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Health Canada Management of Drug Submissions
Guidance for Industry

FOREWORD

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

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

Asacorallary to the above, it is equaly important to note that Health Canada reserves the right to
request information or materid, or define conditions not specificaly described in this guidance, in order
to alow the Department to adequately assess the safety, efficacy or quaity of athergpeutic product.
Hedth Canadais committed to ensuring that such requests are justifiable and that decisons are clearly
documented.

This document should be read in conjunction with the accompanying notice and the relevant sections of
other applicable guidances.

Revised Date: 2005/11/30; Effective Date: 2005/11/30 i
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1 PURPOSE

This guidance is intended to provide clarification to sponsors of the way in which the Therapeutic
Products Directorate (TPD) and Biologics and Genetic Therapies Directorate (BGTD) manage
information and materia submitted by sponsors in accordance with the Food and Drugs Act and
Regulations. The guidance to follow supercedes the policy, Management of Drug Submissions,
effective May 9, 2001.

The benefits of the Guidance document for the Management of Drug Submissons include:

. Assisting sponsors with acceptable practices, performance targets and access to information
related to submissions currently under review; and

. Providing aframework for Hedth Canada to manage the flow of drug submissions.
2. BACKGROUND

The Guidance for the Management of Drug Submissions (MDSG) is afluid document that outlines the
way in which the Therapeutic Products Directorate (TPD) and Biologics and Genetic Therapies
Directorate (BGTD) manage information and materid submitted by sponsors in accordance with the
Food and Drugs Act and Regulations.

Industry representatives and Health Canada employees, including review staff and those responsible for
aress of submisson management, rely on the MDSG for guidance and operationa direction in
numerous aress including: the handling of submisson information, procedures related to drug review,
requests for clarification and performance targets for review.

In order to maintain consstency and enhance trangparency, the MDSG is regularly updated to reflect
effective changes in policies related to the drug submission and review process.

It is anticipated that amendments to the current guidance, as well as the introduction of additiona
information and clarification, will reduce the number of requests for clarification received by Hedlth
Canada staff.

Revised Date: 2005/11/30; Effective Date: 2005/11/30 1
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3. SCOPE
This guidance document appliesto al drug submission types* induding:

New Drug Submission (NDS),

Supplement to a New Drug Submission (SNDS),

Supplement to a New Drug Submission - Confirmatory (SNDS-C)
Abbreviated New Drug Submission (ANDS),

Supplement to a Abbreviated New Drug Submisson (SANDS),
Notifiable Change (NC),

Clinica Trid Applications (CTA) and Amendments (CTA-A),

Periodic Safety Update Report - Confirmatory (PSUR-C), and
Applications for Drug Identification Number (DINA) (includes DINBS).

All submitted information and materia will be screened to ensure that it is complete and of suitable
quality to be reviewed. The same management principles will be applied consgtently to al submission
types. Time frames referred to in this guidance are the current Health Canada Target Performance
Standards. Submissions shdl contain dl the information and materid required for purposes of Part C of
the Food and Drug Regulations.

Hedth Canada has published numerous guidelines and policies to assst sponsorsin the preparation and
filing of drug submissons. Sponsors of pharmaceutica or biologica drug submissions should refer
regularly to the Hedth Canada web ste for those guidelines and policies rdating to a particular
submission type of interest. Note: The web Steis subject to continua update and improvement.

Any subsequent solicited or unsolicited information submitted by the sponsor will be screened to ensure
that it is complete for the purpose intended.

The following sections specify the way in which information and materid submitted to Hedlth Canada
will be managed:

1. Filing and Classfication of Information and Materid

2. Submisson Holds

Excludes Blood Establishment Submissions and Applications for Medical Device Licences. For
information on the management of these submission types, refer to Health Canada Guidelines:
“Management of Blood Establishment Submissions” and “Management of Application for
Medical Device Licenses and Investigational Testing Authorization”, respectively.

2 Revised Date: 2005/11/30; Effective Date: 2005/11/30
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3. Screening of Information and Materid
4. Evauation of Submissons
5. Refiled Submissions
6. Accessang Submission Information
7. Drug Evduation Fees
4. DEFINITIONS

ADMINISTRATIVE SUBMISSION: asubmission that does not require scientific review (eg.
change in manufacturer or product name).

BIOLOGIC(AL) DRUG: A drug listed under Schedule D of the Food and Drugs Act.

COMBINATION PRODUCT: Therapeutic product that combines either adrug (biological or
pharmaceutical) component and a device component (which by themsdaves would be classfied asa
drug or adevice), or abiologica pharmaceutica combination, such that the digtinctive nature of the two
components are integrated in asingular product?.

DRUG IDENTIFICATION NUMBER (DIN): an eight (8) digit numerica code assigned to each
drug product approved under the Food and Drugs Act and Regulations (except for Schedule C
drugs).

FILING DATE: refersto the find centrd registry (CR) file date alocated to the submisson onceit is
deemed adminigtratively complete by Hedth Canada (i.e. once dl dements and forms required for
processing are completed and submitted to Hedlth Canada). This date may differ from the date of
origind filing should the submission be consdered adminigtratively incomplete a the time of receipt.

MEDICAL DEVICE: a“device’ within the meaning of the Food and Drugs Act, but does not
include any device intended for use in rdaion to animas.

PRIORITY REVIEW: A review gatus granting digible new drug submissons and supplements to
new drug submissions a shortened review target. This status is granted following review and gpprova of
arequest submitted by the sponsor of the drug.

Does not apply to combinations of drugs and medical devices where the two drug components
and/or drug and device components can be used separately (i.e. products sold together in
procedure packages and trays).

Revised Date: 2005/11/30; Effective Date: 2005/11/30 3
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5. PROCEDURES
5.1  Pre-submission Meetings and Package Requirements

Sponsors may wish to deliver abrief presentation to the appropriate Directorate within Health Canada®
prior to filing a New Drug Submission (NDS), Supplement to a New Drug Submission (SNDS),
Abbreviated New Drug Submission (ANDS), Clinica Tria Application (CTA), combination product
classification request or request for Priority Review or NOC/c Satus.

The purpose of pre-submission meetingsis to discuss the presentation of datain support of the
submisson. In addition, such mestings:

. familiarize Hedth Canada review staff with the forthcoming submission prior to its arrivad, and
provide aforum to discuss the datain the submission to facilitate its review;

. have the potentia to uncover any mgor unresolved problems or issues and manage disputes
early in the submission process,

. identify studies the sponsor is relying on as adequate and well controlled in establishing the
effectiveness of the drug (NDS, SNDS, ANDS);

. provide an opportunity for the sponsor to discuss details of the submission with the Regulator
and obtain feedback regarding any areas of concern based on current experience and
regulatory requirements, as well asthe potentid digibility of the submisson for Priority Review
or NOC/c consideration (NDS, SNDS); and,

. provide Directorates the opportunity to re-align resources, if necessary, to accommodate the
arriva of the submisson.

Best practices will be followed to ensure meetings are well-organized, efficient, productive, and
properly documented.

For further information on pre-meetings related to Priority Review requests or requests for advance
consideration under the NOC/c policy, refer to Health Canada “ Guidance to Industry; Priority
Review of Drug Submissions” and “ Guidance to Industry; Notice of Compliance with Conditions’
respectively.

4 Revised Date: 2005/11/30; Effective Date: 2005/11/30
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5.1.1 Mesting requests

Meeting requests are to be submitted to the appropriate Regulatory Affairs Divison (BGTD) or
Regulatory Project Manager (TPD) in writing or by fax no less than 1 month prior to the
proposed meeting date (see Appendix 1).

Sponsors should address requests to the Bureaw/Centre Director and should include the
fallowing information:

. the purpose of the meeting

. abrief description of the product to be discussed at the mesting

. three proposed dates for the meeting, including whether an afternoon or morning
mesting is being requested.

In order to ensure efficient use of Hedlth Canada resources, requests should include adequate
information to determine the utility of the meeting and to identify appropriate saff necessary to
discuss proposed issues.

