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Version and Review History

Highlights for the

1 N/A (1/04/14 | 01/04/14 | Enforcement of this new SOP
(superseding the previous SOP) for the
purpose of enhancing ethics and scientific
oversight of clinical studies, establishing a
specific mechanism for oversight of phase
I clinical trials, and harmonizing
requirements with other research ethics
committees of the Hospital Authority.

01/07/16 | 01/07/16 01/07/16 | Correction of a typographic error on the
Clinical Study Categorization Form
(Appendix 6). The instruction for an
answer of ‘No’ to Question 7 should be
‘A7 instead of ‘8.

2 01/07/19 | 01/07/19 | 01/07/19 | No change made. Version 2 effective date
extended for 3 months pending updating.

3 01/10/19 | 01/10/19 | 01/10/19 | Update the name of China I'ood and Drug
Administration (“CFDA") to National
Medical Products Administration
(“NMPA™) in Section 1.3.2 (a).

33

4 01/01/21 0101721 01/01/21 | Revise the Term of Chairmanship in
Section 4.3.2.

5 20012/23 19/01/24 | 26/01/24 (1) Updating the name of ICH (1.3.1(b)):
{2) Clarifying the requirements on
declaration of interests (4.5.2); (3)
Clarifying the SOP review frequency
(7.1.2); (4) Clarifying the definition of
phase 1 clinical trials (8.6.2); (5) Adjusting
the SRP arrangements (8.6.5); (6)
Adjusting the requirement for lead
scientific reviewers (8.6.6); (7) Adjusting
the terms used for classification of safety
avents (9.6.2); (8) Updating the fist of
application documents required (Appendix
5); (9) Clarifying some terms used in the
Clinical Study Categorization FForm
(Appendix 6); (10) Correction of some
typo errors.
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Etfective .

6 27/06/24 | 25/09/24 | 14/10/24

(1) Incorporation of the joint research
ethics system and the harmonized review
mechanism for multicentre clinical studies,
and making corresponding adjustments to
the sample notice {or communicating
IRB/REC’s decisions (Appendix §);

(2) Adjusting the turnaround time for
commumcating with reviewers and
investigators on applications/submissions,
(3) Updating the documents required for
initial review (Appendix 3);

(4) Updating the descriptions for the
electronic Clinical Research Lthics
Review Portal;

(5) Adjusting the nunimum records
retention period from 3 to 5 years;

(6) Replacing all references to “subject(s)”
by “participant(s)” in line with the latest
research ethics practice.

7 2171024 ¢ 25/10/24 ) 01/11/24

Delegating the primary responsibility of
scientific evaluation for phase 1 trials to
the Phase 1 Panels of the relevant
[RB/RICs, with the assistance of a SRP if
needed.
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Part A:
Organization
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1.  Establishment, Mission and Standards

1.1 Establishment

1.1.1  Listablishment of IRB/REC: The Institutional Review Board of The University of Hong
Kong/Hospital Authority Hong Kong West Cluster (“HKU/HA HKW IRB”, or
“TRB/REC™ in short) was established by The University of Hong Kong (“HKU”) and
Hospital Authority Hong Kong West Cluster (“HA HKW?™) in accordance with its
terms of reference for overseeing research involving human participants (hereinafter

referred to as “clinical studies™ undertaken by and/or conducted in the premises owned,
managed and/or controtled by HKU and/or HA KW, and/or involving patients and/or
staff thereof as human participants in such clinical studies.

1.1.2  Background of HIKU: HKU is a public university established in Hong Kong under The

University of Hong Kong Ordinance (Chapter 1053 of the Jaws of Hong Kong), which
consists currently of 10 academic faculties, including the Li Ka Shing Faculty of
Medicine and the Faculty of Dentistry that are actively involved tn medical research
and education.

1.1.3  Background of HA HKW: HA HKW is one of the hospital management clusters under

the Hospital Authority (“HA™), a stattory body established under the Hospital
Authority Ordinance {Chapter 113 of the faws of Hong Kong), and is authorized by the
HA to manage the hospitals, ¢linics and medical facilities within HA HKW and to
provide medical services therein to the publie.

1.2 Mission

1.2.1  IRB/REC’s Mission: The mission of the IRB/REC is protecting the rights, safety and
well-being of human participants with respect to their participation in clinical studies

through injtial review and continuous oversight of such clinical studies from the ethical
and scientific perspectives.

1.3  Standards of Establishment and Operations

1.3.1  Core Standards: The IRB/REC is established and operated primarily in comphance with:

(a) the Declaration of Helsinki of the World Medical Association (*Declaration of
Helsinki™);

(b) the International Council for Harmonization of Techmcal Requirements for
Pharmaceuticals for Human Use Guideline for Good Clinical Practice ("ICH
GCP™) (if applicable);
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1.3.2

1.3.3

2.

2.1

2.1

{c) this standard operating procedure (“SOP”), and
(d) the guideline(s) and working manual(s) of the IRB/REC (il any).

Standards under Acereditations or Quality Assurance Schemes: The IRB/REC will also

observe and comply with the standards as required under the relevant accreditation or
quality assurance schemes, such as:

(a) China Good Clinical Practice Guideline for Drug Clinical Trials (“China GCP”),
as required under the clinical trial organization accreditation by the National
Medical Products Administration of China (“NMPA™); and

(b) U.8. Code of Federal Regulations Title 21 Part 56 (“21 CFR 367) about
institutional review boards and Title 45 Part 46 (“45 CFR 46™) about protection of
human participants, as required under the registration with the U.S. Office for
Human Research Protections (“"OHRP™).

Other Applicable Standards: In addition, in performing its responsibililies of ethics and

scientific review and oversight of clinical studies, the IRB/REC may, as it deems
appropriate, take reference of other applicable ethical or scientific principles. such as
those set out in:

(a) the Guideline on Ethics Oversight and Scientific Fvaluation of Phase 1 Clinical
Trials issued by the Consortium on Harmonization of Institutional Requirements
for Clinical Regearch (“CHAIR Phase 1 Guideline™);

(b) the Hospital Authority Guide on Research Ethics for Study Site & Research Ethics
Cominittee (“HA Guide™); and

(c) the Lthical Principles and Guidelines for the Protection of Human Subjects of
Research first drafted by the U.8. National Commission for the Protection of
Human Subjects of Biomedical and Behavioral Rescarch at the Belmont
Conlerence Center and officially created by the former U5, Department of Health,
Sducation, and Welfare in 1979 (“Belmont Report”).

Reference to Other Standards: For the avoidance of doubt, the above is not an

exhaustive list of standards and does not prohibit the IRB/REC {rom complying with

or taking refercnce of other applicable standards.
Governance and Collaboration

Governance Structure

Governance Authority: The IRB/REC is governed by HKU and HA HKW
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(“Governing Body(ies)™), represented by the Dean of HKU Li Ka Shing Faculty of
Medicine and the Cluster Chief Executive of HA HKW .

2.1.2 Governance Enlorcement: Governance of the IRB/REC is enforced through the

Governance Committee (“GC™) under the authorization of the Governing Body(ies).

2.1.3  Composition of GC: The GC is composed of six (6) members, including three (3)
members appointed by each of HKU and HA HKW. The IRB/REC Chairman shall be
an ex-officio member of the GC. The term of membership will be three (3) years. There
1$ no restriction for reappointment.

2.2 Powers and Responsibilities of GC

2.2.1  GC's Responsibilities: The GC has the responsibilities to:

{a) formulate the policies for ethics and scientific review and oversight of clinical
studies (e.g. developing and updating this SOP);

(b) advise the Coverning Body(ies) on the governance and management of the
IRB/REC (e.g. adjusting the organization structure of the IRB/RECY),

(¢) ensure the continuous operation and functioning of the IRB/REC;

(d) oversee compliance of the IRB/REC with this SOP and the relevant standards;

(e) advise the Governing Body(ies) on allocation of resources (including human,
financial and infrastructural resources) to the IRB/REC;

(f) determine and adjust the fees for receipt of applications/submissions and
performance of ethics and scientifte review and oversight;

{g) report to the Governing Body(ies) the status of operation of the IRB/REC and any
significant issue with respeet to the clinical studies under the IRB/REC’s oversight;
and

(h) perform other duties related to oversight of the [RB/REC and clinical studies as
delegated by the Governing Body(ies).

