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Background and basis of the quality and equivalence assessment

It is the purpose of this document to allow an independent assessment of products on the market, to
validate that the product available for sale today (current product) is essentially the same as the product
used in published clinical trial(s) (reference product).

It is well recognized that natural health products, due to their natural source and often complex active
components, are highly variable in their chemical composition and medicinal action. Therefore, products
appearing to contain the “same substance” cannot be considered equivalent without significant

evidence to support their quality and equivalence.

The quality of natural health products is defined by starting product (raw material) and process of
manufacture (Key statement from NHSF White paper “Equivalence and Quality Principles”) to finished
product. Equivalence can then be assessed to determine the comparative relationship to product that
has been clinically trialled. This may include providing data that establishes a bridge between current
batches and batches used in clinical trials in the past.

Important parameters which influence the quality throughout the value chain of a natural health product
can be utilized to establish the equivalence of products. The endpoint is a statement that the current
batch of the product that is being submitted by the applicant has the same quality and manufacturing as
the batch of the product which was used in a published clinical trial, i.e. both products are essentially the
same. Additionally, it is required that there is independent assessment that efficacy is not impacted if
there are any variations in the product in future, either through a regulatory process or via independent
assessment of the Natural Health Science Foundation.

Please note that if you cannot paste the required information into the form, please attach the relevant file
to your application and name the document at the end of the form.
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Name of Product:
Name of Applicant Company:
Date:

Title of Pivotal Clinical Trial:

1.0 Market Authorisation Status of the Product

The availability of applicant product in defined markets is an indication of the safety of the product. The
product has met all the authority requirements for market access and is sold in defined market (to be
agreed), therefore it is deemed safe.

In case, the product maintains a medicine registration by the NHSF’s list of “specific evidence regulatory
authorities™ and is actively marketed that country, the registration number must be provided. The assessor
may accept this registration number as adequate documentation to support 2.0 - 5.0 (however,
additional documentation such as a registration certificate and other documents may be requested by
the assessors).

*A “Specific evidence regulatory authority” is defined as countries where variations of manufacturing
process need to be actively communicated to the regulator: European Union countries (under EMA
guidelines), Switzerland, United Kingdom (THR), Japan and South Korea.

Is the product approved by countries in the NHSF’s list of “specific evidence regulatory authorities”
and currently marketed there

vess O no O

1.1 If YES then please identify the country and provide the registration number.

Country Reg No.

Then go to

1.2 If NO, please list one or two leading markets where the product is approved and currently

marketed

Regulatory Level (Prescription Documentation
medicine, OTC medicine, dietary (please provide the currently
supplement, traditional medicine, valid registration number)
food, Other)
Other
Other

What is/are the active ingredient(s) in the product?

1. 2.

3. 4,

(For each additional active ingredient please provide additional 2.0 Raw Material Equivalence and 3.0
Active Ingredient Equivalence data for each from Page 12 or on a separate Additional Actives form)
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Active ingredient:

2.0 Raw Material Equivalence (Herbal Substance)

Requirements:

2.1 Does the herbal substance used for the production of the active ingredient comply with the
requirements of the Good Agricultural Collection Practice (GACP) standard?

ves O no O
Evidence that current product batches are equivalent to the pivotal clinical trial batch

2.2 Do you have evidence (e.g. chromatographic profiles) that the raw material used to produce
the active ingredient corresponds to the pivotal clinical trial batch?

YES O NO O (If YES, provide evidence in the box below and then go to 2.3)

2.3 Do you have evidence (e.g. chromatographic profiles) that the raw material used to produce
the active ingredient corresponds to the Pharmacopoeial Monograph?

YES O NO O (If YES, provide evidence in the box below and then go to
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2.4 If there is a discrepancy due to changes in the Monograph, can you provide confirmation that
each of the product batches corresponds to the edition of the Monograph valid at the time of
production of the respective batch?

YES O NO O (If YES, provide evidence in the box below and then go to[B.0)

2.5 If there is no relevant official Monograph, please provide comparative qualitative assessment
of raw material based on a validated in-house monograph or specification or selected relevant
analytical parameters using HPLC, TLC or other appropriate methods.