M eeting requests should be sent to the appropriate Directorate below?:

Biologics and Genetic Therapies Directorate Therapeutic Products Directorate

Director, (choose one) Director, (choose one)
*  Centre for Biologics Evaluation *  Bureau of Metabolism, Oncology and
*  Centre for the Evaluation of Reproductive Sciences,
Radiopharmaceuticals and Biotherapeutics *  Bureau of Gastroenterology, Infection
and Viral Diseases,
c/o Regulatory Affairs Division *  Bureau of Cardiology, Allergy and
See Appendix 1 for address details Neurological Sciences,

*  Office of Clinical Trials, or
*  Bureau of Pharmaceutical Sciences,

c/o Regulatory Project Manager
See Appendix 1 for address details

The sponsor will be contacted to discuss the content of the pre-submission package (Section
5.1.2), the number of Health Canada staff attending and therefore, the number of copies of the
package required, and the number of industry staff attending the mesting.

For further information, refer to Appendix 1: Review Bureaux/Centre Responsibilities.

Revised Date: 2005/11/30; Effective Date: 2005/11/30 5
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5.1.2 Pre-submission Packages

Sponsors will be requested to submit a pre-submission meeting information package at least 2
weeks in advance of the meeting. Packages should be no longer than 1 binder in length and
contain the following information:

Pre-NDS/'SNDS meetings

acover |etter

an agendafor the mesting

alig of specific issues (grouped by discipline) the sponsor would like to discuss or have
addressed

abrief summary of the drug product for which the meeting is being cdled

proposed strengths and dosages

an overview of the market history of the product including the foreign regulatory status of
the drug

asummary of the development of the product, including any changes in production process,
dosage form, testing methods etc. leading up to a description of the manufacturing process
for the product to be marketed

asummary of the dinical development plan for the drug, including identification of clinicd
trids completed in Canada (if any) and confirmation of which trids are dill ongoing (if any)
identification of the indication(s) for which approvd is sought

brief summaries of the safety and efficacy datareating to the drug (e.g. draft of the product
monograph)

Pre-CTA Mestings

Pre-CTA packages should contain the information listed in “Guidance for Clinicd Trid
Sponsors - Clinica Trid Applications’.

5.2  Filing of Information and Material to Health Canada

A control number will be assgned to the origind information and materid. All information and materia
recaived, except CTAS, CTA-As and responses to clarification requests, will be acknowledged by mail
by the Submission and Information Policy Divison (SIPD). CTAs and CTA-Aswill be acknowledged
by mail by the Regulatory Affairs Divison (BGTD) or the Submisson Management Unit, Senior
Medica Advisor Bureau (TPD).

SIPD will target to have dl information and materid sent to the reviewing Bureau/Centre within 10
calendar days.

Revised Date: 2005/11/30; Effective Date: 2005/11/30
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5.21 NDS, SNDS, SNDS-C, PSUR-C, ANDS, SANDS, NC, DINA, and Related
Documents:

Sponsors are requested to send their information and material to the Submission and
Information Policy Divison (SIPD) at the following address:

Submission and I nformation Policy Division
Therapeutic Products Directorate

Finance Building # 2

Tunney’s Pasture, A.L. #0201A1

Ottawa, ON K1A 1B9

Fax: (613) 941-0825

Responses to Notices (including Screening Deficiency Notices, Notices of Non-Compliance,
Notices of Deficiency) should also be sent to the above address.

5.2.2 Clinical Trial Applications and Amendments:

Sponsors are requested to send information and materia to the appropriate Bureau/Centre:

Biologics and Genetic Therapies Directorate Therapeutic Products Directorate

Director, (choose one) Office of Clinical Trias

*  Centre for Biologics Evaluation Holland Cross, Tower B

*  Centre for the Evaluation of 5th Floor, A.L. 3105A
Radiopharmaceuticals and Biotherapeutics 1600 Scott Street

Ottawa, ON K1A 0K9
c/o Regulatory Affairs Division
See Appendix 1 for address details

For additiond information on Clinica Trid Applications and Amendments, sponsors should
refer to “ Guidance for Clinicad Trid Sponsors- Clinica Trid Applications’.

5.2.3 Combination Submissions

Submissions for combination products, as defined in Section 4.0, will be handled in accordance
with the rlevant Health Canada Policy, (e.g. “ Drug/Medical Device Combination
Products’, May 1999 for device-drug combinations) and be subject to either the Medical
Devices Regulations or the Food and Drug Regul ations according to the principa
mechanism of action by which the claimed effect or purpose is achieved. Both principad and
ancillary components must meet acceptable standards of safety, efficacy and quality.

Revised Date: 2005/11/30; Effective Date: 2005/11/30 7
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A) Classification of Combination Products

Sponsors are encouraged to deliver abrief presentation to Health Canada for the purposes of
cassfying products, in particular those incorporating a new active substance or new technology
(see Section 5.1).

Sponsors of a submisson for a combination product not previoudy classified may present a
written request for a classification decison to the relevant review Directorate in advance of the
submisson filing. Where possible, adecison will be rendered within 14 calendar days of
receiving the request.

Requests for product classifications and/or related pre-submission meetings for drug-device or
drug-drug combinations should be sent in duplicate by fax or mail to ether of the two relevant
directorates at the addresses provided below.

Therapeutic Products Directorate Therapeutic Products Director ate
Licensing Services Division Director, (choose one)

Medica Devices Bureau *  Bureau of Metabolism, Oncology and
Room 1605 Reproductive Sciences,

Main Statistics Canada Building # 3 *  Bureau of Gastroenterology, Infection
Tunney’s Pasture, A.L. 0301H1 and Vira Diseases,

Ottawa, ON K1A OL2 *  Bureau of Cardiology, Allergy and
Fax: (613) 957-6345 Neurological Sciences,

*  Bureau of Pharmaceutical Sciences,

c/o Regulatory Project Manager
See Appendix 1 for address details
OR

Biologics and Genetic Therapies Directorate

Director, (choose one)

*  Centre for Biologics Evaluation

*  Centre for the Evaluation of Radiopharmaceuticals and Biotherapeutics

c/o Regulatory Affairs Division
See Appendix 1 for address details

B) Submission Filing

Where thereis no question as to the classfication of the product, sponsors are to submit to the
lead organization duplicate copies of the information to be reviewed. Sponsors are requested
to send their information and materid (for Biologica or Pharmaceutical submissions) to the
Submission and Information Policy Divison (SIPD) at the following address.

8 Revised Date: 2005/11/30; Effective Date: 2005/11/30
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Submission and Information Policy Divison
Therapeutic Products Directorate

Finance Building # 2

Tunney’s Pasture, A.L. #0201A1

Ottawa, ON K1A 1B9

Fax: (613) 941-0825

For combination products classed as medica devices, information and materia should be sent
in duplicate to:

Therapeutic Products Director ate
Licencing Services Divison

Medica Devices Bureau

Room 1605

Main Statistics Canada Building #3
Tunney’s Pasture, A.L. 0301H1
Ottawa, ON K1A 0OL2

Fax: (613) 957-6345

For combination products involving Clinica Trid Applications, refer to Section 5.2.2.

For further information on drug-device combination products, including information to be
included within the classfication request, ponsors should refer to the Hedlth Canada policy on
“ Drug/Medical Device Combination Products’, May 1999.

5.24 Requestsfor Priority Review Status (Biological and Pharmaceutical Products)
Sponsors are requested to send advance requests for Priority Review status, consistent with the
format provided in “Guidance for Industry; Priority Review of Drug Submissons’ to the
appropriate Bureau/Centre, addressed to the Director.

Biologics and Genetic Therapies Directorate Therapeutic Products Directorate

Director, (choose one) Director, (choose one)
*  Centre for Biologics Evaluation *  Bureau of Metabolism, Oncology and
*  Centre for the Evaluation of Reproductive Sciences,
Radiopharmaceuticals and Biotherapeutics *  Bureau of Gastroenterology, Infection
and Vira Diseases,
c/o Regulatory Affairs Division *  Bureau of Cardiology, Allergy and
See Appendix 1 for address details Neurological Sciences,

*  Bureau of Pharmaceutical Sciences,

c/o Regulatory Project Manager
See Appendix 1 for address details

Revised Date: 2005/11/30; Effective Date: 2005/11/30 9
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For further information on Priority Review requests, refer to the Priority Review of Drug
Submissions policy, available on the Heath Canada web site.

For information on Medica Device Licence Management process and the Medica Devices
Priority Review palicy, refer to the following policies on the Hedlth Canadaweb Ste:

» Priority Review of Medica Device Licence Applications Policy, and
*  Management of Application for Medica Device Licences and Investigationd Testing
authorizetion.

