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Foreword

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

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

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

This document should be read in conjunction with the accompanying notice and the relevant sections of
other applicable Guidance documents.
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Executive Summary

The Natural and Non-prescription Health Products Directorate (NNHPD) has updated the Natural Health
Products Management of Applications Policy (NHP MAP).

The NHP MAP is intended to achieve better outcomes for the health and safety of Canadians by ensuring
that authorized NHPs meet regulatory requirements, provide greater predictability in the processing of
applications, outline timelines for the review of applications and issuance of a decision, and align the
policy with current practices, tools and systems.

NNHPD last updated the NHP MAP in 2019. Since that time, there have been changes to how NNHPD
manages applications for NHPs. This updated version has been revised to account for administrative
changes and process improvements, while accounting for the current state of application management, to
make processes more efficient.

1. Purpose

The NHP MAP outlines the process applied by NNHPD to manage Product Licence Applications (PLA) for
NHPs submitted in accordance with the Natural Health Products Regulations (NHPR). The policy also
outlines the responsibilities and expectations of NHP applicants throughout the application process.

2.Scope

This policy applies to all classes of NHP applications (Class I, Il and Ill), including changes made following
the licensing of a productlicence (amendments and notifications) and to all application types (traditional
general (non-traditional), homeopathic (non-compendial)). It is intended to aid the applicantin
navigating the application process and should be used in conjunction with associated guidance
documents linked throughout this document.

This policy does not apply to site licence or clinical trial applications for NHPs. It also does not apply to
applications for other health products including, drugs, medical devices, biologic and genetic therapies,
veterinary drugs and foods.

In order to manufacture, label, package and/or import an NHP, a site licence for that activity is required.
For information regarding the NHP site licensing process, contact the NHP Site Homologation, Issuance,

Evaluation and Licensing Decision Unit: hpcd.nhp.sl-dcps.psn.le@hc-sc.gec.ca

3. Class of Applications

NNHPD groups NHP product licence applications by class and product type (i.e., traditional general (non-
traditional), homeopathic (non-compendial). Refer to the glossary for a definition of each product type.

There are three classes of applications, which are differentiated by their use of NNHPD monographs. An
NNHPD monograph is a written description of particular elements on an identified ingredient or
combination of ingredients. NNHPD has developed and published a Compendium of Monographs that
allows applicants to support the safety, efficacy, and quality (for some monographs) of an NHP as part of
their PLA.

Natural Health Products Management of Applications PoIicyI ()
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3.1 Class |

Class I applications must comply with all of the parameters of an individual NNHPD monograph (i.e., the
application must be an exact match to the monograph). Applicants can reference only one NNHPD
monograph per Class | application. Modifications to any of the parameters of a monograph are not
permitted and the use of “statements to the effect of” are not accepted as part of a Class | application.

3.2 Class Il

Class Il applications can include general or traditional products, as follows:

e Applications for products supported entirely by a combination of two or more NNHPD

monographs without any deviation, with some exceptions;
o Combinations of the substances listed in different monographs are permitted, provided
that:
= There is no increased risk (e.g., additive risk, over-medication, altered
bioavailability or pharmacological activity) that cannot be mitigated;
= There is no decrease in efficacy (e.g., contradictory effects); and
= There are no incompatible recommended conditions of use (e.g.,
contradictory claims, durations of use, risk information).

e Applications supported entirely by an individual or by an acceptable combination of NNHPD
monographs with a deviation to one or more monograph statement(s) which maintains the
intent of the monograph(s) statement(s) (e.g. “statements to the effect of”);

e Applications supported entirely by a combination of NNHPD monographs with the addition of
edible parts of plants that are consumed by humans as food (e.g. fruits and vegetables
prepared in a manner that is fit for human consumption) listed in the Canadian Nutrient File,
excluding source materials listed as "refuse" (i.e., the inedible material contained in some
foods), with a daily dose of up to 10 g (average daily serving - but an ingredient should be
present in quantity that can be eaten as per Canadian Nutrient File Database) of crude material
or quantity crude equivalent for non-standardized extracts.

e Applications for a homeopathic product with a non-specific claim(s. Homeopathic applications
with specific claims are not accepted as a Class Il application.

Refer to Monograph Combination Guide (link pending).

3.3 Class Il

Class Ill applications can include general, traditional, or homeopathic products. They are not captured
under either Class | or II, and require a full assessment of the product’s safety, efficacy, and/or quality.
They include, but are not limited to, the following scenarios:

e Applications for products with a novel ingredient, preparation, claim, and/or dosage
delivery system;

e Applications supported partially by an individual or a combination of monograph(s) with
deviation(s) to one or more monograph parameter(s). For example: for a product
formulated in a dosage form designed to alter the bioavailability of the medicinal
ingredient(s) (MI) [e.g., liposome(s) or phytosome(s)], as well as for a product to be
associated with claim(s) and/or to be administered via a route of administration that
is/are different, not consistent, and/or not maintaining the intent of the monograph(s);
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e Applications referencing a Master File to support safety and/or efficacy or evidence in a
previously submitted application (see section 4.5 for information on Master Files).

e Applications for products supported entirely by a combination of NNHPD monographs with
ingredient combination issues (including those covered by a monograph) that may require the
assessment of the product’s safety and/or efficacy. These combinations include, but are not
limited to, the following lower certainty combinations and combination risk factors:

e some combinations of stimulant laxatives with diuretics
e weight management ingredients/claims in combination with diuretics
e combination hormonal effect products

e Applications partially referencing monograph information but going beyond the parameters
established in the relevant monograph(s). For example, a dosage form or route of administration
not indicated on the monograph(s) that requires further assessment.

e Applications for products containing ingredients not supported by any NNHPD monograph

e Applications for homeopathic products with specific claims. Refer to the Evidence for
Homeopathic Medicines Guidance.

Refer to Monograph Combination Guide (link pending).

4. Pre-submission Information (before submitting an
application)

The following section identifies important information to review and instructions to follow prior to
submitting a PLA to NNHPD. Please note that if one or more of the below are not followed, this could
jeopardize the PLA and result in its refusal.

4.1 Guidance and supporting documents

NNHPD has developed tools and guidance to assist the applicant in preparing their NHP applications, in
order to:

1. facilitate a more efficient processing; and

2. toreduce deficiencies.

Regulations:

Natural Health Products Regulations (NHPR)
Supplementary Rules Respecting Nicotine Replacement Therapies Order and related Guidance

Compendium of Monographs:
NNHPD has developed and published a Compendium of Monographs that may allow applicants to support
the safety, efficacy and quality of an NHP as part of their PLA. NNHPD endeavors to update monographs as
soon as possible, if linked to a health and safety concern, or periodically to ensure they reflect the totality
of available information.

e Compendium of Monographs

e Compendium of Monographs guidance document

e Combination of Monographs (link pending)

Natural Health Products Ingredients Database (NHPID):
The Natural Health Products Ingredients Database (NHPID) is a repository of medicinal ingredients and
non-medicinal ingredients for use in NHPs, and is a key component of the Natural Health Products Online

Natural Health Products Management of Applications PoIicyI 8
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Solution. The Compendium of Monographs is also made available through the NHPID and each ingredient
entry listed in the NHPID refers to all associated monographs. The NHPID also includes information related
to ingredients that are not allowed or are restricted for use in NHPs. The NHPID enables applicants to
access information on the following topics:

e Acceptable (or unacceptable) medicinal and non-medicinal ingredients used in NHPs,

e Compendium of Monographs, and

e Standard terminology used by the NHP Online System, known as "Controlled vocabulary", which

refer to acceptable quality test methods, dosage forms, non-medicinal ingredient purposes, etc.

The NHPID uses standard terminology as described in the Natural Health Products Online System Standard
Terminology Guide.

Safety and efficacy:

The following documents outline the approach to assessing safety and efficacy evidence for NHPs,
including standards for health claims, the use of risk information and considerations for combining
certain ingredients into NHPs.

e  Pathway for Licencing Natural Health Products Making Modern Health Claims
e  Pathway for Licencing Natural Health Products Making Traditional Health Claims
e Schedule A and Section 3 to the Food and Drugs Act [Health Canada, 2010]
e Evidence for Homeopathic Medicines

Quality:

The following documents are intended to support applicantsinassuringthat NHPs are produced in a
high quality manner, and to set out how an applicant or licensee can establish an acceptable level of
compliance to the NHPR, as it relates to the quality requirements for NHPs:

e Quality of Natural Health Products Guide

e  Good Manufacturing Practices Guidance Document
e  Finished Product Specifications

Labelling:

The Labelling Guidance Document provides details to help applicants comply with labelling requirements for
NHPs, as outlined in Part 5 of the NHPR.

In conjunction with thisguidance document, stakeholders may wish to consult the Good Label and Package
PracticesGuide for Non-prescription Drugs and Natural Health Products, which providescertain best practices for
labelling design.

Post Licensing:
e Guidelines for Consumer Advertising of Health Products

4.2 Submitting a large volume of applications

Applicants are requested to notify NNHPD when they intend to submit a large volume of applications
over a short period of time (e.g., more than 20 applications a week), in order to develop a submission
plan with NNHPD for processing and assessing applications within service standards. This applies to
applications of all three classes (including amendments and notifications). If the applicant does not
advise NNHPD of a large incoming volume of applications, these applications will not be held to the
service standards outlined in this document.

Natural Health Products Management of Applications PoIicyI )
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4.3 Requesting a pre-submission meeting

The purpose of a pre-submission meeting is to discuss the evidence required in support of a Class Ill PLA.
Such meetings will:

e familiarize assessment staff with the proposed application prior to its arrival and provide a forum
to discuss the evidence in order to facilitate its assessment;

e establish which studies or scientific evidence the applicant is relying on to support the safety
and/or efficacy of the NHP and discuss the adequacy and appropriateness of controls;

e provide an opportunity for the applicant to discuss details of the application with NNHPD and
obtain feedback regarding any areas of concern based on current experience and regulatory
requirements; and

e provide NNHPD an opportunity to re-align resources, if necessary, to accommodate the arrival of
the application.

Pre-submission meetings do not entail a full assessment by NNHPD of the evidence presented and, as
such, the outcome does not constitute a regulatory decision by NNHPD, nor will a regulatory decision be
issued. A pre-submission meeting is strongly encouraged for novel NHPs.

4.3.1 Pre-submission meeting request

A pre-submission meeting request must be submitted to the NNHPD Client Service Unit (nnhpd-
dpsnso@hc-sc.ge.ca) no less than 30-calendar days prior to the proposed meeting date and should
include the following information:

e the purpose of the meeting;

e abriefdescription of the productto be discussed at the meeting (e.g., it must be clear if the subject
of the meeting is to be a combination product, such as an NHP medical device);

e international status of the product (i.e., has the NHP been authorized in a foreign jurisdiction); and

e three proposed dates for the meeting

NNHPD prioritizes pre-submission meeting requests that impact the filing of a submission or those
relating to an existing licence. If NNHPD determines that the questions posed can be more efficiently
responded to in writing, and therefore a meeting is not required, a response and rationale will be
provided in writing.

NNHPD will endeavor to schedule a pre-submission meeting on one of the three proposed dates, based
on the availability of Subject Matter Experts. However, given the complexity of the file and other
competing priorities, a meeting at those times may not be possible. In addition, products that require
expertise of joint assessment with other areas of Health Canada may require additional time to
schedule. In such cases, NNHPD will provide counter proposals as necessary.

All pre-submission meetings will be held virtually, preferably via video conference.