2.2.2  GC's Powers: The GC has the powers to:

(a) interpret this S0P,

(b) access the IRB/REC’s records and documents,

(c) audit the IRB/REC’s composition, operations, records and facilities; and

(d) exercise other authorities related to oversight of the IRB/REC and clinical studies
as delegated by the Governing Body(1es).

2.3 Collaboration under the Joint Research Ethics System
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2.3.1

Joint Research Ethics System: To facilitate the performance of ethics and scientific

oversight of clinical studies with harmonized standards, the HA collaborales with The
University of Hong Kong (“HKU™ and The Chinese University of Hong Kong
(“CUHK™) under a joint research ethics system to establish and operate three rescarch
ethics committees including:

(a) the Hospital Authority Central Institutional Review Board ("HA Central IRB™);

(by the Institutional Review Board of The University of Hong Kong/Hospital Authority
Hong Kong West Cluster ("HKU/HA HKW IRB™); and

(c) the Joint Chinese University of Hong Kong — New Terrilories East Cluster Chinical
Research Fthics Commitice (“Joint CUHK-NTEC CREC”).

The Hospital Authority Head Office Steering Committee on Research Ethics
(“HAREC™), including representatives [rom the three ethics commillees, was
established to formulate and harmonize policies and practice with respect to ethies and
scientific review and oversight of ¢linical studies under the joint research ethics system.

Harmonized Mechanism for Multicentre Clinical Studies: To harmonize and accelerate

the ethics and scientific review process for clinical studies involving multiple study
sites, a harmonized review mechanism was established under the joint research ethics
system. The details arc set out in Section 8.7,

Jurisdiction, Powers and Responsibilities
Activities under Jurisdiction

IRB/RECs Jurisdiction: The IRB/REC shall be responsible for performing ethics and

sclentific review and oversight of clinical studies:

(a) undertaken by HKU and/or HA HKW (and/or the employees/appointees/students
of HKU and/or HA HKW);

(b) conducted wholly or partiaily in the premises owned, managed and/or controlled
by HKU and/or HA HKW, including (but not himiled to} those institutions,
hospitals and climies set out in Appendix 2; and/or

(c) involving the patients and/or employees/appointees/students of J1KU and/or HA
HKW as human participants.

For the avoidance of doubt, a clinical study will fall under the IRB/REC’s jurisdiction
if it fultills any or all of the above condttions, and involvement of organizations or
personnel other than those referred to in Section 3.1.1(a) (e.g. an overseas university or
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a private practitioner in Hong Kong) in a clinical study or performance of part of a
clinical study outside the premises referved to in Section 3.1.1(b) (e.g. recruitment of
participants in the community or performance of imaging assessments in a private
hospital) shall not affect the IRB/REC’s jurisdiction over the study. Notwithstanding
the above, the IRB/REC’s review and approval shall not release a principal investigator
from the responsibility of obtaining other necessary approvals for his/her study (e.g.
management approval from his/her institution/department, regulatory approval through
the Hong Kong Department of Health, or approval by the research ethics committee of
a collaborating institution if required).

3.1.2  Definition of Clinicat Study: For the purpose of this SOP, a clinical study means any

systemalic investigation in any medical or scientific discipline with the objective of
answering question(s) that may contribute to establishment of theory(ies), principle(s)
or generalizable knowledge by processing, analyzing and reporting of information
collected from:

{a) human beings (e.g. randomized controlled trial on a medical product or clinical
procedure, or observational study following the progression of a discase);

(b) identifiable human materials (e.g. genetic analysis of archived human specimens).
and/or

(¢) identifiable human data (e.g. medical chart review or case scrics).

3.1.3  Examples of Medical Products: Medical products may include:
I Y

(n) drugs (e.g. chemical drugs, biological drugs and vaccines),

(b) medical devices (c.g. implants, diagnostic kits and imaging machines);

(¢) Chinese/herbal medicines (e.g. proprietary/traditional Chinese medicines);
() health/nutritional supplements;

(c) cell therapies {e.g. stem cells); and

(f) pene therapies (e.g. viral veetors).

3.1.4 Examples of Clinical Progedures: Clinical procedures may include:

(a) clinical examinations/assessments (e.g. venipuncture);
(b) surgical procedures (e.g. {umor resection);

(¢) nursing procedures;

{d) physiotherapies;

{¢) occupational therapies;

(f) psychotherapies;

(g) behavioral therapies;
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3.1.6

(h) alternative therapies {¢.g. acupuncture);, and
(i) diagnostic imaging methods (e.g. X-ray examination).

Examples of Activities Not Defined as Clinical Studies: For the avoidance of doubt,

clinical studies do not include:

{a) the use of medical products/procedures solely for the purpose of clinical care (e.g.
emergency use of an unregistered drug with a patient in a life-threatening
condition);

(b) evaluation of individual patients’” medical records solely for the purpose of clinical
care;

(¢) investigation of clinical data for quality assurance purpose (e.g. clinical audits);
and

(d) investigation on general statistical information refating to hospital scrvices or
diseasc patterns (e.g. number of hospital admissions per year, year-on-ycar change
in the number of diabetic patients attending a specialist out-patient clinic);

provided that such activities are not intended to form a part of a research project or to
derive a rescarch publication.

Discretion to Review Other Research Projects: Notwithstanding the scope defined

under this Section 3.1, the IRB/REC shall have the discrction to accepl applications for
ethics and scientific review of other research projects of a healthcare nature or otherwise
{e.g. anonymous health survey or research on anonymised patient data) as it deems
appropriate.

Powers and Responsibilities

IRB/REC's Responsibilities: The IRB/REC has the responsibilities to protect the rights,

safety and well-being of human participants with respect to their participation in clinical
studies under its jurisdiction through:

(1) receiving applications for initial review of clinical studies from principal
investigators, performing initial ethics and scientific review of such studies, and
piving its decision(s)opinion(s) on cach application;

(b) performing continuous ethics and scientific oversight during the period of each
approved clinical study and giving its decision{s)/opinion(s);

(c) creating and maintaining necessary records with respect to ethics and scientific
review and oversight of clinical studies;

(d) reporting to the GC the status of operation of the IRB/REC and any significant
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4.

4.1

4.1.1

4.1.2
4,2

4.2.1

(¢)

(H
(2)

issue with respect to the clinical studies under the IRB/REC s aversight;

atlowing and facilitating audits by the GC and inspeciions by competent regulatory
authorities;

promoting the concepts of clinical research ethics; and

performing other duties related to ethics and scientific review and oversight of
clinical studies as delegated by the GC or the Governing Body(ies).

IRB/REC’s Powers: The IRIB/REC has the powers to:

(a)

(b)

()

(8)

request for, collect and review information, documents and materials necessary for
performance of ethics and scientific review and oversight;

recommend modifications to study designs and arrangements on sound ethical or
scientific basis and in line with the IRB/REC s mission,

approve or disapprove clinical studies and give other opinions with respect to the
ethical and scientific aspects of such clinical studies;

suspend or terminate any approved clinical study if unacceptable risk to
participants arises,

audit clinical studies to assess compliance with study protocols, the IRB/REC's
requirements and other applicable standards and requirements;

disclose information of clinical studies to the GC, the Governing Body(ies) and
competent regulatory authoritics; and

exercise other authorities related to ethics and scientific review and oversight of
clinical studies as delegated by the GC or the Governing Body(ies).

Structure and Membership

Organizational Structure

Organizational Components: The IRB/REC consists of:

(a)
(b)
(c)
(d)

a chairman ("Chairman™);

vice/deputy chairmen (“Vice/Deputy Chairmen™),
review panels; and

a secretariat (“Secrctariat™).

Organization Chart; The IRB/RICs organization charl 15 set out in Appendix 3.