5.2.5 Requestsfor Advance Consideration under the Notice of Compliance with
Conditions (NOC/c) policy

Sponsors seeking advance consideration of a submission under the NOC/c policy must request
a pre-submission meeting with Hedlth Canada review staff (Section 5.1) and receive prior
gpprova, congstent with procedures outlined in the NOC/c policy. In addition, the submission
covering letter must clearly indicate the sponsor’ s wishes for advance congderation under the
NOC/c policy. For further information on digibility and procedura requirements related to the
NOC/c policy, refer to “Guidance for Industry; Notice of Compliance with Conditions’.

5.2.6 Responsesto Clarification Requests

Sponsors are requested to send their responses to clarification requests directly to the person
who requested the information. Responses should be received within 15 caendar days of the
origina request. Responsesto clarifaxesfor CTAs and CTA-As should be received within 2
caendar days of the request.

5.2.7 Requestsfor Reconsideration

Following the issuance of one of the following fina decisions, sponsors may file a Request for
Reconsderation:

* Rgection of Priority Review Request under the Priority Review Palicy;

* Regection of Request for Advance Consderation under the Notice of Compliance with
Conditions Policy;

»  Screening Rgection Letter (SRL) (including New Drug Letter);

* Notice of Deficiency - Withdrawa Letter (NOD/W);

* Notice of Non-compliance - Withdrawad Letter (NON/W); or

* Not Satisfactory Notice (NSN).

10
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Sponsors are requested to send the Letter of Intent (two copies) and the forma Request for
Reconsideratior® (two copies) to the Submission and Information Policy Divison (SIPD) at the
following address.

Submission and Information Policy Divison
Therapeutic Products Directorate

Finance Building #2

Tunney’s Pasture, A.L. #0201A1

Ottawa, ON K1A 1B9

Fax: (613) 941-0825

For further information, refer to the Guidance: Reconsideration of Final Decisions Issued
for Human Drug Submissions.

53 Submisson Holds

At various stages of the Therapeutic Evaluation Process (includes processing and screening) of origina
information and materia submitted to Hedth Canada, it may be necessary to place adminigrative holds
on asubmission. Examples of such holdsinclude SIPD/CR holds, patent holds, cost-recovery holds,
switch holds and regulatory holds.

53.1 SIPD/CRHolds

Hedth Canada defines a CR date as the date when a submission is considered adminigratively
complete (Section 4), such that the Submission and Information Policy Divison (SIPD) or
relevant Submissions Management Unit (e.g. in the case of CTAS), can process the submission.
In the event that additiona information is requested (e.g. forms), the CR date will be the date
the requested information is recelved by Hedlth Canada and the submission is considered
adminigratively complete. While awaiting the additiona information from sponsors, the
submission may be placed on “SIPD” or “CR Hold".

5.3.2 Patent Hold

For submissions subject to the provisions of the Patented Medicines (Notice of Compliance)
Regulations, Hedlth Canada will ensure that al rdevant patents have been satisfactorily
addressed through the filing of aForm V - Declaration Re: Patent List. Such submissions will
not be transmitted to the relevant review Bureaw/Centre until such time as dl the required Form
V documentation has been provided. A CR date will only be assgned when al Form V
requirements are met.

For further information on Requests for Reconsideration refer to the Health Canada Guidance:
Reconsideration of Final Decisions Issued for Human Drug Submissions

Revised Date: 2005/11/30; Effective Date: 2005/11/30 11
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54

When, upon completion of the review of a submission, a NOC would be issuable but for the
provisons of the Patented Medicines (Notice of Compliance) Regulations, the sponsor will
be so natified. The sponsor will aso be natified of the date that the submission would have
been digible to receive aNOC buit for the provisons of the Patented Medicines (Notice of
Compliance) Regulations. In these circumstances, a NOC will not be issued until al matters
under the Patented Medicines (Notice of Compliance) Regulations have been resolved; until
this time, the submission will be placed on “Patent Hold”.

5.3.3 Switch Hold

Upon gpprovd of an application reated to a switch in schedule status from prescription to non-
precription, the submission is placed on “switch hold” pending a regulatory amendment to
remove the product from Schedule F to the Food and Drug Regulations and pending the
implementation date identified in the Regulatory amendment.

5.3.4 Cost-recovery Hold

In accordance with the guidance document on “ Cost-Recovery Submission Evauation Fees’,
submission fees less than $10,000 are payable when the submisson isfiled. In the event that
fees are not provided with the submission, SIPD will request them of the sponsor. Pending
receipt of the fee, the submission may be placed on “Cogt-recovery hold”. If fees are not
received in atimey manner, the submission will be returned at the expense of the sponsor.

5.3.5 Regulatory Hold

A Regulatory hold arises in a Situation where the review of the submisson is complete however
delays arise as aresult of pending related regulatory amendments or satisfaction of regulatory
requirements (e.g. in completing the On-Site Evauation (OSE) related to the review of a
biologic). Insuch an ingtance, the adminigtrative review clock is stopped and the submission is
placed on “Regulatory hold” until such time as the regulatory requirements are satisfied.

Screening of Information and Material

Origind information and materia, and solicited and unsolicited information and materid, will be
screened by Hedlth Canada for acceptability (with the exception of PSUR-Cs).

Hedth Canada expects origind information and materid to contain the requisite information for the type
of submisson and to be submitted in an acceptable format as outlined in the applicable guidding(s).
The relevant drug submission screening form(s) isto be completed by the sponsor where applicable.

12

Revised Date: 2005/11/30; Effective Date: 2005/11/30



Health Canada Management of Drug Submissions
Guidance for Industry

All subsequent solicited and unsolicited information will also be screened to ensure thet it is complete
for the purpose intended. Sponsors should clearly identify in a covering letter the control number of the
relevant submission, the purpose of the correspondence and whether the information and materid is
solicited or unsolicited. All solicited information should be submitted in a question and answer formet
which is cross-referenced to replacement volumes where appropriate.

Hedth Canada will target to have origind, solicited and unsolicited information and materia screened as
follows

. Information related to NDSs, SNDSs, SNDS-Cs, ANDSs, SANDSs, and DINAs within 45
caendar days from receipt in the responsible review Bureau/Centre.

. Priority Review submissions and submissions accepted for advance consideration under the
NOC/c policy within 25 cdendar days from receipt in the responsible review Bureaw/Centre,
and

. Information and materid related to NCswithin 7 caendar days from receipt in the responsible
review Bureaw/Centre.

5.4.1 Acceptable Original Information and Material

If original information and materia isfound to be acceptable on screening, it will be accepted
for review and considered to be asubmisson. All submission types will be consdered
workload from the date of acceptance.

For NDSs, SNDSs, SNDS-Cs, ANDSs, SANDSs and those DINAs with a submission fee
grester than $10,000, the sponsor will be notified of the acceptability by mail.

The date of acceptance for CTAs and CTA-As will be considered the date of receipt in the
gppropriate review Directorate, provided the information and materiad is accepted on screening.
The days alocated to the screening of CTAs and CTA-As are considered part of the days
dlocated for the submission review.

5.4.2 Unacceptable Original Information and Material
If deficiencies are identified during screening of original information and materid® rdating to an

NDS, SNDS, ANDS, SANDS, SNDS-C, DIN or NC, the sponsor will beissued a
Screening Deficiency Notice identifying the deficiencies. The soonsor will be required to submit

For information on deficiencies identified in CTAs and CTA-AS, refer to “ Guidance for Clinical
Trial Sponsors- Clinical Trial Applications’.
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al of the requested information and materia identified in the Screening Deficiency Notice,
within 45 caendar days from the date of request. Asagenera rule’, submissions containing
interim analyses of pivotd trid data or safety studies will be consdered deficient on screening.

If the sponsor fallsto provide dl requested information within 45 calendar days, or the
submitted information isincomplete, deficient or contains unsolicited information, the origina
information and materia will be rgjected and returned to the sponsor at the Sponsor's expense.
A Regection Letter will beissued by Hedlth Canada. If the sponsor wishes to resubmit the
information and materia at afuture time, it will be processed as new information and materid,
and will be assigned anew control number.

After receipt of the information requested in the Screening Deficiency Notice, a new screening
period commences (with a new performance target), and the requested materid and
information will be screened for completeness. The origina information and materid will be
consdered a submisson when dl requested information is found to be acceptable. The
sponsor will be notified of the acceptability as delineated in 5.4.1.

DINAs may be rgjected during screening, without the issuance of a Screening Deficiency
Notice, for several reasons, e.g., if the drug is considered a new drug and an NDS is required,
if aproposed ingredient is a prohibited substance, or if amonograph attestation is found not to
reflect the submisson content.