4.3.2 Pre-submission package
Applicants will be requested to submit a pre-submission meeting information package at least 14
calendar days in advance of the meeting. The package should contain the following information:

e acover letter;

Natural Health Products Management of Applications PoIicyI 10
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e an agenda for the meeting;

e alist of participants and their titles/roles;

e alist of specific issues the applicant would like to discuss or have addressed;

e abrief summary of the product for which the meeting is being requested;

e alist of ingredients (medicinal and non-medicinal with their quantity and/or purpose)and the
recommended conditions of use to be associated with the product — including the claim(s) for
which the authorization is sought;

e an overview of the market history of the product, including the foreign regulatory status of the
product, if applicable; and

e abrief summary of the safety and efficacy data relating to the NHP.

Failure to provide the pre-submission package on time will result in the pre-submission meeting being re-
scheduled.

4.3.3 Pre-submission meeting

It is the responsibility of the applicant to take minutes at a pre-submission meeting. These minutes are to
be provided to NNHPD within 14 calendar days of the meeting for review and concurrence. These
minutes do not constitute a regulatory decision and they do not guarantee a favourable regulatory
decision. Such a decision can only be made upon receipt of a complete application.

4.4 Product Classification

In order to be classified as a NHP, a product must meet the substance and function aspects of the NHP
@efinition}as defined in Section 1(1) of the NHPR under the Food and Drugs Act. As such, before filing an
application, the applicant is to ensure that their productis indeed an NHP and represented for therapeutic
use.

"Representation" includes:
e indications of use;
e claims presented as a word, a sentence, a picture, a symbol, a paragraph or an implication on
product labels;
e package inserts or advertisement (for example, on a manufacturer's website); and
e placement and location of sale. Further, representations may be explicit or implied

In short, the product must contain acceptable substances as set out in Schedule 1 of the NHPR. The
function component refers to the intended use of the product. For the product to be classified as an NHP,
it must be represented for use in:

1. The diagnosis, treatment, mitigation or prevention of a disease, disorder or abnormal physical
state or its symptoms in humans; or

2. Restoring or correcting organic functions in humans; or

3. Modifying organic functions in humans

According to the NHPR, if a product is considered an NHP, the applicant will need to obtain a product
licence (Natural Product Number) in order to be able to sell the NHP in Canada.

It is the applicant’s responsibility to understand the appropriate regulatory framework that governs their
proposed product. The following resources are available to support an applicant in determining whether
their product falls under the NHPR.
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NOTE: There are cases where a product may meet both substance and function aspects of an NHP
definition but not be classified as an NHP such as certain products at the food-NHP interface or medical
device-NHP interface. For additional information on the classification of products at an interface with
NHPs, consult the examples of resources in the table below.

Criteria of an NHP Helpful Resources

Substance Contains a substance set outin e  The Natural Health Products
Schedule 1 or a combination of Ingredients Database (NHPID)
substances in which all the medicinal provides information on whether a
ingredients are substances set out in medicinal ingredient is subject to
Schedule 1, a homeopathic medicine the NHPR or other regulations under
or a traditional medicine. the Food and Drugs Act.*

However, a natural health product
does notinclude a substance set out
in Schedule 2, any combination of
substances that includes a substance
set out in Schedule 2 or a
homeopathic medicine or a
traditional medicine thatis or
includes a substance set out in

Schedule 2.
Function The product is manufactured, sold or e  Pathway for Licensing Natural
represented for use in Health Products Making Modern

Health Claims (Section 2.4 Types of

Health Claims)
(a) the diagnosis, treatment,

mitigation or prevention of a disease,
disorder or abnormal physical state or
its symptoms in humans;

e Pathway for Licensing Natural
Health Products used as Traditional
Medicines (Section 2.3 Health
Claims)

e Evidence for homeopathic
(b) restoring or correcting organic medicines

functions in humans; or

(c) modifying organic functions in
humans.

Note: Although a function/claim for a
product may meet this definition, it
must also be appropriate for use as a
NHP (e.g. for self-
selection/monitoring conditions).

*If an ingredient is not contained in the NHPID, this does not mean that it is not acceptable in an NHP,
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but rather it has not yet been presented as an ingredient in an NHP. To have an ingredient included or
modified in the NHPID, applicants should follow the guidance listed in Section 4.6.1.

Interface Helpful Resources
Drug e The Prescription Drug List is a list of medicinal ingredients that when found in a

drug, require aprescription. It does not include medicinal ingredients that when
found in a drug, require a prescription if those ingredients are listed in
Controlled Drugs and Substances Act.

e Guidance Document: Determining Prescription Status for Human and Veterinary

Drugs
Cosmetic e The Guidelines for the Nonprescription and Cosmetic Industry Regarding Non-

therapeutic Advertising and Labelling Claims lists claims that are considered
therapeutic/health claims and non-therapeutic claims

e Guidance Document: Classification of Products at the Cosmetic-Drug Interface

e Section 3 of the Labelling of Cosmetics - Guideline

Food e Guidance Document: Classification of products at the food-natural health
product interface: products in food formats

e According to Section 9 (1) of the Food and Drugs Act, “No person shall label,
package, treat, process, sell or advertise any drug in a manner that is false,
misleading or deceptive or is likely to create an erroneous impression regarding
its character, value, quantity, composition, merit or safety.” — A health product
should not be represented as a food.

Medical e C(lassification of Health Products at the Device-Drug Interface
Device X . .

e Drug/Medical Device Combination Products
Raw Material Note: NPN not required

e Natural Health Product Raw Material Policy

e Natural Health Product Compounding Policy

If following a review of all relevant resources, an applicant believes their product to be an NHP, the
applicant may proceed with submitting a PLA. A regulatory determination on the classification of a
proposed product will only be made as part of the submission process. Only pre-submission queries
seeking clarity on NNHPD’s guidance will be addressed.

4.5 Master File

A Natural Health Product Master File (NHP-MF) enables the manufacturer of a medicinal ingredient or
raw material (the NHP-MF holder) to provide proprietary information directly to NNHPD without
disclosing the information to the Product Licence applicant. The NHP-MF can be cross-referenced by one
or more applicants by providing a Master File Letter of Access from the MHP-MF holder (Senior Official)
as described below. An NHP-MF is a confidential document and, as such, only authorized Health Canada
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officials may access the file.

4.5.1 Submitting a Master File
The NHP-MF holder may submit any evidence required for product assessment to NNHPD that is not
published, (e.g., proprietary information not available to the public).

The following information is required when submitting an NHP-MF:

e Ingredient/product name;

e Company name and address;

e  Senior Official information; and
e Contact person information

NHP-MFs do not need to be filed using a specific form, though a PLA form should not be submitted with
an NHP-MF application. NHP-MF is evidence for an application and is not an application itself. A single
copy of the MF should be submitted electronically. NNHPD will only accept MFs electronically (i.e.,
paper copies not accepted). Given the current security profile associated with NNHPD’s e-mail
accounts, NNHPD cannot assure that the NHP-MF submitted via regular e-mail will be safeguarded. As
such, NNHPD advises the applicant to submit an NHP-MF application via Connect, formerly known as
ePost Connect (See section 5.2.1 on Connect).

4.5.2 Processing a Master File

When an NHP-MF is received, it will be assigned a MF number and an acknowledgment letter will be
sent to the NHP-MF holder. While this is no service standard for the processing of MFs, NNHPD aims to
assign an MF number within 30 calendar days from the date of receipt. An NHP-MF is not independently
assessed or approved; rather the assessment of an NHP-MF is triggered by the assessment of a PLA
referencing the NHP-MF. Only information relevant to the PLA is assessed. A decision following the
review of the MF, in support of the PLA, will be communicated to the PLA applicant.

4.5.3 Referencing a Master File
To reference information in an NHP-MF, a Letter of Access from the NHP-MF holder is required to be
submitted as part of the PLA and must meet the following parameters:

e Be on official company letterhead of the company holding the NHP-MF, dated and signed by the
NHP-MF holder company’s Senior Official;

e Must be no older than 2 years (if older than 2 years, this will result in a refusal of the
application);

e Provide accessdirectly to the applicant company (e.g., the letter cannot be addressed to the
manufacturer or consulting company);

e Include the name and address of the company the NHP-MF holder is granting access to, the
name of the productreferencing the NHP-MF, and the assigned Health Canada MF number (e.g.,
NHP-MF holder Company A authorizes Company B to access and make reference to MF number:
XXXXX MFXXX (NHP-MF Name)).

The NHP-MF holder can also provide authorization to a company for some or all of their NHP-MFs. In the
latter case, an individual Letter of Access would not be needed for each application making reference to
the NHP-MF.

In the absence of a valid Letter of Access, the NHP-MF cannot be assessed in conjunction with the
application referencing it. This could result in the refusal of the application referencing the NHP-MF as
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there may be insufficient information to support the safety and/or efficacy of the product.

4.6 The Natural Health Products Ingredients Database

The Natural Health Products Ingredients Database (NHPID), as a key component of the Natural Health
Products Online Solution, predominantly serves as a repository of medicinal and non-medicinal
ingredients that can be selected in the web PLA form or the Natural Health Product Licence
Amendment and Notification Form (ANF) for applicants to submit their PLA(s) in accordance with this
document. The NHPID also includes pre-cleared information such as single ingredient monographs and
product monographs, as well as Controlled Vocabulary on categories such as dosage forms, non-
medicinal ingredient (NMI) purposes, routes of administration, test methods, and units of
measurement, as well as information related to ingredients that are not allowed or are restricted for
use in NHPs. However, that the presence of an ingredient and/or associated information in the NHPID
should not necessarily be viewed as supporting its safety, efficacy, and/or quality — nor its
representation — in a particular product(s). Additional information may be requested to support the
presence of any ingredient in a particular product as part of the processing and/or assessment of an
application. The NHPID uses standard terminology as described in the Natural Health Products Online
System Standard Terminology Guide.

Prior to submitting a PLA, the ingredient(s) that are proposed to be used in the NHP, along with the
appropriate purpose (if applicable), must be found in the NHPID. If they are not already in the NHPID,
with the proposed conditions of use, the web-based PLA will not permit the completion of the PLA
form. The steps to request an addition or modification of an NHPID entry are included below.

4.6.1 NHPID modification process

NNHPD updates the NHPID on monthly basis, typically the last Friday of a given month. If applicants wish
to include an ingredient(s) or ingredient purpose in their product formulation that is not listed in the
NHPID, they must submit a request to add the ingredient(s) to the NHPID. Ingredients and constituents
must be added to the NHPID prior to submitting an application, otherwise the application will be refused.
Notes in the application or cover letter regarding ingredients that could not be added to the PLA web form
are not acceptable.

To request NHPID modifications, applicants must:

e Complete the '\\‘HP|D Request Form) [ Commented [SWG3]: Link to GC form in final version

]

e Provide sufficient evidence (with the exception of a typographic correction) that supports the
form component for medicinal ingredients or the function of non-medicinal ingredients. It is the
applicant’s responsibility to ensure sufficient evidence is provided, which may go beyond what is
included in the NHPID form, to support their request.

Additional information may be requested by the NNHPD for the ingredients to be most appropriately
displayed in the NHPID in accordance with the Natural Health Products Online System Standard
Terminology Guide. This will also aid in achieving higher quality submissions, having the ingredients being
appropriately displayed in the web PLA form, or ANF; and subsequently, on the labels of NHPs in
accordance with the NHPR.

The requests for modifications to the NHPID are typically processed according to date of receipt. However,
depending on the complexity and/or volume of requests, modifications required to be made to the NHPID
for the submission of an application may be prioritized.

Modifications made to the NHPID, since its last update, are listed in the What’s New in the NHPID
following each load cycle of the NHPID. Requesters will only be contacted when the request requires
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clarification and/or when the information submitted is insufficient to proceed with the proposed
modification(s) to the NHPID. In those instances, NNHPD will communicate with the requester via email,
using the email address provided in the form.

NNHPD will not advise applicants on an individual basis when an ingredient has been included in the
NHPID.

