Guidance Notes for Holders of the
Certificate for Clinical Trial and Medicinal Test

Part A:

All holders of the Certificate for Clinical Trial and Medicinal Test
(“the Certificate”) should comply with the following requirements

(1) For Certificate holders conducting medicinal tests, they should :

1  Ensure that the investigational proprietary Chinese medicine (“pCm”) is only used for
conducting the medicinal test referred to on the Certificate and is not to be used for sale
or any other purposes except in the case where the pCm has been approved for
registration by the Chinese Medicines Board (“CMB”) of the Chinese Medicine Council
of Hong Kong under the Chinese Medicine Ordinance (Cap. 549);

2 Retain the usage record of the investigational pCm for inspection when deemed
necessary;

3 Inform the CMB in writing of any change in the medicinal test protocol; and

4 Submit, as soon as possible, a summary of the test results, the usage record of the
investigational pCm and disposal method of the remaining investigational pCm upon
completion of the test (the form at Annex | may be used).

(2) For Certificate holders conducting clinical trials, they should:

1 Ensure that the investigational product is only used for conducting the clinical trial
referred to on the Certificate and is not used for sale or any other purposes, except in the
case where the pCm has been approved for registration by the CMB under the Chinese
Medicine Ordinance (Cap. 549);

2  Ensure that the clinical trial is conducted in compliance with the Good Clinical Practice
for Proprietary Chinese Medicines (“GCP”) and retain the usage record of the
investigational product and documents specified in the “Documentation retained for
clinical trial” (Appendix Il of GCP) for inspection when deemed necessary;

3 Report to the Chinese Medicine Regulatory Office of the Department of Health of all
local drug-related safety reports, i.e. Adverse Drug Reactions (“ADR”) reports:
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(a) For ADRs that are serious N1 and unexpected IN°*21 report as soon as possible

(the form at [Annex 1] may be used);

(i) Fatal or life-threatening unexpected ADRs should be reported to the Chinese
Medicine Regulatory Office of the Department of Health as soon as possible
but no later than 7 calendar days after first knowledge by the sponsor that a
case qualifies, followed by a report as complete as possible within 8
additional calendar days. This report must cover an assessment of the
importance and implication of the findings, including relevant previous
experience with the same or similar medicinal products.

(i)  Other serious, unexpected ADRs that are not fatal or life-threatening should
be reported to the Chinese Medicine Regulatory Office of the Department of
Health as soon as possible but no later than 15 calendar days after first
knowledge by the sponsor that the case meets the minimum criteria for
expedited reporting [Note3],

(b) For non-serious and expected ADRs, it should be reported as a brief summary at
the conclusion of the trial.

4 Submit a yearly progress report and a clinical trial final report at the end of the trial.
The forms at [Annexes Il and I1VV] may be used;

5 Inform the CMB in writing before terminating the clinical trial and provide the reasons
for termination; and

[Note 11 Serious ADR or adverse event:
A serious adverse event (experience) or reaction is any untoward medical occurrence that at any dose:
results in death, is life-threatening, requires inpatient hospitalization or prolongation of existing
hospitalization, results in persistent or significant disability/incapacity, or causes congenital
anomaly/birth defect of foetus.
Medical and scientific judgment should be exercised in deciding whether expedited reporting is
required in other situations, such as important medical events that may not be immediately life-
threatening or result in death or hospitalization but may jeopardize the patient or may require
intervention to prevent one of the other outcomes listed in the definition above. These events should
also be considered serious in general. Examples of such events include intensive treatment in an
emergency room or at home for allergic bronchospasm; blood dyscrasias or convulsions that do not
result in hospitalization; or development of drug dependency or drug abuse.

[Note 2] Unexpected ADR:
An adverse reaction, the nature or severity of which is not consistent with the existing product
information (e.g. investigator’s brochure for an unapproved investigational medicinal product, or
information leaflet or package insert of an approved medicinal product).

[Note 31 Minimum criteria for expedited reporting:
- an identifiable patient;
« a suspect medicinal product;
- an identifiable reporting source;
« an event or outcome that can be identified as serious and unexpected; and
« for which, in clinical investigation cases, there is a reasonable suspected causal relationship.
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6 Inform the CMB in writing at least 1 month prior to the effective date of the proposed
variation, together with the relevant supporting documents, of any amendment, addition
or deletion of the documents or information (e.qg. clinical trial protocol, informed consent
form, investigator’s brochure, etc.) submitted during the application for the Certificate.
If the variation of information relating to the Certificate requires approval from the Ethics
Committee of the institution conducting the trial; the approval letter should be submitted
with the application for variation. No variation should be implemented prior to the
receipt of the CMB acknowledgement in writing that the variation is recorded (see “Part
B” for details).