NCs may be aso be rgected for savera reasons during screening, without the issuance of a
Screening Deficiency Notice, eg. if the change is such that it necessitates the filing of an SNDS.

In either case, should the sponsor wish to resubmit the information at a future time, it will be
processed as new information and materia and will be assgned anew control number.

For clarification of any points of the SDN or Screening Rejection Letter, or the rationde for its
issuance, the sponsor should contact the Regulatory Project Manager for the review division
(TPD), or the Regulatory Project Officer for the submisson (BGTD).

A sponsor may file a Request for Reconsderation of a Screening Rejection Letter (see
Section 5.6 for further information).

In exceptional circumstances (i.e. for products qualifying for advance consideration under the
NOC/c policy), allowances may be granted.

14
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5.5

Evaluation of Submissions

55.1 Solicited Information

A) Update Notices

If it becomes evident that the review of the submission will not commence® prior to the
Hedlth Canada performance target date, an Update Notice will be issued by the Director of
the reviewing Bureau/Centre.

There are no redtrictions on the information that may be added to or removed from the
origind NDS, SNDS, ANDS, or SANDS in the updated submission. New dosage forms,
new routes of adminigtration, new srengths and new indications may be submitted. It isthe
respongbility of the sponsor to integrate the updated information into the origina submission
and to submit arevised comprehensve summary, if applicable. Note that the addition of
any of thisinformation to a DINA would require a separate submission.

If the sponsor intends to update the submission the sponsor must inform the Bureaw/Centre
Director within 30 calendar days from the date of the Update Notice of thisintention. The
sponsor will be given 60 caendar days, from Hedlth Canada' s receipt of their response to
the Update Natice, to submit the updated submission. The scheduling of the review will be
finalized once the response to the Update Notice is screened and accepted for review.

If the sponsor does not respond to the Update Notice, Hedth Canada will assume that the
submisson will not be updated and the submisson will be scheduled for review. If the
sponsor responds within the 30 day period that the submission will not be updated, the
submission will be scheduled for review.

A submission update will not be accepted, and will be returned to the sponsor, if the intent
to update letter or the updated submission is received late with respect to either the 30 day
or the subsequent 60 day time frame.

i.e. if none of the review divisions have commenced the review (clinical, chemistry and
manufacturing)

Revised Date: 2005/11/30; Effective Date: 2005/11/30 15
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B) Requestsfor Clarification During Screening or Review of the Submission - all
submission types

The purpose of a Clarification Request, or Clarifax, isto expand on, add precision to or re-
andyse exiding information or dataiin the submisson. Clarifaxes do not contain
requestsfor new data, such as, new Clinical and/or Pre-Clinical information,
including bioavailability data not previoudy submitted Hedth Canadausesthis
mechaniam of addressng dements requiring clarification in high qudity submissons as
frequently as possible.

During the screening or review of the submission, including the label review, a
Bureau/Centre may seek darification of specific information in the submisson. Requests
will be solicited by facsimile and must be responded to in writing, directly to the requester.
Responses up to 15 pages that do not contain data in tabular format should be faxed
directly to the requester with no hard copy. If the response exceeds 15 pages or includes
dataiin tabular format, hard copy only should be sent by courier directly to the requester.

The sponsor will be advised that the solicited information must be submitted within 15
calendar days (2 caendar daysfor CTAs, CTA-As, and Priority Review requests) from
the date of the request. The review of the submission will not be interrupted if a complete
response is submitted within the given time frame. A responseis consdered completeif al
carifications or questions identified in the clarifax are addressed. Should a sponsor fed that
it is not necessary to develop or file requested information, a sound scientific rationde for
this position must be presented in order for the response to be considered complete.

For clarification of any points of the clarifax, or the rationde for its issuance, the sponsor
should contact the Regulatory Project Manager for the review divison (TPD), or the
Regulatory Project Officer for the submisson (BGTD).

Thereisno limitation on the number of dlarifaxes that may be issued for one submission.
However, no particular issue will be addressed more than once in a Clarification Request.
If arequest for clarification isidentified in a clarifax and the response is not satisfactory, a
Screening Deficiency Notice, NOD, NSN or NON will be issued.

16
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C) Notices of Deficiency (NOD) - NDSs, SNDSs, ANDSs, SANDSs, DINAS

If deficiencies and/or Sgnificant omissions that preclude continuing the review are identified
during the review of a submission, aNOD?® will beissued. For submissions under the
juridiction of TPD, the NOD will be issued by the unit manager in the gppropriate review
Bureau for DINAs and by the Director Generd for al other submission types. For BGTD
submissons, the NOD will beissued by the Director Generd for al submisson types. The
difference between aNON and NOD isthat the review of the submission is not complete
when aNOD isissued.

A NOD will beissued if, during the review of aDINA, the product isidentified as a New
Drug. If the product has been identified as a New Drug, the submission should berefiled as
an NDS, or ANDS.

Hedth Canada ams not to issue many NODs but rather to rely on the use of clarifaxes and
NONS to address clarifications and deficiencies repectively in high quality submissons.
Emphasiswill continue to be placed on improved screening of submissonsin the
Directorate and the production of guiddines for the preparation of submissons.

All deficiencies identified in those parts of the submission that have been reviewed to date
will be specified. Only one NOD per submisson will beissued. Review of the submisson
will sop on the date of the NOD. The review of the submission in the other review streams
may or may not be complete at the time of the issuance of a NOD.

For clarification of any points of the NOD, or the rationale for its issuance, the sponsor
should contact the Regulatory Project Manager for the review divison (TPD), or the
Regulatory Project Officer for the submisson (BGTD).

* For NDSs, SNDSs, SNDS-Cs, ANDSs and SANDSs the sponsor will be given 90
cdendar days, or such time as the Bureau/Centre Director and sponsor may agree
upon, to submit al of the solicited information.

» For DINAS, the sponsor will be given 45 caendar days, or such time asthe
Bureaw/Centre Director and sponsor may agree upon, to submit al the solicited
informetion.

Pursuant to Division 1 and Division 8 of the Food and Drug Regulations.
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The solicited information isto include a copy of the NOD and isto be submitted in a
guestion and answer format which is cross-referenced to replacement volumes where
appropriate. When the response to aNOD isreceived, anew Screening 1 period (with an
associated performance target) begins. If during the screening process, the responseto a
NOD isfound to contain unsolicited information, isincomplete or deficient, the response to
the NOD will be rgected and the submission will be considered withdrawn without
prejudice to arefiling. A NOD-Withdrawal Letter will be issued by Hedlth Canada.

If the responseto aNOD for an NDS, SNDS, ANDS, SANDS, or DINA isfound
acceptable for review, the sponsor will be natified by mail. All submissonswill be
considered workload from the date of acceptance, and anew Review 1 period (with an
associated performance target) will begin. A submission having received aNOD during an
earlier review may ultimately be issued an NOD-W, NON or NOC by Health Canada, as
an outcome of the review.

A Bureau/Centre may seek clarification of specific information in the NOD as defined in
Section 5.5.1 (B).

If, following the acceptance and review of the information and materid submitted in
response to aNOD, it is determined that the submission remains deficient, a NOD-
Withdrawd Letter may beissued. Such adecision to withdraw is without prgudice to
refiling the submisson.

Hedlth Canadawill consder a sponsor's failure to submit the solicited information within the
assigned time frame as a request to withdraw the submission and a NOD-Withdrawa
Letter will beissued. Such adecison to withdraw iswithout preudice to refiling the
submission.

Refer to Section 5.7 of this guidance for information related to refiling submissions.

A sponsor may file a Request for Recongderation following the issuance of a NOD-
Withdrawal Letter (see Section 5.6 for further information), including awithdrawd of a
submission as aresult of the sponsor's fallure to submit the requested information in the
designated time frame, awithdrawal as aresult of the regjection of the responseto aNOD,
or awithdrawal during the review of the response to aNOD.

18
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D) Notices of Noncompliance (NON) - NDSs, SNDSs, SNDS-C, ANDSs, SAND Ss,
DINAs

After the comprehensive review of a submission is complete, a NON™ will beissued if the
submission is deficient or incomplete in complying with the requirements outlined in the
Food and Drugs Act and Regulations. For submissons under the jurisdiction of TPD,
the NON will be issued by the unit manager in the gppropriate review Bureau for DINAS
and by the Director Generd for dl other submisson types. For BGTD submissions, the
NON will beissued by the Director Generd for dl submission types.