4.7 New company registration

NNHPD requires that all new applicants register their companies before submitting their first PLA. This is
arequirement that is key for applicants to have access to the web based form and facilitate traceability
of applications. Upon registration, NNHPD will provide new applicants with a unique 5-digit company
code to be used on all subsequent applications submitted to NNHPD. This unique 5-digit company code
is required on all forms to ensure they can be processed effectively, once received.

To register your company and obtain a company code, complete the [\lew Company Registration Form} Commented [SW4]:

Note that this only applies for new companies. Companies that have previously submitted a PLA for a Cinkdtojformlintfinaliversion

NHP have already been issued a company code and are not required to pre-register. Applicants who
already have a company code can locate their number on NNHPD correspondence documents including
issuance letters, Information Request Notices (IRNs), Notices of Refusal, etc.

5. Submitting an Application

5.1 Application requirements
An application may be submitted in either official language (i.e., English or French).

Note: the official language chosen at the time of submission must be maintained throughout the
submission and post-licence process to ensure consistency in any updated licence issuance.

To enable the processing and subsequent assessment of the PLA, and to appropriately assign resources,
NNHPD requires that applicants identify the class under which they are applying in the PLA form and the
cover letter (if required) of their application according to the definitions in section 3 of this document.

A cover letter is required if there are:
e Valid form limitations
e Relevant company updates
e Rationale for not fully attesting to monograph or omitting monograph statements

The PLA form cannot be completed if a class is not identified on the form. If the incorrect class is
selected, the application may be refused.

Note: scanned or PDF copies of the online HTML PLA form will not be accepted and the use of these will
result in the refusal of your submission. If scanned or PDF copies of the PLA form are submitted in
addition to the HTML PLA form, NNHPD will not consider these during screening or review.

A table of contents or overview of submission contents is also recommended.

Refer to Appendix | for a table outlining the various application requirements by class and application type.

5.1.1 Requirements
The following section provides an overview of each of the requirements from Appendix I.
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5.1.1.1 Application forms
e Applicants are required to use one of two application forms depending on the type of application.
Applications for new NHPs must be provided using the web-based NHP PLA form
e Post-licensing changes for a licensed NHP must be submitted using the Amendment and
Notification Form (ANF).

The most recent version of the PLA form or ANF, as applicable, must always be used. Applications using
an older version of a form will not be accepted and will result in the refusal of the application. In rare
instances where the forms cannot be used, applicants will be provided additional guidance.

If you are having any technical issues with the PLA, contact the NHP Online Solution Team
(nhp.initiative-psn@hc-sc.gc.ca). If the issue cannot be resolved, upon submission of a PLA, indicate the
issue and guidance provided by the NHP Online Solution Team, in the cover letter, along with the email
correspondence as an attachment to your application.

For kit applications, NNHPD requires that the medicinal and non-medicinal ingredients for each product
or component of the kit be separated. This can be achieved by submitting separate PLAs - one for each
component. The recommended conditions of use must be the same in each PLA. Applicants must
indicate when their application is for a kit and the number of forms as part of the application in your
cover letter.

NNHPD requests that applicants use the following format when naming their PLA file: “Class
X_PLA_TrackNo_BName_Date_Time.html”. The applicant is asked to indicate the class in the name as well.

5.1.12 Label text

All productlicence applications must include a corresponding label text that meets the requirements
outlined in section 93-94 of the NHPR. This requirement can be met by using the label text generator
within the PLA form, or by submitting a mock up separate from the PLA form.

5.1.1.3 Summary Report

Summary Reports are strongly encouraged for Class Ill applications to assist in the assessment process
and reduce the time for completion, particularly for more complex submissions (e.g., where a number of
extrapolations are being made).

In general, the Summary Report should capture how each piece of information submitted addresses
some or all aspects of the recommended conditions of use for the NHP. Where included, a Summary
Reportservesto reflect the totality of available information relevantto the NHP and provide context that
speaks to what may otherwise appear as gaps/uncertainties in the information concerning the safety,
efficacy, and/or quality of the product.

Refer to Appendix Il for an example of a Summary Report.

For products containing multiple medicinal ingredients and/or making several claims, it is helpful when
each piece of evidence is linked to the specific medicinal ingredients/claims. Where applicable, the
report should detail how:
e the evidence is linked to an ingredient’s form (e.g., source material) or preparation (e.g.,
extraction);
e or to the product’s recommended conditions of use (e.g., dosing information).
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Refer to section 2.8 of the Pathway for Licensing Natural Health Products Making Modern Health Claims
guidance document for more information.

5.1.14 Evidence

In order to meet all safety and efficacy requirements and prescribed quality requirements, applicants
must attest to one or more of the NNHPD Monograph(s) from the Compendium of Monographs and/or
provide evidence as stated in guidance outlined in Section 4.1.

5.1.14.1  Attesting to NNHPD monographs
By attesting to a monograph, the applicant is confirming that the application meets all of the monograph
parameters to which the applicant has attested. Applications will be verified against the monograph.

Using the PLA form, applicants are able to attest to safety, efficacy and/or quality, by identifying the
monograph(s) relevant to their product.

Class | applications
The applicant must attest to meeting all of the parameters of a monograph. The PLA form will

automatically validate most information provided within the form against the monograph that has been
selected by the applicant. Failure to meet one or more parameter(s) of the monograph will result in an
error message and, until the error(s) is resolved, the applicant will be unable to complete their application.

Note: Class | applications must include a monograph attestation for each individual medicinal ingredient
on the PLA form. Failure to do so may result in a refusal of the application.

Class |l applications
The applicant must select on the PLA form all monographs to which they attest that their product meets.

All the parameters included on the PLA form must be covered by at least one monograph. Upon receipt,
NNHPD will verify Class Il applications against the selected monographs. Deviations from monograph
parameters will result in the refusal of the application.

Appendix lll describes certain situations in which monograph conditions of use must be omitted in the
context of the combining monographs.

Note: Class Il applications must include a monograph attestation for each individual medicinal ingredient
on the PLA form. Failure to do so may result in a refusal of the application.

Class Il applications

On the PLA form, the applicant must selectall monographs to which they attest, if applicable. The applicant
must clearly highlight in either the Summary Reportor cover letter, as applicable, which parameter(s) does
not comply with a monograph. For that parameter(s), the applicant must provide valid evidence or a
scientific rationale (Refer to section 4.1 for a list of guidance and supporting documents on evidence and
rationale requirements).

Examples include (but are not limited to):

e The required conditions of use are omitted for an ingredient and are not covered by more
stringent statements for other ingredients. Applicants cannot attest to safety; instead they
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must indicate the reason for not attesting and provide evidence or a rationale to support the
omission as part of the application package.

e The claimis not supported by a monograph, but the ingredient and the dose of the ingredient is
supported. Applicants can attest to safety but not efficacy and they must ensure evidence is
provided to support the efficacy of the non-monographed claim.

Applications attesting to meeting quality requirements must attest for the finished product, in its
entirety, and must meet the quality specifications outlined in the NNHPD monograph(s) and in the
Quality of Natural Health Products Guide.

The following table demonstrates the applicable attestation(s) (safety, efficacy and/or quality) for
different scenarios:

Scenario Applicable Attestation
Safety Efficacy Quality

All monograph parameters are met v v v
All monograph parameters are met, with the exception of Not

ini daily d d v v
minimum daily dose and purposes applicable
All monograph parameters are met, with the exception of v Not Not
minimum daily dose, use(s)/purpose and specifications applicable | applicable
All monograph parameters are met, with the exception of v v Not
specifications applicable
All monograph parameters are met, with the exception of Not v v
maximum daily dose and/or risk information applicable
No monograph parameters are met, with exception of the Not Not v
specifications applicable | applicable

Refer to Appendix lll for more information on attesting to NNHPD monographs.

5.1.1.5 Animal Tissue Form
When required, an Animal Tissue Form (ATF) must be completed.

An ATF may be required for the following types of ingredients:

1. medicinal ingredient;
2. non-medicinal ingredient; or
3. aningredient used in processing (e.g. not present in the final product).

A separate ATF should be provided for:

1. eachingredient (e.g. medicinal, non-medicinal, or an ingredient used in processing);
2. each type of process; and
3. each type of animal (e.g. mammal, bird or crustacean).

5.1.1.6 Finished Product Specifications
By submitting a compendial (Class 1) application, applicants attest to the specifications in the Quality of
Natural Health Products Guide and relevant monograph. It is the applicant’s responsibility to be aware of
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the regulatory requirements for their product when providing the attestation. Finished Product
Specifications (FPS), although not required to be provided in Class | applications, must be provided to
NNHPD upon request.

5.1.2 Letter of Access

Applicants may reference supportinginformation in another company’s application(s) with a Letter of
Access. The Letter of Accessauthorizes NNHPD to access the indicated information in the application.
The Letter of Access must meet the following parameters:

e Be on official company letterhead of the company being referenced, dated and signed by the
Senior Official or approved company contact of the referenced application;

e Provide accessdirectly to the applicant or licensee (e.g., the Letter of Access cannot be
addressed to the manufacturer or consulting company);

e Must be no older than 2 years

e Include the name of the company that is being granted access to use the referenced application,
the name of the product and the submission number of the application being referenced (e.g.,
Company A authorizes Company B to access and make reference to Submission No. XXXXX and
Natural Product Number (NPN)/Drug Identification Number-Homeopathic (DIN-HM) XXXXX
(Product Name).

In the absence of avalid Letter of Access, the application will be deemed incomplete and will be refused.

5.1.3 Designated Party Authorization forms

A Designated Party Authorization (DPA) form is required when the party signing the application is a
designated party acting on behalf of the Senior Official of the applicant or licensee according to
paragraph 5(b) of the NHPR. This authorization allows the contact person(s) to act on behalf of the
applicant or licensee for functions such as:

e submitting applications;

e receiving and responding to Information Request Notices (IRNs);

e receiving and responding to regulatory notices (e.g. safety concerns); or

e submitting a request to withdraw the application or discontinue the product on behalf of the
applicant or licensee.

A DPA formis required to be submitted once for each contact of a given company; it does not need to be
sent with every application provided that authorization is clearly granted for the designated party to act
on behalf of the Senior Official for more than one application. A DPA form does not absolve an applicant or
licensee from their responsibility to maintain relevant records pertaining to their PLA and, upon licensing,
of the sale of their product to ensure its compliance with all relevant parts of the NHPR.

5.1.4 Site information

The applicant must provide the site information for each manufacturer, packager, labeller, and importer
prior to the sale of the NHP according to section 22 of the NHPR. Where available, the applicant must list
the company name and address, and site licence number for Canadian sites, under Part 3 — Site
Information of the PLA form for each manufacturer, packager, labeller, importer, distributor and/or
storage facility for the NHP.

An NHP cannot be made available for sale in Canada until a Natural Product Number (NPN) or Drug
Identification Number-Homeopathic Medicine (DIN-HM) is issued and the above information has been

Natural Health Products Management of Applications PoIicyI 20



https://www.canada.ca/en/health-canada/services/drugs-health-products/natural-non-prescription/applications-submissions/product-licensing/forms-templates/designated-party-authorization-form.html
https://laws-lois.justice.gc.ca/eng/regulations/sor-2003-196/page-2.html#h-700533

Unclassified / Non classifié

provided in full to NNHPD. If this information is not provided on the PLA, the applicant must provide the
information to NNHPD via a notification using the ANF.

For information regarding the site licensing process, contact the NHP Site Homologation, Issuance,

Evaluation and Licensing Decision Unit: hpcd.nhp.sl-dcps.psn.le@hc-sc.gc.ca

5.2 Submitting an Application

NNHPD will only accept applications submitted electronically using the web-based PLA or ANF form. The
current electronic submission method is through Canada Post’s secure email service, Connect.