Membership

Membership Composition: The IRB/REC shall consist of both genders and with a

Document Reference No. MEU<HEW-IRB/SOPGOI Page 14 of 6§

Version No: 7

Effective Date: 1st November, 2024



424

42.5

4.2.6

4.2.7

minimum of five (3) members, inctuding:

{a) at least one (1) member whose primary expertise or arca of interest is in medical,
clinical or biological scicnces or related disciplines (“Scientific Member”);

(b) at least one (1) member whose primary expertise or areas of interest is not in
medical, clinical or biological sciences or related disciplines (“Non-scientific
Member™); and

(¢) at least onc (1) member who is neither directly affiliated with the Governing
Body(ies) nor the direct family member of any person directly affiliated with the
Governing Body(ies), inespective of the member’s primary expertise or area of
interest (“lndependent Member™).

For the avoidance of doubt, the roles of Non-scientific Member and Independent
Member may be assumed by the same IRB/REC member.

Nomination of Members: The persons eligible to nominate IRB/REC members are

listed on Appendix 4. All nominations shall be submitted to the GC for consideration
and recommendation to the Governing Body(ies) for appeintment, The GC shail
recommend Lo the Governing Body(ies) a suttable number of candidates with a suitable
mix of backgrounds and expertise as appropriate for supporting the IRB/REC’s

responsibilities.

Appointment of Members: The Governing Body(ies) shall consider the candidates

recommended by the GC. All IRB/REC members shall be appointed by the Governing
Body(ies) in writing.

Term of Membership: Bach term of membership will be up to three (3) years. There i3

no restriction for reappointment as long as a member continues to fulfill the relevant
requirements.

Resignation from Membership: Fach member may. at his/her own discretion, resign

from the IRB/REC membership any time by notice in writing to the Chairman,

'ermination of Membership: Membership of the IRB/REC may be terminated by the

Governing Body(ies) anytime in writing il a member no longer fulfills the relevant
requirements (e.g. the applicable conditions set out in Sections 4.2.1 and 4.7.1) or is
deemed by the Governing Body(ies) unsuitable to continue o be an IRB/REC member,

Members’ Responsibilities: An IRB/REC member has the responsibilities to support

accomplishment of the mission and fulfillment of the responsibilities of the IRB/REC
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4.3.

I~

4.3.4

4.3.3

by contributing to cthics and scientific review and oversight of clinical studies, such as:

(a) receiving and reviewing documents and information of clinical studies through the
Secretariat;

(b} participating in IRB/RIEC review meetings:

(c) giving his/her opinions on any application, submission or issue of which he/she
participated in review; and

(d) keeping the information of clinical studies he/she reviewed confidential.

Chairmanship

appointed by the Governing Body(ies).

Term of Chairmanship: Each term of chairmanship will be up to three (3) years. There

i3 no restriction for reappointment ag long as the Chairman continues to be an IRB/REC
member and fulfill the relevant requirements.

Resignation from Chairmanship: The Chairman may, at his’/her own discretion, resigh

from the chairmanship any time by notice in writing to the Governing Body(ies).

Termination of Chairmanship: Chairmanship of the IRB/REC may be terminated by the

Governing Body(ies) anytime in writing if the Chairman no longer fulfills the relevam
requirements or is deemed by the Governing Body(ies) unsuitable to continue to be a
Chairman.

Chairman's  Responsibilities: The Chairman has the responsibilities to support

accomplishment of the mission and fulfillment of the responsibilities of the IRB/REC
by overseeing the IRB/REC’s management and operations, such as:

(2) assigning IRB/REC members to review panels;

(1) managing the Secretariat;

(¢} chairng {ull review meetings (or delegating Vice/Deputy Chairmen to do so on
his/her behalh);

(d) reporting Lo the GC the status of operation of the IRB/RI:C and any significant
issue with respect to the climeal studies under the IRI/REC's oversight;

() Tacilitating audits by the GC and inspections by competent regulatory authorities
(or delegating Vice/Depuly Chairmen or the Secretariat’s staff to do so on his/her
behalf):

(f) participating in HAREC meetings (or delegating Vice/Deputy Chairmen or the
Secretariat’s staff to do so on his/her behalf); and
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4.4

441

442

4.4.3

444

4.4.5

(g) performing other duties related to ethics and scientific review and oversight of
clinical studies as delegated by the GC or the Governing Body(ies).

Chairman’s Powers: The Chairman has the powers to:

(a8) appoint Viee/Deputy Chairmen;

(b) approve this SOP (including its future updates);

(¢) develop and approve working manuals, if needed, to facilitate accomplishment of
the IRB/RECs responsibilities in line with the principles and requivements of this
S0P,

(d) exercise discretion on accepting applications for cthics and scientific review,

(e) initiate audits of clinical studies to assess compliance with study protocols, the
IRB/REC’s requirements and other applicable standards and requirements;

(f) disclose inlormation of clinical studies to the GC, the Governing Body(ics) and
competent regulatory autherities; and

{g) exercise other authorities related to ethics and scientific review and oversight of
clinical studies as delegated by the GC or the Governing Body(ics).

Viee/Deputy Chairmanship

Appointment ol Viee/Deputy Chairmen: The Chairman may appoint any IRB/REC

member as a Vice/Deputy Chairman as he/she deems fit to assist hinvher (o perform
the Chairman’s responsibilities, There is no limitation on the number of Vice/Deputy
Chairmen.

Term of Vice/Deputy Chairmanship: Each term of vice/deputy chairmanship will be up

to three (3) years. There is no restriction for reappointment as long as a Vice/Deputy
Chairman continues to be an IRB/REC member and fulfill the relevant requirements.

Resignation from Vice/Deputy Chairmanship: A Vice/Deputy Chairman may, at his/her

own discretion, resign from the vice/deputy chairmanship any time by notice in writing
to the Chairman.

Termination of Vice/Deputy Chairmanship: Vice/Deputy chairmanship of the

IRB/REC may be terminated by the Chairman anytime in writing if the Vice/Deputy
Chairman no longer fulfills the relevant requirements or is deemed by the Chairman
unsuitable to continue to be a Vice/Depuly Chairman.

Vice/Depuly Chairmen’s  Responsibilities: A Vice/Deputy Chairman  has  the

responsibilitics to support accomplishment of the mission and fulfiliment of the
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responsibilities of the IRB/REC by supporting the Chairman in overseeing the
IRB/REC’s management and operations, such as:

(a) chairing IRB/REC review meetings as delegated by the Chairman;

(by facilitating audits by the GC and inspections by competent regulatory authorities
as delegated by the Chairman;

{c) participating in HAREC meetings as delegated by the Chairman; and

(d) performing other duties as delegated by the Chairman to support fulfillment of the
Chairman’s responsibilities.

Conflicts of Interest of Members

Avoidance of Conflicts of Interest: Conflicts of interest and potential conflicts of

interest may lead to bias in ethics and scientific review and oversight and should be
avoided. An IRB/REC member’s conflicting inlerests in a clinical study may include:

{(a) any proprictary interest 1in the study and/or the investigational
product(s)/procedure(s) (¢.g. patent),

(b) any equity interest in an organization owning the rights to the study and/or the
investigational product(s)/procedure(s) (e.g. stocks and options), execept for
indirect ownership through collective investment schemes (e.g. mutual funds and
mandatory provident funds) in which the IRB/REC member has no control over
the investment strategy;

(c) any financial payment or valuable provided by an organtzation owning the rights
to the study and/or the investigational product(s)/procedure(s) (e.g. donation);

(d} any financial arrangement linking to the study and/or the investigational
product(s)/procedure(s) (e.g. royalty fee);

(&) any decision-making or influential position in an organization owning the rights to
the study and/or the investigational product(s)/procedure(s);

() akey role in the study team (e.g. principal investigator and co-investigator);

(g) membership to the study’s data and safety monitoring committee (“DSMC™),

(h) leadership to the department/division of any of the study’s investigators (e.g. Chief
of Service or Head of department/division); and

(i) a direct family relationship with the principal investigator or any key study team
member (e.g. spouse).

Declaration of Interest: Each IRB/REC member participating in reviewing a study shall,

by completing a Declaration of Interest Form prior to the review, make a declaration of
interests. Any IRB/REC member having a conflict of interest or potential conflict of
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interest thal may affect his/her unbiased evaluation of the study shall not participate in
reviewing the study.