The deficiencies identified in dl parts of the review will be specified. Only one NON per
submission will beissued. Review of the submission will stop on the date of the NON.

For clarification of any points of the NON, or the rationale for its issuance, the sponsor
should contact the Regulatory Project Manager for the review divison (TPD), or the
Regulatory Project Officer for the submisson (BGTD).

» For NDSs, SNDSs, SNDS-C, ANDSs and SANDSs the sponsor will be given 90
caendar days, or such time as the Bureau/Centre Director and sponsor may agree
upon, to submit al of the solicited information.

» For DINAS, the sponsor will be given 45 calendar days, or such time asthe
Bureau/Centre Director and sponsor may agree upon, to submit al the solicited
informetion.

The solicited information isto include a copy of the NON and is to be submitted in a
question and answer format which is cross-referenced to replacement volumes where
gppropriate. Should a sponsor fed that it is not necessary to develop or file requested
information, a sound scientific rationde for this pogtion must be presented in order for the
response to be considered complete.

When the response to aNON is received, a Screening 2 period begins (with an associated
performance target). If during the screening process, the response to aNON is found to
contain unsolicited information, isincomplete or deficient, the response to the NON will be
rgjected and the submission will be considered withdrawn without prgudice to arefiling. A
NON-Withdrawal Letter will be issued by the responsible Hedlth Canada Directorate.

10 Pursuant to Division 1 and Division 8 of the Food and Drug Regulations.
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If the response to aNON for a submission is found to be acceptable for review, the
sponsor will be notified by mail. The submission will be considered workload from the date
of acceptance, and a Review 2 period will begin (with an associated performance target).

A Bureau/Centre may seek clarification of specific information in the response to aNON as
defined in Section 5.5.1 (B).

If, following the acceptance and review of the information and materid submitted in
response to aNON, it is determined that the submission remains deficient, a NON-
Withdrawa Letter may be issued by the Director Genera of the responsible Health Canada
Directorate. Such a decison to withdraw iswithout prejudice to refiling the submission.

Hedth Canadawill consder a sponsor's failure to submit the solicited information within the
assigned time frame, as arequest to withdraw the submission. A Withdrawd Letter will be
issued by Hedlth Canada. Such a decision to withdraw is without pregudice to refiling the
submissions.

Refer to Section 5.7 of this guidance for information related to refiling submissions.

A sponsor may file a Request for Reconsideration following the issuance of a NON-
Withdrawal Letter (see Section 5.6 for further information), including awithdrawd of a
submission as aresult of the sponsor's failure to submit the requested information in the
designated time frame, awithdrawal as aresult of the rgection of the response to a NON,
or the withdrawd of the submission following the review of the response to the NON.

E) Not Satisfactory Notice (NSN) - CTAs, CTA-As, NCs

A Not Satisfactory Notice (NSN) will be issued!! by the Director of the responsible
reviewing Bureau/Centre if deficiencies are identified during the review of aCTA, CTA-A
or NC. The deficiencies will be specified and review of the submission will stop on the dete
of the Not Satisfactory Notice.

For darification of any points of the NSN, or the rationde for itsissuance, the sponsor
should contact the Regulatory Project Manager for the review divison (TPD), or the
Regulatory Project Officer for the submisson (BGTD).

11

Pursuant to Sections C.05.006(1)(b) and C.05.008(1)(b) of the Food and Drug Regulations.
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If the sponsor wishes to submit the appropriate information and materid it will be
considered anew CTA, CTA-A or NC, and will be assigned a new control number.
Default review times of 30 and 90 cdendar days will commence from the time of receipt of
the submission (CTA, CTA-A) and screening acceptance (NC) respectively.

A sponsor may file a Request for Reconsideration following the issuance of aNot
Satisfactory Notice (see Section 5.6 for further information).

F) Notice of Compliance with Conditions Qualifying Notice - NOC/c-QN

A NOC/c-QN will be issued by the Director of the responsible reviewing Bureau/Centre
upon completion of areview!?, should a submission be determined to qualify for further
consderation under the NOC/c policy. The NOC/c - QN will indicate that the submission
qudifiesfor aNOC, under the NOC/c policy, aswell as outline the additiond clinical
evidence to be provided in confirmatory studies, post-market surveillance respongbilities
and any requirements related to advertising, labding, or digtribution. Submission review will
cease upon issuance of the Qualifying Notice.

The sponsor should submit the appropriate information and materia within 30 days of
receipt of the NOC/c-QN. Responses to a NOC/c-QN should reference the submission
control number and be sent to:

Submission and I nformation Policy Division
Therapeutic Products Directorate

Finance Building #3

Tunney’s Pasture, A.L. 0201A1

Ottawa, ON K1A 1B9

Fax: (613) 941-0825

55.2 Unsolicited | nformation

A) Final Data

Where a published Canadian Guiddine specifies that interim data are permissible on filing,
final data presentation and andysis will be accepted if filed within 180 days of receipt of the
origind submission filing.

12

Subsequent to discussions with the sponsor.
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B) Safety Information
» Information to be submitted at any time

Sponsors are encouraged to submit, a any time, negative safety findings or risk
information gleaned from anima studies or clinical experiences that would enhance the
safe use of the product resulting in amendments to the wordingsin the
Contraindications, Warnings, Precautions, and Adverse Reaction sections of the
Product Monograph.

* Information which must be submitted within 180 days of the original submission

Unsolicited find reports of ongoing safety sudies (e.g. rend toxicity, teratogenicity
studies) may be submitted within 180 days of receipt of the original submisson
provided that the existence of these ongoing studies have been clearly identified in the
original submission, and that a rationale demondgtrating how these studies are expected
to modify the wording of the above stated sections of the Product Monograph, has
been provided at the time of filing of the origind submisson.

A revised and appropriately cross-referenced Product Monograph (PM) with the
proposed changes must accompany any submission of unsolicited data. Such
information will not prejudice the review schedule of the submission.

Sponsors should adso clearly identify in a covering letter the control number of the
relevant submission, the purpose of the correspondence, and that the information and
materid isunsolicited.

* Information not accepted for review
Unsolicited find reports of safety sudies that are:

. not identified &t the time of filing;

. not submitted within 180 days of receipt of the origina submission, or

. do not enhance the safe use of the product resulting in an amendment to those
sections of the Product Monograph, identified above,

will not be accepted for review and will be returned to the sponsor. Sponsors should
file such information in response to aNON, or as an SNDS or NC according to
Section 5.2 in accordance with the Changes to Marketed New Drug Products Policy,
where applicable.
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C) Foreign Regulatory Information
Hedth Canada will accept as unsolicited information:
Assessment Reports:

o assessment reports prepared by other regulatory authorities, submitted within 120 days
of receipt of the origind submisson filing; submisson of these reports outsde thistime
frame or filing of summaries will not be acoepted.

Correspondence:

» copies of the actua correspondence between the sponsor and other regulatory
authorities may be submitted at any time; summaries of this information will not be
accepted. Supporting data or appendices should not be submitted but should be
available if requested in aclarifax. Note that new data, such as, new clinica and/or
pre-dinica information, including new bicavailability data not previoudy submitted, will
not be requested in a clarifax.

D) Use of Expert Advisory Committees/ Expert Opinions

Expert reports prepared for or by the sponsor will be accepted only:

* d thetimethat the origind submissionisfiled, or
» following issuance of aNON by Hedth Canada.

E) Changesin the Name of Sponsor or Product During Review

If, during the review of a CTA, NDS, ANDS, or DINA, a sponsor's name is changed or
the sponsor wishes to change a product name, the information may be submitted. The
sponsor is required to submit a letter stating the nature of the change and the name review*®
to the Submission and Information Policy Divison. If the submisson or product isbeing
transferred from one sponsor to another, aletter of authorization from the originating
sponsor should be provided.

13

Refer to the Guidance for Industry; Drug Name Review: Look-alike Sound-alike (LA/SA) Health
Product Names (available on the Health Canada website) for more details.
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For information regarding changing the name of the manufacturer/sponsor and/or product
following the issuance of a DIN and/or NOC, please refer to the Health Canada policy on
“Changes in Manufacturer’s Name and/or Product Name’.

F) Other Information

If the sponsor submits unsolicited information other than information asin 5.5.2 A), B), C),
D) or E) above, the received information will be returned &t the expense of the sponsor. If
the sponsor wishes to resubmit the information at a future time, the information and meateria
will be processed as a new submission and assigned a new control number.