In order to use Connect, applicants must be enrolled as a Trading Partner. Refer to Electronically
contacting the Natural and Non-prescription Health Products Directorate.

All NHP applications must be submitted to the following account:

e nhpsn.epostel.applications
NNHPD uses this account to start company-specific conversation threads. New applications or
amendments and notifications must be submitted to this account.

Applications will not be processed if they are submitted:
e to anyother Connectaccount, including the correspondence account (nhpsn.epostel.correspond);
e viaany other electronic means (e.g., email, CD or DVD);
e induplicate

6. Processing and Assessment of Applications

This section outlines the stages involved in processing and assessing an application, as well as when and
how to communicate with NNHPD throughout the application process.

6.1 Processing applications

All applications submitted to NNHPD will be screened for administrative requirements. If the
administrative requirements are met, notifications are processed and new applications or amendments
(for all classes) proceed to regulatory screening.

Following regulatory screening, Class | and Il applications and amendments will be issued a regulatory
decision.

Class Ill applications and amendments that have successfully completed the regulatory screening will
proceed to assessment. If additional information is required at the regulatory screening or assessment
stage, an Information Request Notice (IRN) may be issued (see section 6.1.4).

6.1.1 Administrative verification
NNHPD verifies all applications (that are received through the appropriate channel) for administrative
completeness.
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A Notice of Refusal (Administrative Deficiency) will be issued for all applications that have one or more of
the following critical administrative deficiencies:

e incorrectapplication class on Connect message and cover letter;

e inconsistent application class between the cover letter and PLA form, due to technical issues, and
the applicant did not reach out to NNHPD beforehand;

e missing monograph attestation, if applicable;

e missing or incomplete contact information or Designated Party Authorization (DPA) form;

e Senior Official listed on the PLA does not match name on file;

e wrong company name and/or code, or a company name and code that does not match what is on
file;

e incorrectapplication form(s);

e application submitted in an unacceptable format (e.g. on USB drive, password protected, paper,
scanned copy);

e application formis notfinalized (when applicants do notfinalize their form before submitting it to
NNHPD, it will generate an error message which does to allow the application to be processed);

e application contains damaged or corrupted file(s);

e duplicate tracking number on the PLA (when applicants reuse the form for different
applications, the same tracking number is generated which does not allow the application to
be processed).

Class I, and lll applications and amendments meeting all administrative requirements will receive an
Application Acknowledgement Letter via Connect before proceeding to the regulatory screening stage
(see section 6.1.2). The acknowledgement will provide applicants with their submission number and the
date of receipt of their application.

6.1.2 Regulatory screening

All PLAs will be screened against regulatory requirements, as outlined in the NHPR, this Policy, and
applicable guidance documents. In addition, applications will be screened for relevant application
requirements and, when applicable, against all parameters of the NNHPD monograph(s) as described
below.

For Class | applications, NNHPD will verify those parameters that where not validated by the web PLA
form (e.g., the brand name(s) of the product and/or its NMI(s) or free text fields), if any. While the PLA
form validates most monograph parameters at the time of completing the application, if one or more
validated parameter does not meet the monograph, the will not be finalized and, therefore, the
applicant will be unable to submit their application.

A Notice of Refusal will be issued for all applications that have at least one of the following regulatory
deficiencies:

e product does not meet the definition of an NHP;

e brand name (refer to 5.9 of the FDA)

e incomplete or inaccurate information provided on the PLA form

e failure to provide critical application requirements as per section 5 of this document

e failure to meet the parameter(s) of an NNHPD monograph to which the applicant
attested

e if any elementis not supported by either a monograph or evidence
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A Notice of Refusal will also be issued in the following circumstances:

e failure to submit the requested information in response to an IRN within the timelines
specified in the notice, or
e submission of an incomplete or deficient response to an IRN

6.1.3 Assessment
Upon successful completion of regulatory screening, Class lll applications and amendments will be
assessed for the relevant safety, efficacy and quality requirements.

Class Ill applications may be issued IRNs during the assessment stage which may include a request for a
Risk Management Plan (RMP). Over the course of an assessment, applicants may be asked to adopt an
RMP particularly where information concerning the use of the NHP within the Canadian context or a
similar regulatory framework is not as robust.

A Notice of Refusal may be issued at the assessment stage for failure to meet the requirements of the
NHPR and the applicable provisions of the Food and Drugs Act due to one or more of the following:

o failure to submit the requested information in response to an IRN within the timeline
specified in the notice;

inappropriate use of the cover letter (e.g., unrelated to a true limitation of the PLA)
providing false/misleading/inaccurate information

insufficient information to support the safety of the product

insufficient information to support the efficacy of the product

product is likely to result in injury to the health of a consumer

submission of an incomplete or deficient response to an IRN

O O O O O O

6.1.4 Information Request Notice (IRN)

NNHPD may seek further information from applicants to address non-administrative deficiencies or
information omissions through an IRN, as per section 15 of the NHPR, with a specified response time
between 5 to 15 calendar days depending on the complexity of the information requested.

For the purpose of improving the regulatory screening and efficiency of the assessment process, NNHPD
will aim to issue one comprehensive IRN that includes all non-critical deficiencies identified with the
application at each stage of regulatory screening and assessment, as required. The response to NNHPD
must address each of the items listed in the comprehensive IRN. NNHPD will not send IRNs for issues
identified in a previous IRN that are not adequately addressed, nor will NNHPD request information a
second time if the applicant has not adequately responded. An additional IRN may be issued for a new
issue at the regulatory screening or assessment stage based on the complexities of a given application.

It is important to note that not all non-administrative deficiencies will receive an IRN.
Critical deficiencies are those that result in an application’s refusal and for which an IRN is not issued.

6.1.4.1 Responses to an IRN
It is the applicant's responsibility to monitor their Connect account for new messages. Failure to do so will
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result in the application’s refusal, if the applicant does not respond to submission-related requests.

As mentioned above, NNHPD will communicate with applicants by Connect. Responses to an IRN must be
submitted electronically through the submission-specific Connect conversation thread within the
specified time period.

If a response to an IRN is deemed deficient or if the applicant does not satisfy all requirements within the
allotted timeframe, a Notice of Refusal will be issued.

6.1.4.2 Request for an IRN response extension

Short extensions (i.e., up to 5 calendar days) may be considered. Applicants should contact their
Submission Coordinator listed on the IRN via the submission-specific Connect conversation thread to
request more time to respond to an IRN.

The requestshould detail the reason(s) for the extension and a proposed alternative date of response.
NNHPD will assess the requeston a case-by-case basis and provide a response to the request within 2
business days of receipt.

It is the applicant’s responsibility to be available (or have a designated party available) to respond to IRNs
in a timely manner. NNHPD reserves the right to deny an IRN extension request, in which case the
applicant will be notified in writing via the submission-specific Connect conversation thread and the
reason provided.

6.1.5 Service standards

NNHPD has established service standards for its various application types. Refer to the table in Appendix
IV outlining the service standards for each application type.

Licence holders are encouraged to contact NNHPD prior to submitting new PLAs, amendments, or
notifications while addressing compliance issues in collaboration with the Regulatory Operations and
Enforcement Branch (ROEB) as unresolved compliance issues may resultin NNHPD’s inability to issue or
amend a product licence.

NNHPD may also prioritize submissions in response to a public health emergency or need. In such an
event, NNHPD will communicate the priority to its stakeholders.

Class | (application and amendment)
Per Section 6(1) of the NHPR, a new Compendial (Class ) application will be issued a decision within 60
calendar days after the day on which it was submitted.

Class Il (application and amendment)

As Class Il applications are more complex than Class | applications, and are currently not supported by
in-form monograph validation, additional review time is required. As such, NNHPD has set its service
standard for Class Il applications at 90 calendar days. This service standard applies to both new Class II
PLAs and amendments to a Class Il PLA.

NNHPD will prioritize Class Il applications that meet one or more of the following criteria:

1. Applications: An application for a product that is to be sold in Canada within 6 months of receiving
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authorization.

2. Amendments: Changes to an authorized NHP that is already sold in Canada or will be sold in Canada
within 6 months of the license being amended, regardless of the nature of the change(s)

o If the product is authorized and already sold in Canada, the market status should be listed
as “Active” in the Licensed Natural Health Products Database and associated site
information, per section 22 of the Natural Health Products Regulations (NHPR), should have
been submitted to NNHPD.

o A change driven by a risk to the health and safety of Canadians will take priority over
others. The amendment and notification form includes a section to note whether the
change was in response to a notice issued by NNHPD Risk Management Division.

3. An application or an amendment for a product that is or will be manufactured in Canada within six
months of being licensed. New Applications must list the licensed Canadian manufacturing site
information on the PLA. Marketed amendments for an already-licensed product must indicate the
manufacturing site information on the Amendment Notification form if it has not already been
provided to the NNHPD.

Prioritized Class Il submissions will be processed to ensure that a decision can be issued within 90-
calendar days. Submissions that do not meet at least one of the above criteria will be deprioritized and
NNHPD will complete their review as soon as is feasible.

Class Il (application and amendment)

Class Ill applications are the most complex, as they require the review of scientific data in support of the
product’s safety and/or efficacy and/or quality. Previously, NNHPD had established a 210-calendar day
service standard for Class Ill applications; however, it can longer maintain this standard for all Class llI
applications.

NNHPD will prioritize Class Il applications that meet one or more of the following criteria:

1. An application for a product that is to be sold in Canada within 6 months of being licensed, as
demonstrated by checking the appropriate box on the application form (i.e., non-hypothetical)
and providing valid site information.

e To ensure the validity of the site information, it is expected that any site listed on the
application form be licensed, in accordance with Part 2 of the NHPR, at the time of
application.

2. A change(s) to a marketed NHP, regardless of the nature of the change(s);

e Marketed refers to those products listed on the LNHPD online database as marketed,
following notification to NNHPD.

e A change driven by a risk to the health and safety of Canadians will take priority over
others. The Amendment and Notification application form includes a section to note
whether the change was triggered by a risk assessment.

3. An application that includes a new substance
o New substance in this case refersto products that have newly fallen under the NHPR as a
result of a regulatory change (e.g., changes to the prescription drug list).

Prioritized Class Ill submissions will be processed to ensure that a decision can be issued within 210-
calendar days. Submissions that do not meet at least one of the above criteria will be deprioritized and

NNHPD will complete their review as soon as is feasible.

Products that require joint assessment with other directorates (e.g. Medical Devices Bureau) are not
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subject to the 210-calendar day service standard. NNHPD expects companies to seek a pre-submission
meeting for such products to facilitate the application process.

As notifications do not require NNHPD pre-approval prior to their implementation, NNHPD does not have
an established service standard for their processing.

Licence holders are encouraged to contact NNHPD prior to submitting new PLAs, amendments, or
notifications while addressing compliance issues in collaboration with the Regulatory Operations and
Enforcement Branch (ROEB) as unresolved compliance issues may result in an inability for NNHPD to
issue or amend a product licence.

6.2 Exchange of information

During, or after the submission of an NHP application, applicants may need to contact NNHPD. As a
reminder, NNHPD is not a consultant, but is responsible for providing clear policies, guidance, procedures
and tools for submitting an NHP application.

Applicants wishing to contact NNHPD to receive advice regarding policies, guidance, procedures, tools, or
initiatives, are encouraged to send their enquiry to the NNHPD Client Service Unit : nnhpd-dpsnso@hc-
sc.gc.ca

6.2.1 Application status updates

NNHPD will review each status request received on a lower-priority basis. A response will only be
provided when an issue is identified with an application. For status requests on applications that are
still within the applicable service standards, no reply will be sent. If the applicable service standard
period has elapsed (e.g., it has been more than 60, 90, or 210 calendar days since the date of
submission of a Class |, Il or Il application, respectively), and applicants have not received a regulatory
decision, applicants may send a status update request to the NNHPD Client Service Unit: nnhpd-
dpsnso@hc-sc.gc.ca. Note: this only applies to prioritized submissions.