4.6  Confidentiality Obligations of Members

4.6.1 Members' Confidentiality Oblieations: Al the information disclosed to an IRB/REC
member will be deemed confidential and shall not be disclosed to any third party or
used for any purpose other than performing the responsibilities of an IRB/REC member,
save and except for disclosure to the GC, the Governing Body(ies) or the relevant
repulatory authoritics,

4,62 Statement of Confidentiality: Upon acceptance of an appointment as an IRB/REC
member, the member will be required to sign a statement of confidentiality to confirm
his/her agreement to the confidentiality obligations in the IRB/REC.

4.7  Training and Continuous Education for Members

4.7.1  Core Training: IRB/REC members need to acquire knowledge in the core principles of
clinical research ethics and the IRB/REC’s operations, such as by training on:

(a) the Declaration of Helsinki;

(b} the ICH GCP;

(c) this S8OP; and

(d) any applicable guideline or working manual issued by the IRB/REC.

472 Modes of Training; There is no restriction on the modes of training. Examples of
training include participation in workshops/seminars/web-based (raining programs,
sitting for examinations, and setf-learning.

4.7.3  Continuous Education; IRB/REC members are also encouraged to receive continuous
education in respect of ethics and scientific review and oversight of clinical studies.

4.7.4 Training Records: Any relevant training or continuous education received by an
IRB/REC member will need to be documented. The Sceretariat will bhave the
responsibility to maintain training records for all IRB/REC members.

5. Compositions and Functions of Review Panels

Al Review Panels in the IRB/REC

5.1.1 Existing Review Panels: The IRB/RECs responsibilities of ethics and scientific review
and oversight shall be performed by its review panels. The existing review panels
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inclade:

(a) a Standard Review Panel! (“Standard Pancl™);
(b) an Expedited Review Panet (“Expedited Panel™); and
{(c) aPhase 1 Clinical Trials Review Panel (“Phase T Panel”).

5.1.2 Members’ Participation in Review Panels: Each IRB/REC member may be delegated

Lo joitt one or more review panels,

5.1.3 Adiustment to Review Panels: The GC may, as it deems appropriate, reorganize the

existing review panels, establish new review panels or make adjustments 1o the review
panels’ compositions or functions.

5.2 Standard Review Panel

52.1 Standard Panel’s Responsibility: The Standard Panel is responsible for performing

initial ethics and scientific review of clinical studies assigned for initial review through
“Channel A as determined by the clinical study categorization mechanism stipulated
in Section 8.3, and continuing review of subsequent applications/submissions that
require full review by the Standard Panel as determined by the IRB/REC according to
this SOP.

5.2.2 Composition of Standard Panel: The Standard Panel shall consist of both genders and

with a minimum of five (5) members, including:

(a) at least one (1) Scientific Member;
(b) at least one (1) Non-scientific Member; and
{c) atleast one (1) Independent Member,

For the avoidance of doubt, the roles of Non-scientific Member and Independent
Member may be assumed by the same IRB/REC member,

5.2.3 Chairman’s Authority_to_Assien Members to Standard Panel: The Chaimman and

Vice/Deputy Chairmen shall be members of the Standard Panel. Subject to compliance
with the minimum requirements stipulated in Section 5.2.2, the Chairman may assign
any number of IRB/REC members to the Standard Panel.

53  Expedited Review Panel

53.1 Expedited Panel’s Responsibility: The Expedited Panel is responsible for performing

initial ethics and scientific review of clinical studies assigned for initial review through
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“Channel B” as determined by the clinical study categorization mechanism stipulated
in Section 8.3, and continuing review of subsequent applications/submissions that are
eligible for expedited review as determined by the IRB/REC according to this SOP.

5.3.2  Composition of Fxpedited Panel: The Expedited Panel shall consist of a minimum of
three (3) members, including at least two (2) Scientific Members.

5.3.3  Chairman’s Authority to Assign Members to Expedited Panel: The Chairman shall be
a member of the BExpedited Panel. Subject to compliance with the minimum
requirements stipulated in Section 5.3.2, the Chairman may assign any number of
IRB/REC mentbers to the Expedited Paned,

5.4  Phase i Clinical Trials Review Panel

54.1 Phase I Panel’s Responsibility: The Phase 1 Panel is responsible for performing initial
ethics and scientific review and oversight of phase 1 clinical trials assigned for initial
review through “Channel C™ as determined by the clinical study categorization
mechanism  stipulated in Section 8.3, and continuing review of subsequent
applications/submissions that require full review by the Phase | Panel as determined by
the IRB/REC according to this SOP.

5.4.2 Composition of Phase | Panel: The Phase | Panel shall consist of both genders and with
a minimum of five (5) members, including:

{a) at lcast one (1) Scientific Member;

(b) at lcast one (1) Non-scientific Member; and

(c) at least one (1) Independent Member.

For the avoidance of doubt, the roles of Non-scientific Member and Independent
Member may be assutned by the same IRB/REC member.,

54.3 Training lor Phase 1 Panel Member: Phase 1 Panel members need to acquire extra
knowledge in reviewing and overseeing phase | clinical trals (in addition to those
required under Section 4.7.1), such as by training on the CHAIR Phase 1 Guideline.

5.4.4 Chairman’s Authority lo Assign Members to Phase 1 Panel: Subject to compliance with
the minimum requirements stipulated in Sections 5.4.2 and 5.4.3, the Chairman may
assign any number of IRB/REC members to the Phase 1 Panel.

6. Secretariat
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6.1

6.1.1

6.1.2

0.1.3

6.3

6.3.1

Accountability and Composition of Secretariat

Accountability to Chainman; The Sceretariat is directly accountable to the Chairman.

IRB/REC Secretary: The IRB/REC shall designate a stafl member of the Secretariat to
assurne the role of an IRB/REC secretary (“Scerctary”, irrespective of the job title

assigned) who shall take charge of the Secretariat’s responsibilities and supervise other
staff members of the Secretanat.

Secretariat Staff Composition: The Secretariat’s staff composition will be determined

by the Chairman and the GC as they deem appropriate.
Responsibilities of Sceretariat

Secretariat’s Responsibilities: The Secretariat has the responsibilities to support

accomplishment of the mission and fulfiliment of the responsibilities of the IRB/REC
by providing professional management and administrative support to the IRB/REC and
the GC, such as:

(2) facilitating membership management (e.g. facilitating appointment of IRB/REC
members, Chairman and Vice/Deputy Chairmen, and maintaining an updated
membership list),

(b) facilitating review, updating and maintenance of this SOP and other relevant
guidehines and working manuals;

(¢) receiving applications/submissions relating to clinical studies;

(d) facilitating initial review of clinical study applications by the IRB/REC (e.g. setting
up review meetings, preparing meeting agendas and minutes, and taking required
follow-up actions);

(e) facilitating continuous oversight of clinical studies by the IRB/REC (e.g. collecting
and arranging for review of amendments/changes, new information,
deviations/compliance incidents, safety reports, progress reports and final reports);

(f) maintaining rccords of ethics and scientific review and oversight (e.g. initial
applications, review meeting minutes and approval letters);

(g) facilitating audits by the GC and inspections by competent regulatory authorities,

(h) providing administrative support to the IRB/REC and the GC; and

(i) performing other duties related to ethics and scientific review and oversight of
clinical studies as delegated by the Chairman.

Confidentiality Obligations of Secretariat Staff

Secretarial Staff"s Confidentiality Obligations: All the information disclosed to the
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6.3.

38

6.4

6.4.1

6.4.2

6.4.3

6.4.4

7.1

7.1.1

7.1.2

Secretariat’s stafl’ will be deemed confidential and shall not be disclosed to any third
party or used for any purpose other than performing the responsibilities of the
Secretariat, save and except for disclosure to the GC, the Governing Body(ies) or the
relevant regulatory authorities.

Statement of Confidentiality: Upon acceptance of an appointment as a Secretarial staff

member, the staff member will be required to sign a statement of confidentiality to
confirm his/her agreement to the confidentiality obligations in the IRB/REC.

