety Evalvation
* @ 32 43 Excipients

= ® 3.2 R Rezional Information

* @ 32 R.1 Production Documentation

+

+
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Table E-2: Distribution of MF Information between the Applicantand Restricted Parts for Type IV - Drug
Products Master Files

Ml olertames ey | e
Module 1: Administrative and Product Information
1.0 Correspondence
1.0.1 CoverLetter - \'}
10.2 Life Cycle Management Table (Only required for i v
eCTD)
1.0.3 Copy of Health Canadalssued Correspondence - \'}
1.0.4 Health Canada Solicited Information - \'}
1.0.7 General Note to Reviewer = Vv
1.1 Table of Contents (Only required fornon-eCTD))
1.2 Administrative Information
1.2.1 Application Forms - Vv
122 Fee Forms i
MF Application/Amendment Fee Form
1.2.3 Certification and Attestation Forms - \'}
1.2.5 Compliance and Site Information
1.2.5.2 Establishment Licensing - \'}
1.2.5.5 Good Manufacturing Practices - Vv
1.2.6 Authorization forSharing Information - \'}
1.2.7 International Information - v
1.3 Product Information
1.3.6 Certified Product Information Document - | \'}
Module 2: Common Technical Document Summary
2.3 | Quality Overall Summary (QOS)* \') | v
Module 3: Quality
31 Table of Contents of Module 3 (Notrequired for v v
eCTD)
3.2 Body of Data
3.2.P Drug Product
3.2.P.1 Description and Composition of the Drug Product ' V3
3.2.P.2 Pharmaceutical Development V4 V3
3.2.P.2.1 | Componentsofthe DrugProduct* A v
3.2.P.2.2 | Drug Product* - Vv
3.2.P.2.3 | Manufacturing Process Development* - \'}
3.2.P.2.4 | ContainerClosure System* - Vv
3.2.P.2.5 | Microbiological Attributes* - \'}
3.2.P.2.6 | Compatibility* - \'}
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Module/FolderNames ey | Dear.
3.2.P.3 Manufacture

3.2.P.3.1 | Manufacturer(s) ' \'}
3.2.P.3.2 | Batch Formula v \'}
32p.33 gce):rs](;:ioplazion of Manufacturing Process and Process V2 v?
3.2.P.3.4 | Controls of Critical Stepsand Intermediates V4 Vo
3.2.P.3.5 | ProcessValidation and /orEvaluation - Vv
3.2.P.4 Control of Excipients vt Ve
3.2.P.4.1 | Specifications - \'}
3.2.P.4.2 | Analytical Procedures - \'}
3.2.P.4.3 | Validation of Analytical Procedures - \'}
3.2.P.4.4 | Justification of Specifications - \'}
3.2.P.4.5 | Excipients of HumanorAnimal Origin - \'}
3.2.P.4.6 | Novel Excipients - \'}
3.2.P.5 Control of Drug Product

3.2.P.5.1 | Specifications ' -
3.2.P.5.2 | Analytical Procedures ' -
3.2.P.5.3 | Validation of Analytical Procedures v -
3.2.P.5.4 | Batch Analyses v -
3.2.P.5.5 | Characterisation of Impurities ' v’
3.2.P.5.6 | Justification of Specifications ' V2
3.2.P.6 Reference Standards or Materials v -
3.2.P.7 Container Closer System v -
3.2.P.8 Stability

3.2.P.8.1 | Stability Summaryand Conclusions ' -
32pP82 Eg:ﬁ?ti:z\r/,atl Stability Protocol and Stability v i
3.2.P.8.3 | Stability Data \') -
3.2.A Appendices

3.2A1 Facilities and Equipment - \'}
3.2.A.2 Adventitious Agents Safety Evaluation - \'}
3.2A3 Excipients - '}
3.2.R Regional Information

3.2.R1 Production Documentation - Vv

(v’ = Accepted/ ‘-’ = Not Applicable)
1.

A separate QOSfor each part (AP / RP) or a single QOS to coverboth parts can be provided, deleting
all sections of the QOS notrelevantto the MF. In cases when a single QOSis provided, the

confidential businessinformation/trade secret sections should be clearly identified.
A flow chart (including all manufacturing steps, excipients and processing agents) and a short

description can be sufficient, if additional detailed informationis presentedin the
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Detailed information.

Insofaras the informationisalso relevant forthe applicant.

Complete qualitative compositionis provided to the applicant.

Insofar as thisinformationis notrelevant forthe applicant.

Insofar as the informationis related to the detailed description of the manufacturing process and
the MF Ownersufficiently justifies that there is no need to control these impuritiesinthe final drug
product.

8. Insofaras the informationisrelatedtothe detailed description of the manufacturing process,
control of materials and process validation.

Nowvkcw
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Appendix F: Undefined Regulatory Activity (UDRA)

The UDRA regulatory activity type should be used when there is no relevant regulatory activity defined
inthe Management of Drug Submission and Applications that can be used. A list of regulatory
transactions that can be used forthe UDRA activity typeis providedinthe Transaction Description
documentavailableon the Filing Submissions Electronically information page. Any other use of this

regulatory activity type should be discussed with Health Canada priortofiling.

Table F-1: Regulatory transaction descriptions for UDRAs

Regulatory Transaction Description

When to use the description

Response to Advisement Letterto update
the Product Monograph

Rationale to notincorporate changes requested via advisement
letter (mandatoryin eCTD format)

Notification of Discontinued Sale

Whenintendingtocancel a DIN (recommendedin eCTD format)

Notification on Drug Shortage

When notifying Health Canadaabout adrug shortage, including
arequestforSpecial Lot Release related to the drug shortage

Advance notification of safety or efficacy
issue raised by company or otherregulator

Immediate notification of updatesto labellingand/orrisk
communications made in, or requested by otherjurisdictions.
(mandatoryineCTDformat)

Qualityissue raised by company and/or
otherregulator

Quality relatedissues

GMP compliance issue raised by other
regulators

Issues/concerns with mediafill failures, sterility, violation of
GMPs, out of specifications results (e.g. failure of appearance
testdue to visible particles), potency assay, stability, etc. which
are notsubject submission filing.

Safety Information related to published
literature

Information for published literature

Reclassification request under BGTD Lot
Release Program

When submitting outside of aregulatory activity

Annual updates on NOC/c commitments

When submitting just a cower letter to provide information to
Health Canada, i.e., annual updates on NOC/c commitments,

e Information related to ongoing confirmatory trials (i.e.
updates, status, progress reports, delays, etc.)

e Annual progress report for ongoing trials

e Something requested in a Letter of Undertaking (LOU) that
does not result from confirmatory trials, and does not impact
the Product Monograph (PM)
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