All status update requests must include the following information:

e submission number (if available):
e name of the applicant company;
e brand name;

e application type; and

e date of submission

6.2.2 Submitting unsolicited information

Once an application is submitted, NNHPD will not accept unsolicited information or changes to the
original application, with the exception of providing updates to the contact information. Applicants
wishing to make changes to a PLA are required to withdraw their application and resubmit a new
application with the revisions. See section 6.4 for information on how to withdraw an application.

6.2.3 Request for records

Applicants are required to maintain records of the information they submit to NNHPD. If there is a
change in licence holder or consulting company, for example, the current licence holder must have a
record of the complete Product Licence Application package. .
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To clarify, a product licence is sent via Connect™ to the company’s senior official and all the company
contacts listed on the application. Applicants may, therefore, refer to Connect™ for their records.
NNHPD is not responsible for maintaining submission records or Master Files for applicants, and will not
provide convenience copies of submission information to licence holders or application contacts.
NNHPD has no regulatory obligation to provide copies of licences or other documents submitted as part
of an application.

Information and data submitted to support the original application will not be returned to the applicant.

6.3 Decision issuance

Once NNHPD has completed the processing of a PLA, this will result in one of two regulatory decisions:
e issuance of a product licence, or
e notice of refusal to issue a licence.

6.3.1 Issuance of a licence
A Product Licence will be issued for applications that satisfy the regulatory requirements as outlined in
the NHPR. The Product Licence will include the NPN or DIN-HM assigned to the product.

Information on licensed products is available online on the Licensed Natural Health Products Database
(LNHPD). The status of the licensed product on the LNHPD will appear as “Active”, as of the date it is
issued, but may be subject to change over time. The product status will appear as “not marketed” until
the licence holder notifies NNHPD that the sale of the product has commenced in Canada. See section
7.5 for information on submitting a market notification.

6.3.2 Licence correction requests
As per section 14(2) of the NHPR, licensees have 60 calendar days following the issuance of a Product
Licence to notify NNHPD of any information on the licence that the licensee knows to be incorrect.

Correctionrequests are to be submitted via the NNHPD Client Service Unit (nnhpd-dpsnso@hc-sc.gc.ca).
All licence correction requests should have in the subject line the Submission No. XXXXX and/or NPN
XXXXX.

Requests should be made only for administrative errors made on the Product Licence (e.g.spellingerrors
or other discrepancies between the submitted PLA form and the Product Licence).

Licence corrections are not post licensing changes outside of what was reviewed in the PLA. These
changes are considered post licensing changes (refer to section 7.1 for more information). The LNHPD
will be updated within 15 calendar days to reflect the correction and a revised licence will be issued.

6.3.3 Refusaltoissue alicence

A Notice of Refusal will be issued for applications that do not satisfy the requirements of the NHPR and
the NHP MAP. See section 6.1 for an overview of administrative verification, regulatory screening and
assessment refusal reasons.

Areconsideration process is available to applicants seeking to contest a Notice of Refusal. If the applicant
wishes to submit additional information on the product for which a Notice of Refusal was issued, a new
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application must be submitted. If an applicant wishes to re-submit an application that was refused, refer
to section 6.5.

6.3.3.1 Request for reconsideration
As per section 9 of the NHPR, anapplicant may request a reconsideration of a Notice of Refusal within
30 calendar days of issuance. Upon reconsidering the application, there are three possible outcomes
of a Request for Reconsideration:

Decision Upheld: If the original decision is upheld, a letter with accompanying reasons will be
sent notifying the applicant that the refusal has been maintained.

Decision Partially Amended: There the original negative decision contains a number of
objections and the reconsideration process results in only some of the objections being
amended, the submission will remain refused. The file will not go back into review. The
applicant may refile the submission, making the necessary changes to address the issues that
remain refused.

Decision Amended: If the original refusal is overturned, the Minister of Health will either issue

or amend the Product Licence, as appropriate, if the requirements of section7 of the NHPR are
met.

Refer to the Reconsideration Guide for more information.

6.3.4 Safety and Efficacy Assessment Report

Following the receiptof a Notice of Refusal, an applicant may requestthe Safety and Efficacy Assessment
Report (SEAR) for their application by writing to NNHPD Client Service Unit (nnhpd-dpsnso@hc-sc.gc.ca)
and referencing the Submission Number. NNHPD will strive to provide a copy of the requested SEAR via
Connect™ within 20 calendar days from the date of receipt. This is applicable to Class Il and Il
applications only as Class | applications do not have a SEAR.

6.4 Withdrawal of an application

At any time during the application process, a Senior Official or Designated Company Official may
withdraw their application by completing and submitting an [\IHP Application Withdrawal Request
Forn}] All withdrawal requests will be acknowledged in writing as soon as possible. The status of the [ Commented [SWG5]: Link to GC form in final version ]
application will be recorded internally as "Withdrawn by applicant".

The withdrawal of an application is without prejudice to re-submitting.

6.5 Re-submitting an application

Applicants may re-submit previously withdrawn applications or applications for which a Notice of Refusal
was issued. In all cases, a new and complete PLA is required and the applicant must reference the
submission number of the previous application if the application was refused. The new application will be
subject to any new regulations, policies, procedures and/or guidance documents in effect at the time of
submission.
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7. Post Licensing Activities

Post licensing activities include all activities that occur once a product is licensed, such as amendment
and notification applications, requests to discontinue a Product Licence, post-licensing audit activity and
NNHPD-initiated activities. Information on each of these activities is described below.

7.1 Post licensing changes

Amendment and notification applications must be submitted via Connect using the ANF (or cover letter
in the case of system limitations), otherwise the change may not be processed.

There are three types of post-licence changes:
e afundamental change;
e an amendment; and
e anotification

See Appendix V for a detailed list of changes and what the regulatory requirements are for each change.

7.1.1 Fundamental changes
The NHPR do not allow for fundamental product changes following the issuance of a Product Licence.
Fundamental changes, as defined in section 13 of the NHPR, include:

e change to the quantity of a medicinal ingredient per dosage unit, addition or substitution of a
medicinal ingredient;

e change to the dosage form; or

e change to the recommended route of administration.

These changes require anew productlicence and, if approved by NNHPD, will receive a new NPN or DIN-
HM. This also applies to products attesting to a monograph which are undergoing any of the above
changes while remaining within the limits of the monograph. If the original product will no longer be
manufactured, licence holders should request a discontinuation of the original licence as outlined in
section 7.3.

7.1.2  Amendments

Amendments are changes to an NHP that may have an impact on the safety, efficacy and/or quality of
the product. An amendment application must include evidence to demonstrate that the NHP remains
safe and efficacious. The amendment of a product can only be applied after approval is obtained and the
Product Licence is updated to reflect the changes.

Products previously issued licences with the terms “As authorized according to the NNHPD monograph
to which the applicant attested” will receive an amended licence listing all product information.

An amendment is required for all licensed products undergoing any of the following changes, as per
section 11 of the NHPR:

a. achange to its recommended dose;

b. achange to its recommended duration of use;
c. the deletion or modification of risk information shown on any of its labels, including the
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deletion or modification of a caution, warning, contra-indication or known adverse reaction
associated with its use;
a change of its recommended use or purpose;
a change of the source material of any of its medicinal ingredients;
changing any of its medicinal ingredients to or from being synthetically manufactured;
a change to the potency of any of its medicinal ingredients;
a change affecting its safety or efficacy that does not arise as a result of
i a change to the quantity of a medicinal ingredient per dosage unit,

ii. the addition or substitution of a medicinal ingredient,

iii. a change to its dosage form, or

iv. a change to its recommended route of administration; or
i. one or more of the following changes to its specifications, namely,

i the removal of a test method set out in the specifications,

ii. the modification of a test method set out in the specifications in a manner that
widens the purity tolerances of the natural health product or the quantity, identity or
potency tolerances of any of its medicinal ingredients, or

iii. the modification of a test method set out in the specifications in a manner that
renders it less precise, accurate, specific or sensitive.

S o Qo

7.1.2.1 Classes of amendments

Amendment applications are classified, processed and assessed in a manner similar to new applications.
Please refer to section 6 for more information. A post-licence audit may also be conducted if the original
application was submitted using an attestation as outlined in section 7.4.

Amendments follow the same service standards as new applications as outlined in section 6.1.5.

7.1.3 Notifications

Notifications are changes to an NHP that does not have a significant impact on the safety, efficacy and/or
quality of the product. Licensees must notify NNHPD of the change within 60 calendar days of the day on
which the change is made, using the ANF.

A notification is required for all licensed products that are undergoing any of the following changes, as
per section 12 of the NHPR:

a) achange to any of the information submitted under paragraph 5(a) or (b);

b) achange to any of the information provided under section 22;

c) the addition or substitution of a non-medicinal ingredient, the addition or substitution of which
does not affect its safety or efficacy;

d) its sale under a brand name other than one submitted under paragraph 5(e);

e) achange of the common or proper name of any of its medicinal ingredients; and

f)  the addition of risk information to any of its labels, including the addition of a caution, warning,
contra-indication or known adverse reaction associated with its use.

Notifications do not follow the same service standards as new applications and amendments. If the
volume of notifications exceeds processing capacity, NNHPD will prioritize the processing of company
updates.

Note: a copy of the product licence will not be reissued following the processing of a Notification.
Companies are advised to refer to the Licensed Natural Health Products Database (LNHPD), which will
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reflect the processed change(s) and the “Revised Date of Licensing” when last updated.

7.1.3.1 Non-notifiable changes
A non-notifiable change is a change to a licensed product that is not required to be submitted to NNHPD.
These are revisions that are not outlined in sections 7, 11 or 12 of the NHPR. Generally, non-notifiable
changes include:
e revisions to the net package quantity (e.g. 50 to 100 capsules per bottle) that do not pose a
safety concern;
e revisions to information on the label not indicated on the PLA or requiring assessment (e.g.
marketing, formatting, certain storage conditions); or
e revisions to manufacturing flow charts which do not impact the FPS

Please refer to Appendix V for a list of non-notifiable changes related to quality.

NNHPD will not send a Notification Acknowledgement Letter to the applicant if non-notifiable changes
are submitted.

7.1.3.2 Maintaining company and contact information

As per section 12 of the NHPR, licensees are responsible for notifying NNHPD within 60 calendar days of
changes to contact information, as required. This requirement applies across the full life-cycle of the
product.

These changes must be submitted by the Senior Official or Designated Party of the company to NNHPD as
a Notification using the ANF.

Changes to contact information include:

e The Senior Official has changed
e A change (email, phone, mailing address, etc.) for the company not affecting a manufacturing,
packaging, labelling, or importing site

7.132.1 Determining that a company is no longer in operation

If NNHPD makes multiple attempts and remains unable to reach a company by email and/or phone using
the most up-to-date senior official contact information available in our database, it is presumed that the
company may no longer be in business.

In such instances, a regulatory notice per sections 18-20 of the NHPR may be issued for all productlicences
held by the company, as there are reasonable grounds to believe the company has contravened section
12 of the NHPR by not maintaining current and up to date records with Health Canada per regulatory
requirements. In an effort to ensure that companies which may still be in business are contacted, the
notices are issued via email and postal mail, using the most up-to-date address available in our database.