Training and Continuous Education for Sceretariat Staff

Core Training: The Secretariat’s key staff members need to acquire knowledge in the
core principles of clinical research ethics and the IRB/REC’s operations, such as by
training on:

{a) the Declaration of Helsinki;

(by the ICH GCP;

(¢) this SOP; and

(d) any applicable guideline or working manual issued by the IRB/REC.

Modes of Training: There is no restriction on the modes of training, Examples of

training include participation in workshops/seminars/web-based {raining programs,
silting for examinations, and self-leaming.

Continuous Education: The Secretariat’s staff members are also encouraged Lo receive

continuous education in respect of ethics and scientific review and oversight of clinical
studies.

Training Records: Any relevant training or continuous education received by a staff

member of the Secretariat will need to be documented. The Secretariat will have the
responsibility to maintain training records for all its sta(f members,

Quality Assurance
Standard Operating Procedure, Guidelines and Working Manuals

Approval of SOP: This SOP is approved by the Chairman. The originally signed copy

shall be kept by the Secretariat.

Review of SOP: This SOP will be reviewed by reviewer(s) delegated by the Chairman

or the GC about every three (3) years. Additional reviews may be performed as decmed
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required by the Chairman or the GC.

7.1.3 Updating of SOP: The Chairman and the GC will duly consider the recommendations
by the reviewer(s) in order to finalize an updated SOP. Whether or not any change 13
made to the SOP,

(a) the version and review history at the front part of the SOP shall be updated;

(b) the updated SOP shall be approved by the Chairman by signing on the cover page;
and

(c) the originally signed copy shall be kept by the Secretariat.

7.1.4  Guidelines and Working Manuals: The IRB/REC may, as it deems required, develop
and maintain guidelines and/or working manuals to supplement this SOP. The
Chairman shall have the authority to approve guidelines and working manuals. In the
event of any conflict or inconsistency between a guideline/working manual and this
SOP, this SOP shall prevail.

7.2 Aundits and Inspections

7.2.1 Responsibility to Facilitate Audits/Inspections: The IRB/REC will allow and facilitate
audits by the GC and inspections by competent regulatory authorities on the IRB/REC’s
composition, operations, records and facilities on reasonable request. An
audit/inspection will be performed by auditor(s) delegated by the GC or by inspector(s)
delegated by the competent regulatory authority.

7.2.2  Preparation for Audits/Inspections: Any request for audit/inspection shall be made to
the Chairman. Upon receipt of a request, the IRB/REC will:

(a) verify the legittimacy of the request;

(b) designate a person to take charge of the audit/inspection:

{c) liaise with the auditing/inspection body on the scope, schedule and arrangements
for the audit/inspection;

(d) make all necessary documents, records and materials available for the
audit/ingpection; and

{e) do other preparation as necded.

7.2.3  Facilitation of Audits/Inspections: During an audit/inspection, the IRB/REC will:

(a) confirm the identity(ies) of the auditor(s)/inspector(s) at the start of the
audi/inspection;
(b) cooperate with the auditor(s)/inspector(s) to facilitate a smooth audit/ingpection;
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and
(¢) monitor the audiling/inspection process and record any sigmificant issue or [inding
from the audit/inspection.

724 lollow-up on Audits/Inspections: After completion of an audit/inspection, the
IRB/REC will:

(@) collect a written audit/inspection report from the auditor(s)/Inspector(s);

{b) respond Lo the auditing/inspection body on any issue or finding highlighted in the
audit/inspection report;

(¢) lake proper follow-up action(s) with respect to cach issue or finding;

(d) issue a follow-up report to the auditing/inspection body upon completion of all
follow-up action(s) if so required by the auditing/inspection body; and

(c¢) keep a complete record for the audit/inspection.

7.3 Registration with 1.5, OHRP

7.3.1  Registration with OHRP: As required under U.8. regulations, any organization that

wishes to be involved in any clinical study fonded by the U.S. (ederal government or
any U.8. governmental agencies (e.g. the U.S. National Institutes of Health ("NIH™))
must use ethics committee(s)institutional review board(s) registered with the OMRF
for review and oversight of its ¢linical studies. To gqualify the Governing Body(ies) to
participate in such U.S.-funded clinical studies, the IRB/REC has registered with the
OIIRP.

7.3.2 Compliance with OHRP Requirements: Under the requirement of the registration with

the QOHRP. the IRB/REC will need to observe and comply with the applicable
requirements for registration, including:

(a) 21 CFR 56 about institutional review boards; and
(b) 45 CFR 46 about protection of human participants,

7.3.3  Maintenance of Registration: The IRB/REC will need to continuously maintain a valid

registration, in particular:

(a) aregistration must be renewed every three (3) years; and

(b) any change of registration information regarding the IRB/REC™s Chairman or
contact person (e.g. the Secretary) must be updated within ninety (90) calendar
days after the change occurs.
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Part B:
Operations
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8.1

8.1.1

8.1

3

8.2

8.2.1

3.2.2

Initial Review
Initial Review as a Mandatory Requirement

Obiective of Initial Review: An initial IRB/REC review is the ethics and scientific

review by the IRB/REC prior to initiation of a proposed clinical study. The objective is
to cvaluate the ethical and scientilic aspects of a proposed clinical study in order to
protect the rights, safety and well-being of human participants who may or will
participate in the study.

Requirement for Prior Approval: The IRB/REC's initial review and prior written

approval is a mandatory requirement for initiation of any clinical study under the
IRB/REC’s jurisdiction as stipulated in Section 3.1.

Application for Initial Review

Principal Investigator_as Applicant: Submitting an application 1o the IRB/REC for

imtial review of a clinical study is the responsibility of the study’s principal investigator
(who shall act as the applicant under the application). For the purpose of an application,
the principal investipator of a study is the investigator who takes the final responsibility
for the conduct of the study at his/her study site and shall be an
employee/appointec/student of the Governing Body(jes) (irrespective of any other title
assigned to him/her in the study).

Submission ol Applications: All applications shall be submitted through the Secretariat.

Principal investigators are required to observe the review meeting schedule and
application submission deadlines announced by the IRB/REC from time to time for the
purpose of time planning, and shall comply with the IRB/REC’s requirements in
compiling and submitting their applications.

Application Documents: EFach application shall include (but not limited to) the

documents required as listed on Appendix 5. The IRB/REC may request for additional
documents, information or clarification as it reasonably deems required, and has the
right to refuse performing an initial review if an application is incomplete and/or
insufficient information is made available to the IRB/REC.

Categorization of Clinical Studies and Assignment of Review Channels

Principles of Study Cateporization: To enhance the efficiency and effectivencss of

initial reviews, the IRB/REC adopts a risk categorization approach by categorizing
clinical studies based on six groups of risk lactors including:
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8.3.3

834

8.4

8.4.1

{a) involvement of human participant recraitment;
(b) participant vulnerability;

(c) participant assignment methods;

(d) involvement of medical products;

(¢) involvement of clinical procedures; and

() study designs.

Mechanism for Studv Categorization and Review Channels: The detailed mechanism

for categorization of clinical studies is set out on the “Clinical Study Categorization
Form™ set out in Appendix 6. Principal investigators are required to complete and
submit the form together with cach application for initial review. Upon receipt of an
application, the Secretariat will assess the information on the form and arrange for
initial review through one of the following review chanuels:

(2) Channel A: Full review by the Standard PPanel
(4) Channe! B: Expedited review by the Expedited Panel
(¢) Channel C: Full review by the Phase | Panel

Chairman’s_Authority to_Assign Review Channgl: Notwithstanding the result of

categorization under the aforesaid mechanism, the Chairman or a Viee/Deputy
Chairman shall have the authority to:

(a) re-assign an application for expedited review if the study is a multicentre study
which has already been approved by any research ethics committec under the HA,
and no substantial difference is anticipated with respect to protection of the rights,
safety and well-being of participants whether the study i3 conducted by the
applying principal investigator or by another approved principal investigator; or

(b) re-assign an application for review through any of the other channels at his/her
reasonable discretion.

Continuing Review through the Review Channels: Unless otherwise specified in this

S0P, continuing review of submissions for approved clinical studies will also be
performed through the aloresaid review channels in accordance with the requirements
detailed in Section 9.