[Note: In cases where the variation of information is unforeseeable by the Certificate
holder, he should inform the CMB in writing within 3 working days of first knowledge
of that variation, together with supporting documents to substantiate the application and
justifications on why the variation was unforeseeable. Please note that the CMB will
examine whether the clinical trial is conducted in compliance with the GCP and the trial
subjects are protected and determine whether the Certificate is still valid.]

Please submit all forms/reports/documents to the following address:
Chinese Medicine Regulatory Office,

Department of Health,

16/F, AlA Kowloon Tower, Landmark East,

100 How Ming Street, Kwun Tong, Kowloon.

Fax: 2319 2664
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Part B:

Guidance notes on Application for variation of information
after obtaining the Certificate for Clinical Trial and Medicinal Test

According to section 129 of the Chinese Medicine Ordinance, for the purpose of facilitating
the conduct of a clinical trial or medicinal test of any proprietary Chinese medicine, the CMB
may, upon application, issue a Certificate. On submission of the documents, information,
samples and other materials required by the CMB and upon payment of the prescribed fee,
the CMB may issue the Certificate which shall be subject to such conditions as it thinks fit.

After the issuance of a Certificate, if the Certificate holder intends to vary any information or
documents submitted during the application for the Certificate should follow the
arrangements below:

1 Notify the CMB

(@) After a Certificate is issued, if the Certificate holder requires to amend, add or delete
documents or information provided to the CMB for assessment, i.e. to vary any
documents or information (e.g. the clinical trial protocol, informed consent form,
investigator’s brochure, etc.) submitted during application for the Certificate, he
should inform the CMB in writing at least 1 month prior to the effective date of the
proposed variation together with supporting documents.

(b) If the variation of information requires approval from the Ethics Committee of the
institution conducting the trial, the Certificate holder should also submit the
corresponding approval letter.

(c) If the variation of information involves amendments to the particulars set out on the
Certificate, e.g. name and correspondence address of the Certificate holder, the
Certificate holder should return the Certificate and provide a written declaration that
he is willing to cancel the original Certificate obtained in accordance with section 129
of the CMO after the application for variation of information is approved by the
CMB.

(d) If the variation of information is unforeseeable by the Certificate holder, he is
required to inform the CMB in writing of the variation, together with supporting
documents and justifications for the unforeseeable variation, within 3 working days
after first knowledge.
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(e) Written notices and the required supporting documents addressed to the CMB should
be submitted to the Chinese Medicine Regulatory Office of the Department of Health
by post or by hand during office hours.

Address: 16/F, AIA Kowloon Tower, Landmark East,
100 How Ming Street, Kwun Tong, Kowloon
Office hours:  Mondays to Fridays — 9:00 a.m. to 5:30 p.m.
Saturdays, Sundays and general holidays — closed

2 Processing applications for variation of information

Upon receipt of an application, the Chinese Medicine Regulatory Office of the
Department of Health will issue an acknowledgement letter to the Certificate holder
confirming that the application is being processed.  No variation should be
implemented prior to the receipt of the CMB acknowledgement in writing that the
variation is recorded.

[Note: In cases where variation of information is unforeseeable by the Certificate holder,
the CMB will examine whether the clinical trial is conducted in compliance with the
GCP and the trial subjects are protected and determine whether the Certificate is still
valid.]

3 Announcing application results
(@ When CMB approves the application for variation of information:
(i) The Certificate holder will receive a written notification; or

(i)  When the variation of information involves amendments to the particulars set
out on the Certificate, e.g. name and correspondence address of the
Certificate holder, the Chinese Medicine Regulatory Office of the
Department of Health will issue a General Demand Note to the Certificate
holder.

(iii) The Certificate fee is HK$79. The Certificate holder can make payment
according to the payment methods stated in the General Demand Note.

(iv)  Upon payment of the Certificate fee, an updated Certificate and the written
notification for the approval will be issued and sent by registered post. The
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Certificate holder may also collect the Certificate and notification letter in
person.

(b) When the CMB refuses an application for variation of information, the Certificate
holder will receive a notice for refusal of the application for variation of
information with reasons of refusal stated thereon.

4 Flowchart on processing of applications

A flowchart on processing of applications for variation of information is shown in
Figure 1.

5 Enquiries

For enquiries about the content of this Guidance Notes, please contact the Chinese
Medicine Regulatory Office of the Department of Health by phone or by fax:

Enquiry hotline: 3904 9130
Fax number: 2319 2664
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Summary of recent findings (especially information about risks associated with the research )
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Figure 1

Flowchart on Processing of Applications for Variation of Information made by
Holders of the Certificate for Clinical Trial and Medicinal Test (*“the Certificate™)
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