If a section 18-20 notice is issued, it will outline the entire regulatory pathway. The company may respond
to the regulatory notice at any time within 180-day timeframe whereby:
e the product licences will be suspended 90 days following the date of issuance of the notice,
pursuant to section 20 of the NHPR; and
e the product licences cancelled after 180 days, pursuant to section 20(b) and 21 of the NHPR, if an
insufficient response or no response is received by the respective deadlines.
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A sufficient response to the section 18-20 notice must be submitted to NNHPD per the instructions
provided in the regulatory notice. The response must include the company’s updated contact information
or a response indicating the situation giving rise to the intended suspension did not exist.

It is important to note that while a suspended product may be reinstated if a sufficient response is
provided, a cancelled product licence cannot be reinstated.

71322 Company transfer or merger

Post-Licence Transfer or Merger

When a company transfers ownership of one or more licensed product(s) and its associated regulatory
responsibilities, the transfer must be submitted to NNHPD as a notification.

The following documents must be submitted via Connect:
e Aletter on company letterhead from the Senior Official of each company confirming the transfer;
o Both letters must identify which products licences are being transferred, including the
NPNs/DIN-HMs and primary brand names.
e Designated Party Authorization (DPA) form(s), if applicable.

Transferring an NPN to another company would carry the associated status (i.e. active, discontinued, stop
sale, suspended, cancelled) with the transfer. In such instances where a compliance file is associated with
the product licence, the new company would therefore assume the responsibility to resolve the non-
compliance. For example: If a company transfers a product licence with a "suspended" status, the new
company is responsible for demonstrating that the situation has been corrected or did not exist.

Pre-Licence Transfer or Merger

If the transfer is for an application that has already been submitted to NNHPD, but has not yet been issued
aregulatory decision, the request must be submitted as an unsolicited information update.

The following documents must be submitted via Connect:
e Aletter from the Senior Official from each company on company letterhead confirming the
transfer.
o Both letters must identify which product applications are being transferred, including the
submission numbers and primary brand names.
o If a submission number has not yet been issued, the letters must indicate the primary
brand names, tracking numbers, and date submitted via Connect.
e Updated PLA form with the new applicant and contact information.
e Designated Party Authorization (DPA) form(s), if applicable.

7.2 Monograph updates

As section 4 of this document explains, the NNHPD monographs contain pre-cleared information that
allows applicants to support the safety, efficacy and quality of an NHP as part of their PLA.

It is important to note that NNHPD monographs are revised periodically, or as needed to address a risk to
the health and safety of Canadians.

For changes that affect a product label, product Licence holders are expected, unless otherwise notified,
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to align products affected by monograph revisions with the most recent monographs within 3 years of
publication, or the next label run, or a post licensing change (amendment or notification), whichever
comes first. These revisions are to be provided to NNHPD by submitting an amendment and/or
notification.

Note: if a monograph is modified for safety reasons, applicants will be advised of the required timelines for
label changes; these timelines may be shorter than indicated above.

If an applicant attested to an NNHPD monograph to support the quality of the product (see section
5.1.1.4.1), the FPS of that product should be updated to ensure they reflect the latest changes regarding
quality information in the monograph. Note that NNHPD monograph updates regarding safety and/or
efficacy may also impact the quality parameters of an NHP and the FPS.

As areminder, licence amendmentrequirements may also apply when NNHPD monographs are revised for
quality information or revised for safety and/or efficacy information impacting quality (refer to section
7.1.2 on amendments in general). FPS, although not required to be provided in Class |
applications/amendments, must be provided to NNHPD upon request (see also section 5.1.1.6).

Suggestions for revisions to currently published monographs and suggestions for ingredients that should
be the subject of a monograph can be submitted to NNHPD via email (nnhpd-dpsnso@hc-sc.gc.ca). The
email should include the name of the monograph to which amendments are being proposed along with
the rationale and supporting evidence for consideration.

7.3 Discontinuing a product licence

Licence holders are encouraged to notify NNHPD if they no longer require an active product licence (with
NPN or DIN-HM). The Senior Official of the company must request to discontinue the NPN or DIN-HM by
notifying NNHPD. Alternatively, a DPA form must be submitted to NNHPD prior to submitting the request
to discontinue the NPN or DIN-HM; otherwise, the update will not be processed.

A discontinuation request must be submitted to NNHPD via the NHP Discontinuation RequestForm. [ commented [SW6]:

NNHPD will notify licensees viaemail when the request has been processed or if additional information is EinkjrolGGormiintfinallversion

required. Updates to the licence status will be reflected in the LNHPD as “Discontinued”.
NNHPD may also initiate an NPN or DIN-HM discontinuation. Refer to section 7.1.3.2.1.

Once discontinued, licences cannot be reactivated. To gain the authority to sell the product again, the
submission of a new application will be required. The new application will be subject to any new
regulations, policies, procedures, guidance documents and/or service standards in effect at the time of
submission. Revisions to the contact information for a product licence with a status of ‘discontinued’ in
the LNHPD does not need to be provided to NNHPD.

7.4 Post-licensing audit

NNHPD may conduct post-licensing audits for any application at any time. The objective of an audit is to
confirm the validity of the attestation. If there is a discrepancy noted during an audit, applicants will be
notified and requested, through an IRN, to amend their product licence to come into compliance with
applicable NNHPD monographs. Should the applicant fail to address noted deficiencies or withdraw
their application, further compliance actions may be taken.

7.5 Post-licensing market notification
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The market status of a product is now available in the Licensed Natural Health Products Database
(LNHPD) and identifies if a product is “marketed” or “not marketed”, indicating only if the product is
currently available to Canadian consumers.

NNHPD acknowledges that the provision of market status is voluntary. Licence holders are strongly
encouraged to advise NNHPD when their market status changes, in order for post-market surveillance
activities to be as efficient and effective as possible, and enable NNHPD to prioritize post-licence
applications for marketed products benefiting Canadians.

Licence holders can provide the updated market status through the NHP market notification web form.
Updates must be provided by the senior official of the company. Alternately, a Designated Party
Authorization (DPA) form must be submitted to the NNHPD prior to submitting the market status
update; otherwise the update will not be processed. Once processed, the licence holder will be notified
via email and the market status updates will be reflected in the LNHPD once processed.

7.6 Post-licensing NNHPD initiated activities

Prior to seeking regulatory action, NNHPD may provide licence holders with an opportunity to address
post-licence concerns (e.g. safety or administrative) identified for licensed products through the
issuance of a Post Licence Request Notice (PLRN). The PLRN provides a timeline for a response that is
determined by NNHPD, which may vary depending on the potential risk posed by the product, the
complexity of the information requested, the urgency of the issue, the impacted sub-population, and
other factors.

A PLRN may requestspecific changes/modifications to the productlicence and/or its labelling in order to
address the identified concern. The licensee may revise their product licence to address the concern by
submitting a post-licence amendment or notification using the ANF tool.

Examples of post-licence concerns include, but are not limited to:

e changesmade to an ingrediententry in the NHPID that must be reflected in affected licensed
products;

e updates to a monograph affecting a licensed product;

e discovery of new information or restrictions specific to an ingredient or product that impacts the
safety of a licensed product;

e theidentification of administrative errors duringlicensing;

e complaints received regarding a licensed product that identify a potential safety issue; and

e product updates resulting from safety assessments.

Please note that any new productlicence applications that an applicant has in queue may be put on hold
due to outstanding post-licence non-compliant observations that have not been addressed or corrected.

The PLRNis not the only tool used by Health Canada toaddress a post- licence issue. NNHPD may also
issue regulatory notices as outlined in sections 16 to 20 of the NHPR, if a safety concern, or other
alleged contravention of the NHPR or FDA is identified for a licensed product.

In the event that a licensee receives a regulatory notice from NNHPD’s Risk Management Division and
is requested to update the product licence information by submitting an amendment or notification,
applicants must use the ANF tool and identify the application as “in response to a notice issued by the
NNHPD Risk Management Division”. The ANF and revised label, if applicable, must be submitted as
per the instructions provided in the PLRN.
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The assessment of post-licence issues identified by Health Canada, and any resulting amendments
required from the licence holder, are not subject to the service standards outlined in this document.
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Requirements

Application type

Class |

Class Il or Il

Class 111

Compendial

Amendment

General

Traditional

Amendment

Homeopathic

Amendment

Notification

Natural Health Product
Licence Application form

v

Not applicable

v

v

Not applicable

v

Not applicable

Not applicable

Amendment and

changes

changes

changes

i v i i v i v v
Notification Form Not applicable Not applicable Not applicable Not applicable
Workload Management ’
- e Not applicable | Not applicable 4 v 4 v 4 Not applicable
(optional) (optional) (optional) (optional) (optional)

Ifapplicable to Ifapplicable to Ifapplicable to Ifapplicable to

Label text 4 the proposed v v the proposed v the proposed the proposed
changes changes changes changes
Summary Report
(Evidence, Safety and/or Not applicable If applicable Recommended Recommended Recommended Recommended Recommended Not applicable
Quality)
See section See section
i v v v v v i

Evidence 5114 5114 Not applicable
Animal Tissue Form (if v v v v v v v v
applicable)

Ifapplicable t Ifapplicable t Ifapplicable t
Finished Product See section tspp cable ; v v thapp cable do v t;pp cable do Not licabl
SpeEieions 5116 e propose! e propose! e propose! ot applicable

v’ - Required

All information and data submitted in supportof a PLA for an NHP, will be retained by Health Canada in accordance with the retention requirements of

the Library and Archives of Canada Act
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For Class Ill applications, a summary report is strongly recommended, especially when the application contains
information where it is not readily apparent how that information would link to the NHP. For products
associated with medicinal ingredients/claims, it is helpful if each piece of evidence is linked to the specific
medicinal ingredient(s)/claim(s).

When including information for each piece of evidence provided, consider answering the following questions,
where applicable:
e s the source material and method of preparation for the ingredient used in the evidence identical

or comparable to ingredient in the product?

e Isthe ingredient daily dose administered higher, lower or identical to the one provided by the
product in the application?

e Isthe subpopulation included in the evidence comparable to the subpopulation for the product?

e Are the study’s primary or secondary objectives directly linked to the recommended uses for the

product?
Evidence What does the evidence
Medicinal Recommended Daily (including description of the MI support?
Ingredients Dose (include single (source material); dose; supported Safety Efficacy
(m1) dose if relevant) claim(s) if any; duration and risk
+any comments) Yes | No | Yes | No
Evidence #1
XX mg/day e
MI#1 name (extract information/ Evidence #2
potency if any) e
Please insert as many lines as needed
Evidence #1
YY mg/day
E 2
MI#2 name (extract information/ vidence #
potencyifany) |
Please insert as many lines as needed
Evidence #1
27 me/day e
MI#3 name (extract information/ Evidence #2

potency if any)

Please insert as many lines as needed
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Appendix Il - Attestation to NNHPD monographs

Monograph parameters

When attesting to a monograph, the PLA must match the monograph content exactly or fall within its
parameters. The following parameters of a monograph must be met upon attestation:

1. Proper name

The proper name must be chosen from one of the options provided in the monograph.
2. Common name

The common name must be chosen from one of the options provided in the monograph.
3. Source material

The source material must be chosen from the options provided in the monograph. More than one
source material is acceptable, provided that all source materials listed on the PLA form reflect the
same dose and/or use or purpose on the referenced monograph.

4. Route of administration

The route of administration must be chosen fromthe options provided in the monograph. Please see
the NHPID Controlled Vocabulary for a description of the routes of administration.

5. Dosage form

The dosage form must reflect the route of administration for the product and be chosen from the
options provided on the monograph, where applicable, or as outlined in the Compendium of
Monographs. Food-like dosage forms are not acceptable (e.g., bars, chewing gums, or beverages).

e Please note that an NHP in a modified formulation (e.g., liposomal, phytosomal, etc.) intended to
improve the bioavailability and/or absorption of its medicinal ingredients is not considered
equivalent to an NHP in a non-liposomal/phytosomal formulation or conventional dosage
form. Therefore applicants cannot attest to a monograph for the safety and efficacy of an
ingredient unless the monograph specifically states that such formulations are acceptable.
Products with liposomal/phytosomal formulations or any other formulation with enhanced
bioavailability must be submitted through the appropriate application type (e.g. “General”
application type) with specific evidence to support the corresponding formulation/dosage form.