Full Review by Standard Pancl

Meeting  Schedule: The Standard Panel shall  perform full review of

applications/submissions by holding regular review meetings at a frequency as the
IRB/REC determines, and ad hoc review meelings as the IRB/REC deems necessary.
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8.4.3

8.4.4

8.4.5

8.4.0

8.4.7

The Sccretariat will use ils endeavors to work out and make accessible to the
investigators an updated meeting schedule for the regular review meetings, together
with the submission deadlines corresponding to the meetings, at least for the two (2)
subsequent meetings at any point of time to facilitate time planning by investigators for

their upcoming studies.

Quorum_and Composition of Reviewers: The quorum for a Standard Panel review

meeting is five (5) and the composition of the reviewers participating in a review
meeting shall fulfill the minimum requirements as stipulated i Section 5.2.2. Fach
review meeting will be chaired by the Chairman or a Vice/Deputy Chairman. The
Secretariat will be responsible for inviting Standard Panel members to participate as

reviewers in cach review meeting,

Expert Advisors: The Chairman or Vice/Deputy Chairman may, as he/she decms

beneficial to the review of an applicalion/submission, invite expert advisor(s) to
parlicipate in a review meeting or provide expert advice on an application/submission,
provided that cach expert advisor shall sign a statement of confidentiality. The expert
advisor(s) shall not be eligible to vote for the application/submission.

Pre-meeting Review: For each application/submission assigned for full review by the

Standard Panel, the Secretariat will, prior to the review meeting, send the
application/submission (together with all the relevant documents) to the reviewers at
least five (5) working days before the review meeting for performing pre-meeting
review. The Secretariat may, at its discretion, forward the reviewers' preliminary
opinions, if any, to the principal investipator for consideration before the review

meeting.

Investigator’s Participation in.a Meeting: The Chairman or Vice/Deputy Chairman may,

as hefshe deems beneficial to the review of an application/submission, request a
principal investigator (or his/her designee) to participate and/or present the
application/submission in a review meeting.

Conduct of Meeting: The Chairman or Vice/Deputy Chairman will use his/her

endeavors o facilitate a balanced discussion among the participating reviewers in order
to reach an ethically and scientifically satisfactory decision on each
application/submission.

Scope_of Considerations: In performing a review, the reviewers will evaluate and

discuss the ethical and scientific aspects of the study for the purpose of protecting the
rights, safety and well-being of human participants, and in particular from six key
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8.4.8

8.4.9

§.4.10

dimensions including:

(a) research products/procedures;

(b) study design;

(¢) study execution,

(d) participants’ rights;

(¢) potential research biases; and

() potential liability management.

A list of common considerations corresponding to the six key dimensions is set out in
Appendix 7. For the avoidance of doubt, the said list and the selected items are only
provided for reference but should not be taken as an exhaustive checklist for performing

a review.

Decision by Consensus: The Chairman or Vice/Deputy Chairman will use his/her

endeavors to facilitate the panel’s decision on each application/submission by thorough

discussion and UnANIMOUS CONSENSUS,

Diecision by Voting: In the cvent that a unanimous Cconsensus on  an

application/submission cannot be reached within a reasonable period of discusston, the
Chairman or Vice/Deputy Chairman may at histher discretion call for resolution by
voling. A reviewer may vote for or against an application/submission, or otherwise
abglain from voting. A resolution shall be approved by majority vote of at least 75% of
the reviewers who are eligible to vole [or the application/submission. Any reviewer
who has a conflict of interest or potential conflict of interest in an
application/submission shall make a declaration and is not eligible to vote. The
reviewer(s) dissenting and/or abstaining (together with the reason(s) for
dissenting/abstaining) should be recorded in the minutes.

Types of Decisions: After reviewing an application/submission, the review panel will:

(a) approve the application/submission, if it is deemed fulfilling all the relevant
requirements of the IRB/REC;

(b} disapprove the application/submission, if any fundamental inconsistency exists
between the application/submission and the IRB/REC’s requirements, and such
inconsistency is deemed non-rectifiable;

(c) request the principal investigator to modify the application/submission or to
provide clarification or further information about the application/submission; or

(d) give other opinion(s) or take other action(s) as it reasonably delermines.
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8.4.11 Resolution of Queries: In the event that a request lor modification, clarification or

further information is made by the review panel, the Secretariat will, as soon as possible
and within ten (10) working days from the date of a review meeting (where the day of
review meeting is taken as day 0), send the request to the principal investigator. The
principal investigalor is required to feedback on the request in writing as soon as
possible. The request will be deemed satisfactorily addressed by the principal
investigator if no further comment/query is made by the reviewers within a reasonable
period as determined by the Secretarial. In the event that the principal investigator docs
not feedback on the request within ninety (90) calendar days from the date of the request,
deemed by all the reviewers satisfactorily addressed by the principal investigator,
further gueries may be made to the principal investigator, or the application/submission
may be brought up for discussion in another review meeting.

8.4.12 Notification of Decisigns: The decision on an application/submission will be notified

to the principal investigator by the Chairman or Vice/Deputy Chairman (or designee)
in writing as soon as possible and within ten (10) working days afier the decision is
made (where the day of decision is taken as day 0). A sample notice for communicating
decisions to principal investigators is set out in Appendix 8 for reference.

8.4.13 Documentation of Review: The Secretariat will be responsible for documenting and

maintaining records for review of each application/submission, such as:

(a) review meeting agenda;

(b) review meeting minutes;

(¢) list of reviewers,

(d) each reviewer’s conflicts of interest declaration; and

(e) the decision in wriling (e.g. letter of approval).

8.5 Expedited Review by Expedited Panel

8.5.1 Review Schedule: Expedited review of an application/submission shall be performed
by reviewer(s) in the Expedited Panel upon receipt of the application/submission by the
Secretariat and agsignment of the application/submission for expedited review by the
IRB/REC as per Section 8.3,

8.5.2  Assignment of Reviewer(s): For each application/submission assigned for expedited
review, the Secretariat will send the application/submission (together with all the
relevant documents) to at least one (1) and up (o three (3) reviewers in the Expediled
Panel for review,
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3.5.3

3.5.4

8.5.6

8.5.7

Scope of Considerations: In performing an expedited review, the reviewer(s) will

evaluate the study for the purpose of protecting the rights, safety and well-being of
human participants by taking into account the same ethical and scientilic considerations
as in a full review, and in particular the common considerations set out in Appendix 7.

Decision by Consensus: If an expedited review of an application/submission is
performed by more than one reviewer, the reviewers will use their endeavors to reach
a decision on the application/submission by unanimous consensus. A decision by an
expedited review may be tabled or endorsed in a full review meeting as the IRB/REC

deems required.

Types of Decisions: After reviewing an application/submission, the reviewer(s) will:

(a) approve the application/submission, if it is deemed fulfilling all the relevant
requirements of the IRB/REC;

(b) request the principal investigator to modify the application/submission or to
provide clarification or further information about the application/submission;

(¢) channel the application/submission for full review, if the reviewer(s) has/have a
negative opinion on the application/submission and deem(s) a full review is needed,;
or

(d) give other opinion(s) or take other action(s) as the reviewer(s) reasonably
determine(s).

In no circumstances an application/submission can be disapproved only through an
expedited review,

Resolution of Queries: In the event that a request for modification, clarification or

further information is made by the reviewer(s), the Secretariat will, within ten (10)
working days from the date of the request (where the day of request is taken as day 0),
send the request to the principal investigator, The principal investigator is required to
feedback on the request in writing as soon as possible. The request will be deemed
satisfactorily addressed by the principal investigator if no further comment/query is
made by the reviewer(s) within a reasonable period as determined by the Secretariat. In
the event thal the principal investigator does not feedback on the request within ninety
(90) calendar days from the date of the request, the review may be terminated by the
IRB/REC. In the event that the request is not deemed by all the reviewer(s) satislactorily
addressed by the principal investigator, further queries may be made to the principal
investigator, or the application/submission may be channeled for full review.