G) Safety Information and Other Information

If the sponsor submits other information in addition to the information as described in 5.5.2
B), C), D) and E), dl received information will be considered unsolicited information asin
5.5.2 B) above, and will be returned to the sponsor. 1t will be the sponsor's responsibility
to separate the safety data, as described in 5.2.2 B), from the other information and return
it to the Directorate.

5.6  Dispute Resolution

In accordance with the HPFB Guiding Principles on Dispute Resolution™, TPD and BGTD will make
every effort to identify, manage, and resolve disputes a the level a which they take place. Dispute
prevention and early resolution will primarily take place through improved communication among
Directorate staff, and between the Directorates and submission sponsors. Appendix 2 outlines specific
activities underway within the Directorates thet are intended to improve the early identification and
resolution of disputes within the drug submission process, without compromising the safety, efficacy, or
qudlity of regulated products.

If mechanismsfor early dispute resolution fail, sponsors may file aforma Request for Reconsderation
of afina decison in accordance with the Guidance: Reconsideration of Final Decisions Issued for
Human Drug Submissions.

Available on the Health Canada website.
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5.7 Refiled Submissions

A refiled submission is a submission that a gponsor files following the cancdlation of asubmisson by a
sponsor or subsequent to the issuance of a Withdrawa Letter by the Therapeutic Products Directorate
and Biologics and Genetic Thergpies Directorate.

Asoutlined in Section 5.5.1(C) and 5.5.1 (D), a Withdrawal Letter may be issued if aresponseto a
NOD or NON is not received in the designated time frame or not received at dl, the response to the
NOD or NON isfound to contain unsolicited information, isincomplete or deficient upon screening, or
if the submission isfound to remain deficient following the acceptance and review of the information
submitted in response to aNOD or NON.

Indl cases, arefiled submisson is consgdered to be a new submission and will be assigned anew
control number and managed in accordance with “Guidance for Industry: Management of Drug
Submissions’. A refiled submission is subject to any new Health Canada policies, procedures or
guiddines that may be in effect at the time of refiling (including those rdated to submisson evauation
fees) and sponsors are required to update their submissions accordingly. The applicable performance
targets and fees for the submission type and submission class apply.

5.7.1 Refiling within 5 yearsfollowing the issuance of a letter of withdrawal related
toa NON

The sponsor should resubmit the information and materid pertaining to dl of the deficiencies
identified in the NON or related Withdrawa Letter.

For al refilings, sponsorswill be requested to provide asummary of the differences between
the origina and refiled submissions addressing the rationae for arevisit by Hedth Canada
evauators. References should be made to the previous control number of the origina
submission.

Sponsors must certify thet the information and materia previoudy submitted remains
unchanged.

Information which would be classified as Level 2 or Leve 3 according to the policy “ Changes
to Marketed New Drug Products’, must also be included with the refiled submission and
incorporated into the appropriate section(s) of the submisson. The sponsor should provide a
summary of the Level 2 and/or Leve 3 changes which have been added, cross-referenced to
supporting dataiin the submisson.
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In order to increase the efficiency of the review process, sponsors must clearly identify both the
new and the origind information that is being resubmitted. Appropriate cross-referencing to the
origind submission where gpplicable should be included.

A complete and adequately cross-referenced Comprehensive Summary will be required for
refiled submissions as gpplicable.

5.7.2 Refiling after 5 yearsfollowing the issuance of a letter of withdrawal related to
aNON

The sponsor is required to resubmit dl information and materia for the submisson. Cross-
referencing is not acceptable in lieu of resubmitting the information. In order to increase the
efficiency of the review process, information and materid which was previoudy submitted in the
origina submisson and remains unchanged should be clearly identified and certified as such by
the sponsor.

5.7.3 Refiling submissions withdrawn related to a NOD

The sponsor is required to resubmit dl information and materia for the submisson. Cross-
referencing is not acceptable in lieu of resubmitting the informetion.

5.7.4 Refiling following a cancellation by the sponsor during the review of the
response to a NON (i.e. during Review 2)

The sponsor need only respond to the NON comments when refiling. The sponsor does not
need to resubmit al information and materia for the submisson. However, if asubmissonis
refiled following a cancdllation by the sponsor at any other point in the review process, the
sponsor is required to resubmit dl information and materid for the submisson. Cross-
referencing is not acoeptable in lieu of resubmitting the information.

6. ACCESSING SUBMISSION INFORMATION

6.1 Reviewer Reports

Sponsors will receive reviewer reports from Health Canada within seven caendar days following the
issuance of aNOD, aNOD/W**, aNON, or aNON/W for al submissions except DINAS. Sponsors

may request reports following receipt of aNOL, NOC, or NSN. For DINAS, sponsors may request
reports following receipt of aNOD, NON, NOD/W, or NON/W. Such requests must be made in

5 Sponsors should note, evaluation of the submission may not be complete at the time of NOD or

NOD/W issuance.
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writing to the Director of the reviewing Bureau/Centre (refer to Section 5.1.1 for contact details).
Hedlth Canada will target to provide requested review reports to the sponsor within 30 calendar days
from receipt of the request.

As per the combination policy Drug/Medical Device Combination Products, May 1999,
combination products that are deemed to be "medical devices', are subject to the device regulatory
framework. There are inherent differences in the regulatory frameworks for these types of therapeutic
products which do not permit the identical processes and procedures. Review reports for combination
products deemed to be devices, will be provided to manufacturers, upon request, following the
completion of the review. For more information on the device licencing process refer to “ Management
of Application for Medica Device Licenses and Investigationd Testing Authorization”, avallable on the
Hedlth Canada web site.

6.2  Drug Submisson Tracking System - Industry Access

Sponsors are able to access information about their own submissions viathe Drug Submisson Tracking
System - Industry Access (DSTS-1A). The application is web-based, with 128-bit encryption, support
for SSLv3 and cookie controls. Accessis granted via user names and passwords. Information available
viathe DSTS-A includes:

. tombstone submission information, i.e. control number, submission type, subtype, class,
subclass, CR file number, reviewing Bureau/Centre, CR date;

. submission gtatus (includes atus and dates);

. drug product information (includes brand name, manufacturer, active ingredient, strength, route
and formy;

. documents issued and received, including dates, and

. review streamsincluding stream, divison, status of the review (i.e. pending, active, completed)
and dates.

For information on obtaining accounts, S00nsors may contact the Submission and Information Policy
Divison a S| PD-Clientl nformation@hc-sc.gc.ca.

6.3  Status Requests

In an effort to streamline administrative processes and expedite drug submission review, Regulatory
Project Managers (RPMs) have been assigned to each review bureau in TPD, and Regulatory Project
Officers (RPOs) to each submisson in BGTD. The RPMSRPOs will serve asthe primary points of
contact between the review bureau and the submission sponsor. Consstent with TPD and BGTD's
Guidances for Industry, “Drug Submission Status Requests’, dated 2005/01/31 and <to be published>
respectively, the above isintended to prevent reviewer’ s time from being eroded by repested cals from
SPONSOrs.

Revised Date: 2005/11/30; Effective Date: 2005/11/30 27



Management of Drug Submissions Health Canada
Guidance for Industry

Information will be provided to sponsors in keeping with the confidentiality of the process and without
pre-empting the final decison of the Department on the disposition of the submission.

Sponsors with questions about the status or progress of their BGTD submission are requested to
contact the relevant Regulatory Affairs Divison. Sponsors with questions about the status or progress
of their TPD submission are requested to contact the Regulatory Project Manager servicing the relevant
review divison, or the Senior Regulatory Project Manager servicing the relevant review bureau.

Biologics and Genetic Therapies Directorate Therapeutic Products Directorate

Director, (choose one) Director, (choose one)
*  Centre for Biologics Evaluation *  Bureau of Metabolism, Oncology and
*  Centre for the Evaluation of Reproductive Sciences,
Radiopharmaceuticals and Biotherapeutics *  Bureau of Gastroenterology, Infection
and Viral Diseases,
c/o Regulatory Affairs Division *  Bureau of Cardiology, Allergy and
See Appendix 1 for address details Neurological Sciences,

*  Office of Clinical Trials, or
*  Bureau of Pharmaceutical Sciences,

c/o Regulatory Project Manager
See Appendix 1 for address details

6.4  Advance Notice Letters

In the ingtance of a backlog Stuation involving the review of either Clinica or Chemistry and
Manufacturing information, Hedth Canada may provide advance notice of comments arising from the
review of submissionsfiled. Thisadvance notice will pertain only to Stuations where the Clinicd or
Chemistry and Manufacturing review component will not be completed prior to the performance target
and where the remaining review component has been findized culminating in arecommendation for the
issuance of aNotice of Non-Compliance (NON). When both streams of the comprehensive review
are complete, aNON will be issued identifying dl deficiencies.