6. Recommended use or purpose

Claims have been identified for each monographed ingredient based on NNHPD's evaluation of the
safety and efficacy data. Applicants may choose one or more claims provided in the monograph.
Applicants must ensure that any conditions surrounding the claim (dose, source material, etc.) are
met.

7. Dose

The single and/or daily dose(s) must fall within the range, or be equal to that, indicated in the
monograph. The dose indicated on the monograph may be specific to:

e Subpopulation
o Allmonographs are intended for adults, unless otherwise specified.

¢ Method of preparation
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o Must be chosen fromthe list of acceptable methods, if indicated. Furthermore, to make
a traditional use claim, the method of preparation must be one that was traditionally
used. Please see the Pathway for Licensing Natural Health Products Used as Traditional
Medicines guidance document for a list of traditional methods of preparation.

e Potency

o Whenamonograph includes potency, it must be included inthe PLA, unless otherwise
specified.

o The inclusion of a potency when not permitted by the monograph is not acceptable for
attestation.

e Frequency

o The frequency must be the same as or fall within the range of the frequency on the
monograph, when specified. When the monograph specifies a divided dose, the
frequency mustbe more than once daily. If no frequency is specified, the applicant may
select an appropriate frequency.

e Directions of use

o Where specified, all directions of use must be included in the PLA, as applicable.
Duration of use
When the monograph includes a duration of use, it must be included on the PLA, as applicable.
Risk information
All risk information contained in the monograph must be included in the PLA, as applicable.
Non-medicinal ingredients

Only non-medicinal ingredients listed in the NHPID may be used with an appropriate excipient
purpose. Any applicable restrictions indicated in the database must be met.

The presence of non-medicinal ingredients without conditions on the Cosmetic Ingredient Hotlist:
Prohibited and Restricted Ingredients (the hotlist) indicates that there are potential safety issues
with these ingredients. If the hotlist indicates that additional evidence is required for an ingredient
orif an ingredientis listed with no specified conditions, it is not permitted in a Class | topical product.
If the hotlist specifies certain conditions for an ingredient, or label requirements, it is the
responsibility of the licence holder to ensure that the ingredient meets the conditions outlined.

Requirements for non-medicinal ingredients are outlined in the following documents: Quality of
Natural Health Products Guide, Pathway for Licensing Natural Health Products Making Modern
Health Claims, Pathway for Licensing Natural Health Products Used as Traditional Medicines and the
Evidence for Homeopathic Medicines.

Storage conditions

When the monograph includes storage conditions, they must appear on the product label as per
section 87 of the NHPR.

Specifications

Note that certain monographs include additional specifications relevant to that ingredient or
product. This information must be considered when establishing product specifications.
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Attesting to multiple monographs

When attesting to more than one NNHPD monograph in support of safety and/or efficacy of a Class Il or Il
product, monograph conditions of use (duration of use, risk information, etc.) must be omitted in the
following situations:

e Sub-population-specific risk information is not required if the product is not indicated for that
sub-population

o E.g. the risk statement "Consult a health care practitioner prior to use if pregnant or
breastfeeding" is not required for a product indicated for an "adult male" sub-
population.

e The riskinformation being omitted is considered less stringentand covered by the risk
information required by another monograph attested to within the application:

o E.g. "Consult a health care practitioner if you are pregnant or breastfeeding" is
considered less stringent and covered by "Do not use if you are pregnant or
breastfeeding".

e The duration of use being omitted relates to the efficacy of the claim and is shorter than the
duration of use relating to efficacy required by another monograph attested to within the
application:

o E.g. "Use fora minimum of 3 months to see beneficial effects” relates to the efficacy of
the claim and is shorter than "Use for a minimum of 6 months to see beneficial effects."

e The duration of use being omitted relates to the safety of the medicinal ingredient and is longer
than the duration of use relating to safety required by another monograph attested to within the
application.

o E.g. "Consult a health care practitioner for use beyond 1 month" relates to the safety of
the medicinal ingredient and is longer than "Consult a health care practitioner for use
beyond 1 week."

Applicants omitting conditions of use in a Class Il or Ill application within the situations described above must
still attest to the monograph for all other monograph parameters that are met.

Position on “Statements to the effect of”

The use of “statements to the effect of” is not permitted in Class | applications. The use of “statements to
the effect of” will continue to be permitted in Class Il and Ill applications. applications that make use of
statements that deviate from the exact wording provided in monographs must be submitted as a Class Il or Il
application.
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Appendix IV —Service Standards

o . Regulatory Service
Application Type Type.o.fNot.lce Iss.ued.at Assessment Decision Issued Standards
Administrative Verification
Stage
Compendial Notice of Refusal - No Not Product Licence 60
CLASS | Class | acknowledgement notice Applicable or Calendar
Amendment | applies for this class Notice of Refusal Days
General
Traditional Not Product Licence %0
CLASS 1l ) or Calendar
Applicable
Class Il Notice of Refusal Days
Amendment Application
General Acknowledgement
or
Traditional Notice of Refusal 180 Product Licence | 210
CLASS 111 Homeopathic Calendar or Calendar
Days Notice of Refusal | Days
Class Il
Amendment
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Appendix V - Post Licence Changes and Associated Regulatory

Requirements

V - Required

A - May be required depending on the proposed change
*Fundamental Changes require a new application. Requirements for evidence and Finished Product
Specifications must be submitted with the new application.

Type of Change

Recommended dose

Change to amount of dosage unit

Change to frequency

Change to sub-population group

Change to directions of use appearing on the label
Recommended duration of use

Lengthening the recommended duration of use
Shortening the recommended duration of use

Risk information shown on any label

Deletion of risk information

Addition of risk information

Modification of risk information

Recommended use or purpose

Modification to the recommended use or purpose
Deletion of part of the recommended use or purpose
Addition to the recommended use or purpose

Source material of any medicinal ingredients

Regulatory Safety & Finished
Requirement Efficacy Product
Evidence Specifications

Amendment v _
Amendment N _
Amendment v _
Amendment A _
Amendment v _
Amendment A _
Amendment v _
Notification A _
Amendment A _
Amendment A _
Amendment _ _
Amendment v

Natural Health Products Management of Applications PoIicyI 42




Change to the part or tissue used

Change to the source material from a monograph
source to a source not listed on a monograph

Change of source within a monograph

Change from a source not listed on a monograph to a
source listed on a monograph

Change of source material to an animal-derived source

Change to information submitted on the Animal Tissue
Form

Change to the salt or derivative used

Change to the strain used

Amendment

Amendment

Amendment

Amendment

Amendment

Amendment

Amendment

Amendment

A

v

Changing any of medicinal ingredients to or from being synthetically manufactured

Change from being synthetically manufactured to a
natural ingredient

Change from a natural source to a synthetically source
Potency of any medicinal ingredients

Addition of a potency

Deletion of a potency

Change in the potency

Amendment

Amendment

Amendment

Amendment

Amendment

Change affecting safety and efficacy (other than those listed in paragraph 11(h))

Change in manufacturing information

Amendment

Change to the quantity of a medicinal ingredient per dosage unit

Decrease in quantity

Increase in quantity

Addition or substitution of a medicinal ingredient

Fundamental
Change

Fundamental
Change

A*

A*

Unclassified / Non classifié

‘l*

‘/*
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Fundamental
Adding a medicinal ingredient Vv* v*
Change
Fundamental
Removing a medicinal ingredient A* v*
Change
Substituting a medicinal ingredient for one not already Fundamental . .
found in the product Change
Dosage form
Fundamental
Change in the dosage form v* v*
ge ! g Change
Recommended route of administration
. . . Fundamental
Any change in route of administration v* _
Change
Removal of a test method set out in the specifications
Any removal of test methods in the specification Amendment _ v
Modification of a test method set out in the specifications
Any modification to test methods in the specification Amendment v

Change to information submitted under paragraphs 5 (a) and 5 (b)

Change in the name of the Product Licence holder or

. Notification _ _
applicant
Change in ownership of the Product Licence Notification _ _
Mergers between companies Notification _ _
Change of Senior Official Notification _ _
Change of title, phone number, fax number, e-mail Notification
address or mailing address of Senior Official - -
Change of contact person for the application Notification

Change to information submitted under paragraphs 5 (a) and 5 (b) (Continued)

Change of title, phone number, fax number, e-mail
address or mailing address of the contact person for Notification
application
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Change of company name for Regulatory Affairs

Notificati

Information in Canada otification - -

Change to contact information for Regulatory Affairs -

L Notification

Information in Canada - -

Information provided under section 22

Addition of a manufacturer, packager, labeller, .

. - Notification

importer or distributor - -
No need to

Removal of a manufacturer, packager, labeller, .

importer or distributor communicate - -
with NNHPD

Addition or substitution of a non-medicinal ingredient

Changing to a different ingredient in the NHPID Notification _ _

Sale under a brand name other than one submitted under paragraph 5 (e)
The addition or modification of a brand name Notification _ _

Finished product specification changes (not affecting the safety and efficacy of the product)

Changing the brand name from one listed on the licence  No need to

to another brand name listed on the licence communicate _ _
with NNHPD

Addition of a test method No need to
communicate _ _
with NNHPD

Narrower limits No need to
communicate _ —
with NNHPD

Changing to a test method that is more precise, No need to

accurate, specific or sensitive (without decreasing the communicate _ —

other three factors) with NNHPD

Changing the finished product physical description No need to
communicate _ _
with NNHPD

Change to product markings, involving a change in No need to

embossing, debossing, or engraving (except communicate _ _

scorelines/break lines) (e.g., plain tablet to engraved, with NNHPD

engraved to plain, change in engraving) or a change in
imprinting (e.g., plain tablet/capsule to imprinted
tablet/capsule
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Change in scoring configuration

Change in shape or dimensions of tablets, capsules,
suppositories or pessaries as long as safety and efficacy
are not impacted

Unclassified / Non classifié

No need to
communicate
with NNHPD

No need to
communicate
with NNHPD

Pre-market quality information (changes not affecting the safety and/or efficacy of the product)

Change in standard (e.g. USP grade, manufacturer’s
standard) declared for a medicinal ingredient

Change to shelf-life for the finished product

Finished product pharmacopoeial standard change if
amendment testing requirements are not triggered, and
safety and efficacy are not affected

Medicinal Ingredient Quality

Changes in test methods, protocols and acceptance
criteria on the raw material specification for a medicinal
ingredient

Change in the raw material specification for the
medicinal ingredient to comply with an updated
Schedule B pharmacopoeial monograph or change to
House Standard

Change in the batch size for the medicinal ingredient or
for a continuous process

Change in the primary container closure system(s) for
the storage and shipment of the medicinal ingredient

Change in the re-test period (or shelf-life) for the
medicinal ingredient

Change in the labelled storage conditions for the
medicinal ingredient, involving: addition/deletion of a
cautionary statement or relaxation/tightening of a
temperature criterion (e.g., from 15-25° C to 15-30°C)

Stability Program

No need to
communicate
with NNHPD

No need to
communicate
with NNHPD

No need to
communicate — -
with NNHPD

No need to
communicate
with NNHPD

No need to
communicate
with NNHPD

No need to
communicate
with NNHPD

No need to
communicate
with NNHPD

No need to
communicate
with NNHPD

No need to
communicate _ —
with NNHPD

Natural Health Products Management of Applications PoIicyI 46




Unclassified / Non classifié

Change to the post-approval stability protocol or No need to
stability commitment communicate _
with NNHPD
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Glossary

Adverse reaction (or known adverse reaction)

A noxious and unintended response to a natural health product that occurs at any dose used to test for the
diagnosis, treatment or prevention of a disease or for modifying an organic function. Examples include
flushing, nausea, diarrhea and constipation.