Notification of Decisions: The decision on an application/submission will be notified
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8.5.8

8.0

8.6.1

8.6.2

to the principal investigator by the Chairman or Viee/Deputy Chairman (or designee)
in writing as soon as possible and within ten (10) working days after the decision is
made (where the day of decision is taken as day 0). A sample notice for communicating
decisions to principal investigators is set out in Appendix 8 for reference.

Documentation of Review: The Secretariat will be responsible for documenting and

maintaining records for review of each application/submission, such as:

(a) the list of reviewer(s);
(b} each reviewer’s conflicts of interest declarations; and
{¢) the decision in writing (e.g. letter of approval).

Full Review by Phase | Panel

Responsibility of Phase 1 Panel: The Phase 1 Panel dedicales to undertake ethics and

scientific review and oversight of phase 1 clinical trials under the IRB/RECs

jurisciction.

Definition of Phase 1 Clinical Trials: For the purpose of this SOP, a phase 1 clinical

trial means a clinical trial on a novel chemical or biological drug not registered i [ong

Kong (i.e. investigational medicinal product (“I[MP™)) and fulfills any of the following

criteria;

(a) A clinical trial which is designated a phase 1 clinical trial on its protocol.

(b} A clinical tria! on an IMP which is tested in humans for the {irst time.

(c) A clinical trial with only human pharmacology (such as pharmacokinetics (“PK”™)
and pharmacodynamics (“PD™)), toxicity and/or safety (but not efficacy) of an IMP
as its primary objective(s);

(d) A clinical trial which is reasonably deemed by the IRB/REC a phase 1 clinical trial
or equivalent to a phase | clinical trial from the perspective of clinical risk;

provided that, for the avoidance of doubt,

(a) any PK, PD, bioavailability (“BA™) or bioequivalence (“BE™} trial on a chemical
drug (i) with its active chemical entity registered in Hong Kong or any country/place
in the “ICH Region™ and (ii) with the same routc of administration of the
corresponding chemical drug registered in Hong Kong or any country/place in the
“ICH Region™; shall not be regarded as a phase 1 trial under this SOP; and

(b) any clinical trial on a biosimilar that is not registered in Hong Kong and fulfills the
criteria under this Section 8,6.2 shall be regarded as @ phase T trial under this SOP;
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8.6.3

8.64

8.0.3

where the “ICH Region™ refers to the corresponding countries/regions of the ICH's
founding regulatory members, standing regulatory members and regulatory members,

Meeting Schedule: Review of an application/submission for a phase 1 clinical trial will

be performed upon receipt of the application/submission by the Secrctariat and
assignment of the application/submission for full review by the Phasc 1 Panel as per
Section 8.3,

Scientific Review by SRP: If deemed beneficial to the evaluation of a phase 1 ¢linical

trial, the Phase 1 Panel may, at its discretion, reler the application/submission for
scientific review by a Scientific Review Panel (“8RP™) to be formed under the Joint
Scientific Committee for Phase 1 Clinical Trials (“J8C”) established and operated by
the Consorljum on Harmonization of Institutional Requirements for Clinical Research
(“CHAIR™). The IRB/REC may:

(a) form a Scientific Review Panel (“SRP™) in accordance with Section §.6.3 to
perform scientific review of the application/submission; or

() in case the application/submission has already been evaluated by a SRP formed by
another IRB/REC in aceordance with the ISC's SOP, request for that SRP"s written
recommendations from another IRB/REC (instead of forming another SRP as
required under Section §.6.4(a)), subject to completion of a separate Declaration
of Interest Form by each SRP member (as required under Section 8.6.5).

For the avoidance of doubt, a SRP only provides its recommendations to the Phase 1
Panel on the scientific aspects of a clinical study but does not itself approve or
disapprove an application/submission.

Formation of SRP: A SRP shall be composed of at least three (3) members. For each

application/submission assigned for full review by the Phase 1 Panel, the Secretariat
will, on behalf of the Phase 1 Panel, invite any one (1) member from the JSC to be the
lead scientific reviewer. The IRB/REC will then recommend to the lead scientific
reviewer a minimum of two (2) other members from the JSC as scientific reviewers to
form a SRP for the study. In the event that the IRB/REC is unable to identify sufficient
number of suitable and available scientific reviewers from the JSC, the [RB/REC may
recommend suitable candidate(s) to CHAIR for consideration for appointment as J5C
member(s). Any JSC member having a conflict of interest or potential contlict of
interest that may affect hissher unbiased review of the study shall not participate in the
scientific review, To facilitale an invited JSC member to assess if he/she has a conflict
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8.0.6

8.6.7

8.6.8

8.6.9

of interest or potential conflict of interest in the study, the Secretarial will provide basic
information about the study including at least:

(a) the name of the study’s sponsor(s) or coordinating organization(s);
(b) the name or identifying code of the investigational product; and
(¢) the name of the principal investigator and other key study team members.

Transfer of Documents to SRP: Upon formation of a SRP, the Secretariat will provide
to each scientific reviewer a scientific review package (by courer, electronic mail,
facsimile or otherwise) including the relevant scientific information in the
application/submission, such as:

(a) the completed clinical research ethics review application form;

{b) the study protocol,

{¢) the investipator’s brochure and/or other documents detailing the nature, propertics,
pre-clinical data and, if’ available, human data about the investigational product;

(d) the principal investigator’s updated curriculum vitae: and

(e) ascienlific reviewer's conflicts of interest declaration form.

Conduet of Scientific Review by the SRP: The SRP will perform scientific review of

an application/submission based on the JSC's SOP and the relevant parts of the CHAIR
Phage 1 Guideline. The SRP may, as it deems beneficial to the scientilic review, request
for a ieeting with the principal investigator (or his/her designee).

Recommendations by SRP: The Secretanat will use s endeavors to solicit the SRIs

recommendations (or otherwise the SRP’s request for additional information or
clarification) through the lead scientific reviewer within fourteen (14) calendar days
from the day of dispatch of the scientific review package to the scientific reviewers
(where the day of dispatch is taken as day 0). In the event that the SRP requests for
additional information or clarification, the Secretariat will use its endeavors to cotlect
and provide such additional information or clarification to the SRP as soon as
reasonably practicable, and further follow up with the S8RP within fourteen (14)
calendar days from the day of dispatch of such additional information or clarification
to the scientific reviewers (where the day of dispatch is taken ag day 0).

Quorum and Composition of Reviewers: The quorum for a Phase 1 Panel review

meeting is five (5) and the composition of the reviewers participating in a review
meeting shall fulfill the minimum requirements as stipulated in Section 5.4.2. Each
review meeting will be chaired by the Chairman or a Vice/Deputy Chairman {(who is
appointed us a member of the Phase | Panel). The Secretariat will be responsible for
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8.6.10

8.6.11

8.6.12

8.6.13

8.6.14

8.6.15

8.6.16

inviting Phase 1 Panel members to participate as reviewers in each review meeting.

Expert Advisors: The Chairman or Vice/Deputy Chairman may, as he/she deems

beneficial to the review of an application/submission, invite expert advisor(s) to
participate in a review meeting or provide expert advice an an application/submission,
provided that each expert advisor shall sign a statement of confidentiality. The expert
advisor(s) shall not be eligible to vote for the application/submission,

Pre-mecting Review: For each application/submission assigned for full review by the

Phase 1 Panel, the Secretariat will, prior {o the review meeting, send the
application/submission (together with all the relevant documents) to the reviewers al
least five (5) working days before the review meeting (where the day of review meeting
is taken as day () for performing pre-meeting review. The Secretarial may, at its
discretion, forward the reviewers’ preliminary opinions, if any, to the principal
investigator for consideration before the review meeting.

Investieator’s Participation in a Meeting: The Chairman or Viee/Deputy Chairman may.

as he/she deems beneficial to the review of an application/submission, request a
principal investigator (or his/her designee) to participate and/or present the
application/submisgsion in a review meeting.

Conduct of Meeting: The Chairman or Vice/Deputy Chairman witl use his/her

endeavors to facilitate a balanced discussion among the participating reviewers in order
to reach an ethically and scientifically satisfactory decision on each
application/submission.