This advance natice is for information purposes only and is not intended to solicit any inquiry or
response & thistime. Any response to the comments in the advance notice will be interpreted as
unsolicited information in accordance with Section 5.4.2 of this guidance and will be returned at the
expense of the submission sponsor. The comments provided in the advance notice may change
following the comprehensive review.
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The decision to provide advance notice of comments does not represent a change in the exigting
policies and practices rdating to the management of drug submissions, but is based on the unique nature
of an exiging backlog situation.

7. DRUG EVALUATION FEES

For information on issues rdated to submission evauation fees, refer to the " Guidance document on
Cost Recovery - Submission Evaluation Fees' revised May 1998.

These adminidrative changes are in accordance with the Food and Drugs Act and Regulations.

Hedth Canada Policy Issues are reviewed regularly. All comments or concerns regarding this guidance
should be directed to:

Submission and I nformation Policy Division
Therapeutic Products Directorate

Finance Building #2

Tunney’s Pasture, A.L. 0201A1

Ottawa, ON K1A 1B9

for review and condderation.
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APPENDIX 1 REVIEW BUREAUX/CENTRE RESPONSIBILITIES
Biologics and Genetic Therapies Directorate (BGTD)

Centre for Biologics Evaluation (CBE): CBE isresponsible for the regulation of biologics, including
but not limited to blood and blood products, vird and bacterid vaccines, cells, tissues, organs and
xenografts. Key functions include the evauation of submissions provided in support of product quality,
safety, and effectiveness, development of laboratory standards and methods, pre-agpprova on-site
evauations in support of submission review and managing the lot-release program for biologics.

Centre for the Evaluation of Radiopharmaceuticals and Biotherapeutics (CERB): CERB is
responsble for the regulation of biologics and radiopharmaceuticas, including but not limited to, gene
therapies and somatic cell thergpies, hormones, monoclona antibodies, enzymes, dlergenic extracts and
cytokines. Key functions include the evauation of submissons provided in support of product qudity,
safety, and effectiveness, development of laboratory standards and methods, pre-approva on-site
evauations in support of submission review and managing the |ot-release program for biologics.

Centre for Policy and Regulatory Affairs (CPRA): The two Regulatory Affairs Divisons (RAD)
within CPRA provide screening, regulatory and project management support for biologic and
radiopharmaceutical submissonsin BGTD. Additiond functionsinclude the regulatory review of
product labelling for biologics and radiopharmaceuticals. The Blood, Tissues, Organs and Vaccines
Regulatory Affairs Divison (BTOV-RAD) works closdly with CBE on whole blood and blood
components submissions as well as blood products and vaccine submissions. The Biotherapeutics and
Qudlity Regulatory Affairs Divison (BQ-RAD) works closdly with CERB on bictherapeutic and
radiopharmaceutica submissions.

For biothergpeutic and radiopharmaceutica submissons:

Regulatory Affairs Division - Biothergpeutics and Qudity
Building #7, A.L. 0701A

Tunney’s Pasture

Ottawa, ON K1A OL2

Fax: (613) 946-9520

For blood products and vaccine submissions:

Regulatory Affairs Divison - Blood, Tissue, Organs and Vaccines
Building #7, A.L. 0701A

Tunney’s Pasture

Ottawa, ON K1A OL2

Fax: (613) 941-1708
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Therapeutic Products Directorate

The Thergpeutic Products Directorate (TPD) is responsible for the regulation of prescription and non-
prescription pharmaceutica (i.e. chemically synthesized) products and medica devices.

Depending upon therapeutic class, prescription/non-prescription status, and the types of sudiesfiled in
support of a pharmaceutical submission, the safety and efficacy (clinica and pre-clinical) component
may be reviewed by one or more of the five review Bureaux in the TPD, whose functions are described
below. The qudity (chemistry and manufacturing) component of al pharmaceuticd submissonsis
reviewed by the Bureau of Pharmaceutical Sciences.

The Regulatory Project Management Division, Office of Business Transformation, will serve asthe key
regulatory contact for submissions, and is responsible for communicating progress internaly and
externdly. The Divison is responsble for creating review plans for each submission and monitoring the
adherence to review targets through itslife cycle. Regulatory Project Managers ensure cons stent
gpplication of policies, guiddines, processes and practices within and between bureauix, and ensure
conggtent gpplication by sponsors of minimum requirements during submisson screening.

Thefollowing isabrief overview of the five pharmaceutica review Bureaux in the TPD.

The Bureau of Metabolism, Oncology and Reproductive Sciences (BMORS) is comprised of the
Reproduction and Urology Division, Divison of Anti-Neoplastic Drugs, and Metabolic and
Musculoskeletd Drugs Divison. Responshilitiesinclude, but are not limited to, the clinical, pre-clinica
and labdlling review of drug submissions indicated for use in/as: hormone replacement, contraceptives,
menopause, erectile dysfunction, oncology (includes hormone based therapies), diabetes, obesity,
osteoporosis and musculoskeleta anti-inflammatories.

Regulatory Project Management Divison, servicing BMORS
Finance Building #2

Tunney’s Pasture, A.L.0202D2

Ottawa, ON K1A 1B9

Fax: (613) 941-1365

The Bureau of Gastroenterology, Infection and Viral Diseases (BGIVD) is comprised of the
Divison of Anti-Infective Drugs, Disinfectants Unit, Gastroenterology Divison, AIDS and Vird
Diseases Division, and the Non-Prescription Drug Evauation Divison. Responghilities include, but are
not limited to, the clinica, pre-clinical and labelling review of drug submissonsindicated for usein/as.
anthdminthics, anti-fungas, antibacterids, antibiotics, serile diluents, antiherpetics, AIDS, influenza,
cytomegalovirus, hepetitis B& C, antidiarrheds, antispasmotics, antiulcers, colitis thergpy, digestive aids,
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ophthalmics for macular degeneration and glaucoma, contrast agents and antidotes/poison treatments.
The Bureau' s responsibilities include the evauation of pre-market gpplications and the management of
al issuesrelated to nonprescription drugs, including DIN applications for products subject to Category
IV Monographs and to Labelling Standards.

Regulatory Project Management Division, servicing BGIVD
Finance Building #2

Tunney’s Pasture, A.L.0202B1

Ottawa, ON K1A 1B9

Fax: (613) 941-1183

The Bureau of Cardiology, Allergy and Neurological Sciences (BCANS) contains the Cardio-Rend
Divison, Allergy and Respiratory Drugs Division, and Centra Nervous System

Divison. Responshilities include, but are not limited to, the clinica, pre-dlinicd, and labdling review of
drug submissions indicated for use in/as. neurology, anaesthesiology, pain management, psychiary,
obesity, substance related disorders, hypertension, vasodilators, myocardia ischemia, stroke, diuretics,
antithrombotics, anticoagulants, antiplatelets, plasma expanders, diays's, immunosuppressants, dlergy,
asthmaand cough and cold.

Regulatory Project Management Division, servicing BCANS
Finance Building #2

Tunney’s Pasture, A.L.0202A1

Ottawa, ON K1A 1B9

Fax: (613) 941-1668

The Bureau of Pharmaceutical Sciences (BPS) is responsble for the chemistry and manufacturing
review aswell asthe evaluation of dinical comparative bioavailability data, including but not limited to
bioequivalence studies for dl submission types of al thergpeutic classes of pharmaceutica products.
Responsibilities also include the assessment of pharmaceutical product information and labelling of
generic product submissions, and DIN gpplications for prescription drug products. The Bureau also
manages and maintains the Drug Magter File System and performs highly specidized research activities
in the area of andytica testing and dissolution.

Regulatory Project Management Divison, servicing BPS
Finance Building #2

Tunney’s Pasture, A.L.0201D

Ottawa, ON K1A 1B9

Fax: (613) 957-3989
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The Office of Clinical Trialsis responsble for managing and evauating information related to clinica
trid applications for drug products used in Phase |, 11, or I11 dlinical trids. Thisincludes but is not
limited to recelving and reviewing Clinica Trid Applications, serious unexpected adverse drug
reactions, and providing guidance to al relevant stakeholders.