(Provide evidence in text box below and go to
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3.0 Active Ingredient Equivalence

Active ingredient comparison between submitted product and clinically trialled product: Assessment of
equivalence of Active Ingredients

Requirements:

3.1 Do you have analytical results of the current batch and clinically trialled batch against the
Pharmacopoeial Monograph to show that the active ingredient in both products corresponds
to the Monograph (e.g. chromatographic profiles)?

YES O NO O (If YES, provide evidence in the box below and then go o

3.2 Do you have proof of equivalency using several batches of APl from different years
demonstrating consistency? (such as when the extract/API used for the manufacture of the
clinical trial sample is too old, or not available anymore)

YES O NO O (If YES, provide evidence in the box below and then go to[3.5)
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Active ingredient:

3.3 In case of discrepancy due to changes in the Monograph, can you confirm that different
batches correspond to the edition of the Monograph valid at the time of production of the
respective batch?

YES O NO O (If YES, provide evidence in the box below and then go to

3.4 If there is no relevant official Monograph, can you provide comparative qualitative assessment
of active ingredients based on a validated in-house monograph or specification or selected
relevant analytical parameters using HPLC, TLC or other appropriate methods?

YES O NO O (If YES, provide evidence in the box below and then go ’ro
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Active ingredient:

3.5 Please provide the manufacturing flow chart of active ingredient of the current product
including extraction process, solvents used, timing, In process quality control (IPQC) and
native DER (Drug Extract Ratio).

(please provide evidence in the box below)

3.6 If the manufacturing process has changed since the time of the clinically trialled batch, provide
justification of any changes in active ingredient manufacture between one current batch and
clinically trialled batch.

N/A O Applicable O (If applicable, provide evidence in the box below)
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4.0 Finished Product Equivalence

Herbal Medicine aspects to be compared between current products and clinically trialled products:
Assessment of equivalence of Herbal Medicine

Requirements:

4.1 Please provide the manufacturing flow chart of the current product to include timing, In-
process quality control (IPQC).

(provide evidence in the box below)

4.2 If the manufacturing process has changed since the time of the reference product, provide

justification of any changes in finished product manufacture between one current batch and
the clinically trialled batch.

N/A O Applicable O (If applicable, provide evidence in the box below)
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4.3 If the formulation of the current batch differs from the one of the clinically trialled batch, please
provide comparative table with justifications of any changes.

N/A O Applicable O (If applicable, provide evidence in the box below)

4.4 If the parameters included in finished product specifications of the current batch differ from the
ones included in the clinically trialled batch, please provide comparative table with
justifications of changes.

N/A O Applicable O (If applicable, provide evidence in the box below)
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4.5 Optional: Any other supporting documents (reports) to demonstrate that the current product
batches and the clinically trialled product batch are equivalent in terms of, for example,
stability or pharmacology, or in case of a different dosage form.

(provide evidence in the box below)

5.0 Post Marketing Surveillance

Requirements:
5.1 Please provide a description of your company process for collection, processing or follow-up of
spontaneous Adverse Drug Reaction (ADR) reports.

(provide evidence in the box below)
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5.2 Confirmation that the company has product periodic safety update reports.

(provide evidence in the box below)

5.3 Confirmation on whether in the last five years, the company has been the subject of a
pharmacovigilance inspection that was conducted by a regulatory agency or an external
auditor or a pharmaceutical company.

ves O o (O

6.0 Form Submission

Please provide a list of the names of all documents you are submitting in addition to this form

Please provide your name, title and contact details of the authorised person that is submitting this
application:

Name
Job Title
Email Address:

Phone
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2.0 Raw Material Equivalence (Herbal Substance)

Requirements:

2.1 Does the herbal substance used for the production of the active ingredient comply with the
requirements of the Good Agricultural Collection Practice (GACP) standard?

ves O no O
Evidence that current product batches are equivalent to the pivotal clinical trial batch

2.2 Do you have evidence (e.g. chromatographic profiles) that the raw material used to produce
the active ingredient corresponds to the pivotal clinical trial batch?

YES O NO O (If YES, provide evidence in the box below and then go to 2.3)

2.3 Do you have evidence (e.g. chromatographic profiles) that the raw material used to produce
the active ingredient corresponds to the Pharmacopoeial Monograph?

YES O NO O (If YES, provide evidence in the box below and then go to[3.0}

APPENDIX
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2.4 If there is a discrepancy due to changes in the Monograph, can you provide confirmation that
each of the product batches corresponds to the edition of the Monograph valid at the time of
production of the respective batch?