Applicant

The company in whose name the NHP application is submitted and the Product Licence will be registered (the
applicant will be referred to as the licensee once a licence has been granted or amended). For Product
Licence Applications, the licensee/applicant is not necessarily the company that fabricates the product (e.g.,
may be the distributor of the product or the importer, etc.).

Brand name

A name in English or French, whether or not itincludes the name of a manufacturer, corporation, partnership
or individual (a) that is used to distinguish the natural health product; and (b) under which a natural health
product is sold or advertised. The brand name may or may not include a trade name.

Common name

For any medicinal or non-medicinal ingredient contained in an NHP, the name by which it is commonly
known and is designated in a scientific or technical reference.

Compendial

An application type used on the PLA form for Class | products which meet all parameters of an individual
NNHPD monograph.

Directions of use

How the product should be taken. This may include time of administration, or administration with respect to
food or drink.

Discontinuation
An action taken by a licence holder or by NNHPD to remove the active status of a NPN or DIN-HM.
Discontinued

A discontinued NPN is a once valid authorization issued by Health Canada for a natural health product, that has
since been officially withdrawn and relinquished by the product’s licence holder. The date of discontinuation
is when the manufacturer last sold its NHP for distribution, not when it is last sold at retail.

Dosage form

The final physical form of the NHP which may be used by the consumer without requiring any further
manufacturing.

Dose

The amount of finished productin dosage form used for the recommended purpose, including any directions
of use. The dose is represented as the amount of dosage units, the frequency of use, and directions for use, if
any, by a sub-population group.

Duration of use
The time frame in which an NHP can be consumed safely for its intended purpose.
Efficacy

The extent to which a specific intervention, procedure, regimen or service produces a beneficial re
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ideal conditions.
Extract

A substance prepared by treating a plant or a plant material, an alga, a bacterium, a fungus, or non-human
animal material with solvents or pressure to remove any constituents.
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Finished product
A product that has undergone all stages of production, including packaging in its final container and labelling.
Finished product specifications

Quality standards for an NHP that contains the information described in section 44(2) of the NHPR which
includes tests, references to analytical procedures and appropriate tolerance limits which are numerical
limits, ranges or other criteria for the tests described. Specifications establish the criteria to which a finished
product should conform in order to be considered acceptable for its intended use.

Frequency
How often the product is to be taken in a given time or time interval (e.g. 3 times daily).
General Application

An application type used on the PLA form for products formally categorized as non-traditional applications
and for all products which cannot be classified into the Compendial (Class 1), Traditional, and Homeopathic
application types.

Good manufacturing practices

Measures to ensure an overall effective approach to product quality control and risk management. They
apply to places, people, processes and products with respectto which activities are being conducted. Refer to
Part 3 of the NHPR and the Good Manufacturing Practices for Natural Health Products Guidance Document.

Health claim
See “Recommended use or purpose”.
Homeopathic Application

An application type used on the PLA form for products categorized as homeopathic medicines (See
Homeopathic Medicine).

Homeopathic medicine
To be considered a homeopathic medicine, a product must meet two criteria. It must be:

(1) Manufactured from, or contain as medicinal ingredients, only substances referenced in a homeopathic
monograph in one of the following homeopathic pharmacopoeias, as they are amended from time to time:

e Homeopathic Pharmacopeia of the United States (HPUS)

e Homoopathische Arzneibuch (HAB) or German Homeopathic Pharmacopoeia
e Pharmacopée frangaise or French Pharmacopoeia (PhF)

e European Pharmacopoeia (Ph.Eur.)

e Encyclopedia of Homeopathic Pharmacopoeia (EHP)

(2) Prepared in accordance with the methods outlined in one of the homeopathic pharmacopoeias listed
above, as they are amended from time to time.

Importer

A person who imports a natural health product into Canada, for the purpose of sale. This would include bulk
natural health products.

Ingredient

A single substance that is a component part of any product formulation.
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Kit
A kit is defined as a package containing more than one NHP OR a combination of one or more NHPs and one

or more foods, cosmetics or medical devices that is intended to have a combined benefit, e.g. overarching
claims or brand name.

Label

Includes any legend, word or mark attached to, included in, belonging to or accompanying an NHP. Products
must be labelled in both official languages.

Refer to Part 5 of the NHPR and the Labelling Guidance Document.

Licensee
See “applicant”.
Manufacturer

A person who fabricates or processes a natural health product for the purpose of sale, but does notinclude a
pharmacist or other health care practitioner who, at the request of the patient, compounds a natural health
product for the purpose of sale to that patient.

Master File

An NHP Master File may be submitted, when a company would like to submit confidential information on
behalf of another company (e.g. supplier submitting confidential manufacturing information on behalf of a
manufacturer).

Medicinal ingredient

Any substance set out in Schedule 1 of the NHPR that is intended to provide pharmacological activity or other
direct effect in: (a) the diagnosis, treatment, mitigation, or prevention of a disease, disorder or abnormal
physical state or its symptoms in humans; or (b) restoring or correcting organic functions in humans; or (c)
modifying organic functions in humans, such as modifying those functions in a manner that maintains or
promotes health.

Natural Health Product

A substance set out in Schedule 1 of the Regulations or a combination of substances in which all the
medicinal ingredients are substances set out in Schedule 1,ahomeopathic medicine or a traditional medicine
that is manufactured, sold or represented for use in: (a) the diagnosis, treatment, mitigation or prevention of
a disease, disorder or abnormal physical state or its symptoms in humans; (b) restoring or correcting organic
functions in humans; or (c) modifying organic functions in humans, such as modifying those functionsin a
manner that maintains or promotes health.

However, a natural health product does not include a substance set out in Schedule 2 of the Regulations or
any combination of substances that includes a substance set out in Schedule 2.

NNHPD monograph

A written description of particular elements on an identified ingredient or product. The Compendium of
Monographs is comprised of single and product monographs to be used to support the safety and efficacy of
the medicinal ingredient(s). Single ingredient monographs indicate only one medicinal ingredient, while
product monographs indicate multiple ingredients or describe the conditions of use for a product category.

Non-medicinal ingredient

A non-medicinal ingredient is defined as any substance that is added to a product to confer suitable
consistency or form to the medicinal ingredients (suitable as per dosage form and route of administration).
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Non-medicinal ingredients:

e should not exhibit pharmacological effects;

e should not have any effect contradictory to the product's recommended purpose;

e should not exceed the minimum concentration required for the formulation;

e should not adversely affect the bioavailability, pharmacological activity, or safety of the
medicinal ingredients; and

e should be safe.
NPN/DIN-HM

A Natural Product Number (NPN) is an eight (8) digit numerical code assigned to each natural health product
approved to be marketed under the NHPR. The Drug Identification Number for Homeopathic Medicines (DIN-
HM) is an eight (8) digit numerical code assigned to each homeopathic medicine approved to be marketed
under the NHPR.

Proper name
In respect of an ingredient of an NHP, a proper name refers to one of the following:
e if the ingredient is a vitamin, the name for that vitamin set out in item 3 of Schedule 1;

« ifthe ingredientis a plant or a plant material, an alga, a bacterium, a fungus, a non-human animal
material or a probiotic, the Latin nomenclature of its genus and, if any, its specific epithet; and

* ifthe ingredientis other than one described in paragraphs (a) or (b), the chemical name of the
ingredient.

Potency

The amount per dosage unit of the standardized component that further characterizes the quantity of the
ingredient. Potency may reflect the active constituent, a marker compound or the “activity” of the medicinal
ingredient.

Quantity
The amount of medicinal ingredient(s) per dosage unit.
Quantity crude equivalent

The amount of crude dried or fresh material (amount of original material) from which the ingredient was
extracted (per dosage unit).

Recommended conditions of use

As defined in section 1(1) of the NHPR, ‘conditions of use’ or ‘recommended conditions of use’ for a natural
health product include:

e itsrecommended use or purpose;

e its dosage form;

e jtsrecommended route of administration;

e itsrecommended dose;

e itsrecommended duration of use, if any; and

e itsrisk information, including any cautions, warnings, contraindications or known adverse
reactions associated with its use.

Recommended use or purpose

A statement that indicates the intended beneficial effect of an NHP when used according to the
recommended dose, duration of use and route of administration listed on the label.
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Regulatory decision

In the context of this document, a regulatory decision refers to the assessment of a Product Licence
Application, including post-licensing applications, resulting in the issuance of a Product Licence or Notice of
Refusal.

Risk information
Any cautions and warnings, adverse reactions and contraindications associated with the use of the NHP.
Risk Management Plan (RMP)

A document that describes a set of pharmacovigilance activities and interventions designed to identify,
characterize, prevent or minimize risks related to drug products, and the assessment of the effectiveness of
those interventions (adopted from the European Medicines Agency definition of a Risk Management System).

Route of administration

The method by which the NHP is to be delivered to the body. Routes of administration include, but are not
limited to: oral, buccal, dental, nasal and topical.

Safety

The ability for a natural health product to produce a beneficial health outcome, outweighing the risk
associated with using it, in humans, according to the recommended conditions of use.

Senior Official

The principal contact person for the licensee/applicant, to whom regulatory mail is sent. This is not the
contact person for product application-specific questions, but the person who will represent the company.

Site
A place of or for an activity specified under the NHPR.
Source material

The substance from which the medicinal ingredient as defined in Schedule 1 of the NHPR was prepared or
derived. There may be multiple sources for a medicinal ingredient.

Specifications
A description of an NHP that contains the information described in section 44(2) of the NHPR.
Submission coordinator

The Regulatory Project Officer assigned to coordinate a PLA through the assessment process. In order to
contact the Submission Coordinator, applicants should follow the instructions provided in the IRN
communication.

Submission number

The six-digit processing number assigned to an individual application, including post-licensing applications.
The submission number should be referenced in all correspondence and enquiries referring to the product
application.

Sub-population group

The group to which the NHP is targeted (may be more than one) that may require differentdosing from the
standard. For example, most NHPs are for adults, but seniors or children may take them at different doses.

Traditional application

An application type use on the PLA formfor products categorized as traditional medicines (See Tradidi
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Medicine).
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Traditional medicine

A medicine based on the sum total of knowledge, skills and practices based on the theories, beliefs and
experiencesindigenous to different cultures, used in the maintenance of health, as well as in the prevention,
diagnosis, improvement or treatment of physical and mental illness. This definition is one modified from the
World Health Organization Traditional Medicine Program, recognizing traditional medicines at their core as
ancient medical practice that existed in human societies before the application of modern science to health
and that have evolved to reflect different philosophical backgrounds and cultural origins.

Withdrawal

An action taken by the applicant to remove an application from the application review process.
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Acronyms

ANF — Amendments and Notification Form

ATF — Animal Tissue Form

DIN-HM —Drug Identification Number-Homeopathic Medicine
DPA — Designated Party Authorization

FPS—Finished Product Specifications

IRN — Information Request Notice

LNHPD - Licensed Natural Health Products Database

MAP — Management of Applications Policy

MI — Medicinal ingredient

NHPID — Natural Health Products Ingredients Database
NHP-MF — Natural Health Product Master File

NHPR — Natural Health Products Regulations

NHPs — Natural Health Products

NNHPD — Natural and Non-prescription Health Products Directorate
NPN — Natural Product Number

PLA —Product Licence Application

RMP — Risk Management Plan

ROEB — Regulatory Operations and Enforcement Branch

SEAR — Safety and Efficacy Assessment Report
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