Submisson Management Unit, Office of Clinicd Trids
Holland Cross, Tower B

5th Floor, A.L. 3105A

1600 Scott Street

Ottawa, ON K1A 0K9

Fax: (613) 952-9656

The Office of Risk Management has a diverse range of responsibilities which include; providing
scientific and medica advice on cross-cutting medical issues related to pharmaceuticals and
administering the Specid Access Programme for pharmaceuticals, biologics and radiopharmaceuticals.
The Office aso provides coordination on drug safety issues for TPD.
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APPENDIX 2: DISPUTE PREVENTION AND EARLY RESOLUTION

Dispute prevention and early resolution are key to minimizing the impacts of disputes both internaly and
externdly, and to improving relations between Directorates and their stakeholders. In accordance with
the HPFB Guiding Principles on Dispute Resolution (available on the Health Canada web site), TPD
and BGTD will make every effort to identify, manage, and resolve disputes at the level a which they
take place.

Dispute prevention and early resolution will primarily take place through improved communication
among Directorate staff, and between the Directorates and submission sponsors. Mechanisms to
improve communication will include the following:

. Improved communication throughout the submission process via the Regulatory Project
Managers (RPMs, TPD) and Regulatory Project Officers (RPOs, BGTD), o that the sponsor
and the Directorate are fully aware of issues and ongoing activities related to the drug and/or
the submission.

. More frequent and effective use of pre-submission meetings, best practices will be followed to
ensure meetings are well-organized, efficient, productive, and properly documented. Thiswill
alow for grester clarity and discussion of issues earlier in the drug submission process,
therefore preventing disputes from arising at later stages.

. More frequent use of post-Notice meetings and teleconferences to provide clarification on the
decision and discuss how the sponsor can best respond. These will help to prevent disputes
from arising, and dlow for informed discussion of those that cannot be prevented.

Disputes that arise within the drug submission processwill be initiated at the level a which they take
place, and will be addressed as they occur. The RPMsin TPD and the RPOsin BGTD will serve as
the primary points of contact between the review bureauix/centres and the submission sponsor, and will
be responsible for managing disputes that arise within the submission process. Sponsors who disagree
with the way in which their submission is being processed should contact the RPM or RPO assigned to
their submission to discuss the issue under dispute. The RPM or RPO will then raise the issue with the
review bureau/centre, and will make every attempt to resolve the dispute in atimely manner.

The RPM or RPO is aso responsible for ensuring that the dispute and its resolution are appropriately
communicated to the review team and to the sponsor. Details of the dispute and its resolution will be
documented and filed, including who was involved in the review of the dispute, discussions that took
place, decisons that were made, and associated dates. All correspondence will be placed on the file, as
will the record of decisions from any meetings or discussions that take place ether within the
Directorate or with the sponsor (including telephone conversations).
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APPENDI X 3: I ARGE | PERFURIMIANLE S1 ANVARUDS FUR URUG SUBIVITSSIUN REVIEW =
TARGET = 90% of the submissionsin a category to be processed within the time shown.
SUBMISSION PERFORMANCE STANDARDS (in calendar days)
TYPE CLASS SCREENING 1 REVIEW 17 SCREENING 2 REVIEW 2 REVIEW of
Response to Response to NON Response to
NON NOC/c-QN
CTA 1. Phasel - bioequivalence, Phase | - healthy human 7 (target)
CTA-A 2. All other Phase |, Phase |1, Phase 1| 30 (default)
1. Priority - NAS, Clin/C&M, Clin Only 25 180 25 90 30
2. NOCJ/c - NAS, Clin/C&M, Clin Only 25 200 25 90 30
3. NAS 45 300 45 150 30
NDSY or 4. Clin/C&M 45 300 45 150 30
RESPONSE 5. Clin Only 45 300 45 150 30
TO NOD 6. Comp/C&M 45 180 45 150 0
7. C&M/Labelling 45 180 45 150 0
8. Labelling Only 7 60 0 0 0
9. Administrative (X-ref.,product or manufacturer name changes) 45 0 0 0 0
1. Comp/C&M 45 180 45 150 0
R'ESSS&E 2. C&M/Labelling 45 180 45 150 0
TO NOD 3. Labelling Only 7 60 0 0 0
4. Administrative (X-ref., product or manufacturer name changes) 45 0 0 0 0
1. Priority - Clin/C&M, Clin Only 25 180 25 90 30
2. NOCJc - Clin/C&M, Clin Only 25 200 25 90 30
3. Clin/C&M 45 300 45 150 30
4, Comp/C&M 45 180 45 150 0
Rggggl\?éE 5. Clin Only 45 300 45 150 30
TO NOD 6. C&M/Labelling 45 180 45 150 0
7. Rxto OTC - New Indication 45 300 45 150 0
8. Rxto OTC - No New Indication 45 180 45 150 0
9. Labelling only 7 60 0 0 0
10. Administrative (X-ref., product or manufacturer name changes) 45 0 0 0 0
1. Clin/C&M 45 300 45 150 0
2. Clin Only 45 300 45 150 0
3. Comp/C&M 45 180 45 150 0
S x| 4. camiLabelling 45 180 45 150 0
TO NOD 5. Rx to OTC - New Indication 45 300 45 150 0
6. Rx to OTC - No New Indication 45 180 45 150 0
7. Labelling Only 7 60 0 0 0
8. Adminigtrative (X-ref., product or manufacturer name changes) 45 0 0 0 0
1. Labelling Standard 45 0 0 0 0
DINA, DINB, | 2. FORM + Supporting Data 45 210 45 150 0
DIND, DINH 3. FORM 45 180 45 120 0
4. Administrative (X-ref., product or manufacturer name changes) 45 0 0 0 0
DINF 1. Category IV Monograph 45 0 0 0 0
NC 1. Regular 7 90 (default)
2. Administrative 45 0

s Add 10 calendar days for processing by the Submission and Information Policy Division for all submissions except CTAs and CTA-As (Section 5.2).
¥ from date of acceptance of submission OR "Updated" submission.
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APPENDI X 4:

NOTESFOR ATTACHED CHART

1. GLOSSARY OF ABBREVIATIONS:

CTA: Clinical Tria Application NAS. New Active Substance
CTA-A: Clinical Tria Application - Amendment OTC: Over The Counter
NDS: New Drug Submission Rx:  Prescription
SNDS:  Supplemental New Drug Submission Clin:  Clinicd
ANDS: Abbreviated New Drug Submission Comp: Comparative Bio., Clinica, or Pharmacodynamic
SANDS:  Supplemental Abbreviated New Drug Submission C&M: Chemistry & Manufacturing
DIN:  Drug Identification Number BIO: Bioavailability Study
NC: Notifiable Change
DINA: Application for a Drug | dentification Number NOC: Notice Compliance
DINB: Application for aDIN - Biological product NON:  Notice of Non-Compliance
DINH: Application for aDIN - Homeopathic product NOD: Notice of Deficiency
DINF:  Application for aDIN - Category 1V product NOL: No Objection Letter
DIND: Application for aDIN - Disinfectant product NSN: Not Satisfactory Notice

2. NOTESON DEFINITIONS:
CLASS:

NOC/c:
PRIORITY:
SCREENING 1:

REVIEW 1:

SCREENING 2:
REVIEW 2:

REVIEW of Response to NOC/c-QN:

NOC/c-QN:  Notice of Compliance with Conditions - Qualifying Notice

Submission class based on information included in submission.
Submissions which have been accepted for advance consideration under the “Notice of Compliance with Conditions” Policy.
Submissions which have been accepted for priority status according to the “Priority Review of Drug Submissions’ policy.

Period from date of receipt to date of acceptance, rejection, Screening Deficiency Notice or Withdrawal Unacceptable Response to NOD
Screening.

Period from date of acceptance to:
a) for CTAs, CTA-As & NCs- No Objection Letter or Not Satisfactory Notice
b) for all submissions - NOD, NOD-Withdrawal, NON, NOC/c-QN or NOC

Period from date of receipt of response to NON to date of acceptance or Withdrawa Unacceptable Response to NON Screening.
Period from date of acceptance of response to NON to NOC or NON-Withdrawal letter.

Period from date of acceptance of response to NOC/c-QN issued under the “Notice of Compliance with Conditions” Policy.
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