YES O NO O (If YES, provide evidence in the box below and then go to B.0)

2.5 If there is no relevant official Monograph, please provide comparative qualitative assessment
of raw material based on a validated in-house monograph or specification or selected relevant
analytical parameters using HPLC, TLC or other appropriate methods.

(Provide evidence in text box below and go toB.0)

APPENDIX

Active ingredient 2 2|Page
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3.0 Active Ingredient Equivalence

Active ingredient comparison between submitted product and clinically trialled product: Assessment of
equivalence of Active Ingredients

Requirements:

3.1 Do you have analytical results of the current batch and clinically trialled batch against the
Pharmacopoeial Monograph to show that the active ingredient in both products corresponds
to the Monograph (e.g. chromatographic profiles)?

YES O NO O (If YES, provide evidence in the box below and then go To

3.2 Do you have proof of equivalency using several batches of APl from different years
demonstrating consistency? (such as when the extract/API used for the manufacture of the
clinical trial sample is too old, or not available anymore)

YES O NO O (If YES, provide evidence in the box below and then go ‘ro
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Active ingredient 2:

3.3 In case of discrepancy due to changes in the Monograph, can you confirm that different
batches correspond to the edition of the Monograph valid at the time of production of the
respective batch?

YES O NO O (If YES, provide evidence in the box below and then go to

3.4 If there is no relevant official Monograph, can you provide comparative qualitative assessment
of active ingredients based on a validated in-house monograph or specification or selected
relevant analytical parameters using HPLC, TLC or other appropriate methods?

YES O NO O (If YES, provide evidence in the box below and then go to[B.5)

APPENDIX

Active ingredient 2 4lrage
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Active ingredient 2:

3.5 Please provide the manufacturing flow chart of active ingredient of the current product
including extraction process, solvents used, timing, In process quality control (IPQC) and
native DER (Drug Extract Ratio).

(please provide evidence in the box below)

3.6 If the manufacturing process has changed since the time of the clinically trialled batch, provide
justification of any changes in active ingredient manufacture between one current batch and
clinically trialled batch.

N/A O Applicable O (If applicable, provide evidence in the box below)

APPENDIX

Active ingredient 2 Slrage
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Active ingredient 3:

2.0 Raw Material Equivalence (Herbal Substance)

Requirements:

2.1 Does the herbal substance used for the production of the active ingredient comply with the
requirements of the Good Agricultural Collection Practice (GACP) standard?

ves O no O
Evidence that current product batches are equivalent to the pivotal clinical trial batch

2.2 Do you have evidence (e.g. chromatographic profiles) that the raw material used to produce
the active ingredient corresponds to the pivotal clinical trial batch?

YES O NO O (If YES, provide evidence in the box below and then go to 2.3)

2.3 Do you have evidence (e.g. chromatographic profiles) that the raw material used to produce
the active ingredient corresponds to the Pharmacopoeial Monograph?

ves O NO O (If YES, provide evidence in the box below and then go to

APPENDIX
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2.4 If there is a discrepancy due to changes in the Monograph, can you provide confirmation that
each of the product batches corresponds to the edition of the Monograph valid at the time of
production of the respective batch?

YES O NO O (If YES, provide evidence in the box below and then go to[B:0)

2.5 If there is no relevant official Monograph, please provide comparative qualitative assessment
of raw material based on a validated in-house monograph or specification or selected relevant
analytical parameters using HPLC, TLC or other appropriate methods.

(Provide evidence in text box below and go to)

APPENDIX

Active ingredient 3 2|Page
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3.0 Active Ingredient Equivalence

Active ingredient comparison between submitted product and clinically trialled product: Assessment of
equivalence of Active Ingredients

Requirements:

3.1 Do you have analytical results of the current batch and clinically trialled batch against the
Pharmacopoeial Monograph to show that the active ingredient in both products corresponds
to the Monograph (e.g. chromatographic profiles)?

YES O NO O (If YES, provide evidence in the box below and then go to

3.2 Do you have proof of equivalency using several batches of APl from different years
demonstrating consistency? (such as when the extract/API used for the manufacture of the
clinical trial sample is too old, or not available anymore)

YES O NO O (If YES, provide evidence in the box below and then go to[3.5)
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Active ingredient 3:

3.3 In case of discrepancy due to changes in the Monograph, can you confirm that different
batches correspond to the edition of the Monograph valid at the time of production of the
respective batch?

YES O NO O (If YES, provide evidence in the box below and then go to

3.4 If there is no relevant official Monograph, can you provide comparative qualitative assessment
of active ingredients based on a validated in-house monograph or specification or selected
relevant analytical parameters using HPLC, TLC or other appropriate methods?

YES O NO O (If YES, provide evidence in the box below and then go ’ro

APPENDIX

Active ingredient 3 4lrage
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Active ingredient 3:

3.5 Please provide the manufacturing flow chart of active ingredient of the current product
including extraction process, solvents used, timing, In process quality control (IPQC) and
native DER (Drug Extract Ratio).

(please provide evidence in the box below)

3.6 If the manufacturing process has changed since the time of the clinically trialled batch, provide
justification of any changes in active ingredient manufacture between one current batch and
clinically trialled batch.

N/A O Applicable O (If applicable, provide evidence in the box below)

APPENDIX

Active ingredient 3 Slrage
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Active ingredient 4:

2.0 Raw Material Equivalence (Herbal Substance)

Requirements:

2.1 Does the herbal substance used for the production of the active ingredient comply with the
requirements of the Good Agricultural Collection Practice (GACP) standard?

ves O no O
Evidence that current product batches are equivalent to the pivotal clinical trial batch

2.2 Do you have evidence (e.g. chromatographic profiles) that the raw material used to produce
the active ingredient corresponds to the pivotal clinical trial batch?

YES O NO O (If YES, provide evidence in the box below and then go to 2.3)

2.3 Do you have evidence (e.g. chromatographic profiles) that the raw material used to produce
the active ingredient corresponds to the Pharmacopoeial Monograph?

YES O NO O (If YES, provide evidence in the box below and then go to[3.0)

APPENDIX
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2.4 If there is a discrepancy due to changes in the Monograph, can you provide confirmation that
each of the product batches corresponds to the edition of the Monograph valid at the time of
production of the respective batch?

YES O NO O (If YES, provide evidence in the box below and then go to

2.5 If there is no relevant official Monograph, please provide comparative qualitative assessment
of raw material based on a validated in-house monograph or specification or selected relevant
analytical parameters using HPLC, TLC or other appropriate methods.

(Provide evidence in text box below and go to@)

APPENDIX
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3.0 Active Ingredient Equivalence

Active ingredient comparison between submitted product and clinically trialled product: Assessment of
equivalence of Active Ingredients

Requirements:

3.1 Do you have analytical results of the current batch and clinically trialled batch against the
Pharmacopoeial Monograph to show that the active ingredient in both products corresponds
to the Monograph (e.g. chromatographic profiles)?

YES O NO O (If YES, provide evidence in the box below and then go To@)

3.2 Do you have proof of equivalency using several batches of APl from different years
demonstrating consistency? (such as when the extract/API used for the manufacture of the
clinical trial sample is too old, or not available anymore)

YES O NO O (If YES, provide evidence in the box below and then go To@
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Active ingredient 4:

3.3 In case of discrepancy due to changes in the Monograph, can you confirm that different
batches correspond to the edition of the Monograph valid at the time of production of the
respective batch?

YES O NO O (If YES, provide evidence in the box below and then go to B9)

3.4 If there is no relevant official Monograph, can you provide comparative qualitative assessment
of active ingredients based on a validated in-house monograph or specification or selected
relevant analytical parameters using HPLC, TLC or other appropriate methods?

YES O NO O (If YES, provide evidence in the box below and then go to

APPENDIX

Active ingredient 4 4lrage
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Active ingredient 4:

3.5 Please provide the manufacturing flow chart of active ingredient of the current product
including extraction process, solvents used, timing, In process quality control (IPQC) and
native DER (Drug Extract Ratio).

(please provide evidence in the box below)

3.6 If the manufacturing process has changed since the time of the clinically trialled batch, provide
justification of any changes in active ingredient manufacture between one current batch and
clinically trialled batch.

N/A O Applicable O (If applicable, provide evidence in the box below)

APPENDIX

Active ingredient 4 Slrage
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