Scope of Considerations: In performing a review, the reviewers will:

(a) evaluate and discuss the study’s ethical aspects in accordance with the relevant
parts of the CHAIR Phase 1 Guideline and the common ethical considerations set
out in Appendix 7; and

(b) consider the SRIP's recommendations with regpect to the study’s scientific aspects.

Decision by Consensus: The Chairman or Vice/Deputy Chairman will use his/her

endeavors to facilitate the panel’s decision on each application/submission by thorough

discussion and unanimous Consensus.

Decigion by Voting: n the event that & upaninmous consensus on o an

application/submission cannot be reached within a reasonable period of discussion, the
Chairman or Vice/Deputy Chairman may at his/her discretion call for resolution by
voting. A reviewer may vote for or against an application/submission. or otherwise
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8.6.17

8.0.18

8.6.19

8.6.20

abstain from voting. A resolution shall be approved by majority vote of at least 75% ol
the reviewers who are eligible to vote for the application/submission. Any reviewer
who has a conflict of interest or potential conflict of inierest in an
application/submission shall make a declaration and is not eligible to vote. The
reviewer(s) dissenting and/or abstaining (together with the reason(s) for
digsenting/abstaining) should be recorded in the minutes.

Types of Decisions: After reviewing an application/submission, the review panel will:

(a) approve the application/submission, if it is deemed fulfilling all the relevant
requirements of the IRB/REC;

(b) disapprove the application/submission, i’ any fundamental inconsislency exists
between the application/submission and the IRB/REC’s requirements, and such
tnconsistency s deemed non-rectiliable;

{¢) request the principal investigator 1o modify the application/submission or to
provide clarification or further information about the application/submission; or

(d) give other opinion(s) or take other action(s) as it reasonably determines,

Resolution of Queries: In the cvent that a request for modification, clanfication or

further information is made by the review panel, the Secretariat will, as soon as possible
and within ten (10) working days from the date of a review meeting (where the day of
review meeling is taken as day 0), send the request to the principal investigator. The
principal investigator is required to feedback on the request in writing as soon as
possible. The request will be deemed satisfactorily addressed by the principal
investigator if no further comment/query is made by the reviewers within a reasonable
period as determined by the Secretariat. In the event that the principal investigator does
not feedback on the request within ninety (90) calendar days from the date of the request,
the review may be terminated by the IRB/REC. In the event that the request is not
deemed by all the reviewers satisfactorily addressed by the principal investigator,
further queries may be made to the principal investigator, or the application/submission
may be brought up lor discussion in another review meeting.

Notification of Decisions: The decision on an application/submission will be notified

to the principal investigator by the Chairman or Vice/Deputy Chairman (or designee)
in writing as soon as possible and within ten (10) working days after the decision is
made (where the day of decision is taken as day 0). A sample notice for communicating
decisions to principal investigators is set out in Appendix 8 for reference.

Documentation of Review: The Secretariat will be responsible for documenting and

maintaining records for review of each application/submission, such as:
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8.7

8.7.1

8.7.2

8.7.3

(a) review meeting agenda;

(b) review meeling minutes;

(c) list of reviewers (including the reviewers in the Phase 1 Panel and scientific
reviewers in the SRP, if applicable);

(d) each reviewer's conflicts of interest declaration;

(e) the SRP"s recommendations (if applicable); and

(f) the decision in writing (e.g. letter of approval).

Initial Review of Multicentre Studies under Harmonized Review Mechanism

Application under the Harmonized Review Mechanism: For a clinical study involving

multiple study sites (i.e. mullicentre study with 2 or more study sites), the prncipal
investigators of the study sites may opt to make a joint single application for initial
review of the study through the harmonized review mechanism for multicentre studies
as set out below in this Section 8.7 by unanimously assighing one of the principal
investigators as the coordinating investigator and applicant who is responsible for
coordinating with all the principal investigators to submit the initial apphcation. For the
avoidance of doubt, individual principal investigators have the right (o make separate
applications for their own study sites at their discretion for whatever reasons.

Application for Multicentre Study within the Terntory under_the Jurisdiction of the
[RB/REC: For a muliicentre study with all study sites within the territory under the

jurisdiction of the IRB/REC, the coordinating investigator should coordinate with the
other principal investigator(s) to submit one application through the Secrctariatl as
stipulated in Section 8.2, The IRB/REC will categorize and review the application as
stipulated in Sections 8.3 to 8.6 by considering the all the information related to the
study and each study site. The decision on the application shall be addressed to cach
principal investigator in writing and also notified to the coordinating investigator.

Application for Multicentre Studv Across Territories under the Jurisdiction of Different

Research Fithics Committees: For a multicentre study with study sites in multiple

territories under the jurisdiction of different research ethics committees, the
coordinating investipator should coordinate with the other principal investigator(s) to
submit one application under the harmonized 2-level review mechanism which consists

™

of*

(a) Primary Review: A complete initial review performed by the research ethics

commitiee with which the coordinating investigator has primary affiliation
{(“Primary-review Committee™); and
(b) Secondary Review: An expedited review performed by the research ethics
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commitlee with which each other principal investigator has primary affiliation
(“Secondary-review Committee”).

The application should be submitied, through the secretariat, o the Primary-review
Committee which will communicate with the relevant Secondary-review Committee(s)
during the review process.

874 Primary Review under the Harmonized Review Mechanism: The IRB/REC shall

undertake the responsibility of performing a primary review of the study by constdering
all the information refated to the study and all the study sites in the event that it serves
as the Primary-review Committee. The IRB/REC should categorize an application for
{ull review (in accordance with Section 8.4 or 8.6) or expedited review (in accordance
with Section 8.5) based on the risk categorization mechanism stipulated in Section 8.3,
and inform the relevant Secondary-review Committee(s) of the categorization. In the
event that any Secondary-review Committee has a different view on the categorization,
the IRB/REC should discuss and come to a consensus as soon as practicable,

8.7.5 Full Primary Review: In the event of a full primary review, the IRB/REC should, at

least ten (10) working days before a scheduled full review meeting, send the relevant
application documents to each relevant Secondary-review Committee for review. Lach
relevant Sccondary-review Committee is expected to return its comments (if any) at
least one (1) working day before the scheduled full review meeting, and has the right
to delegate a representative o atiend the review meeting as a non-voting attendee. The
IRB/REC shall, by taking into reference the opinions (if any) of the relevant Secondary-
review Committee(s), review the application and make its decision in accordance with
Section 8.4 or 8.6 (as applicable). The decision on an application should be
communicated in writing within ten (10} working days (where the day ol decision is
taken as day 0} to:

(a) the rclevant Secondary-review Committee(s); and
(b) the coordinating investigalor and each principal investigator for each study site
under its jurisdiction.

8.7.6 Expedited Primary Review: In the event of an expedited primary review, the IRB/RLC

should, in parallel of its review, send the relevant application documents to each
relevanl Secondary-review Committee for review. Fach relevant Secondary-review
Committee is expected to retwn its comments (if any) within ten (10) working days.
The IRB/REC shall, by taking into reference the opinions (if any) of the relevant
Sccondary-review Commitiee(s), review the application and make its decision in
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8.7.7

8.7.8

8.79

9.
9.1

9.1.1

accordance with Section 8.5. The decision on an application should be communicated
in writing within ten (10) working days (where the day of decision is taken as day 0) to:

(1) the relevant Secondary-review Committee(s); and
(b) the coordinating investigator and each principal investigator for each study site

under its jurisdiction.

No Ethics Commitiee Shopping: In case an application for a study is disapproved by

the IRB/REC, the study shall not be submitted to another research ethics committee for
review 1o avoid “cthics committee shopping™. Any request for reevaluation shall be
made to the IRB/REC in accordance with Section 11,

Secondary Review: The TRB/REC shall undertake the responsibility of performing an

expedited secondary review of the study by considering all the information related to
the study and the study site(s) under its jurisdiction in the event that it serves as a
Secondary-review Commitice. The [RB/REC may,

(a) give its approval or disapproval in case of an approval/positive opinion by the
Primary-review Committee; or

(b) pive its disapproval in case of a disapproval/negative opinion by the Primary-review
Committee.

The decision on an application should be communicated in writing within ten (10)
working days (where the day of decision is taken as day 0) to:

(a) the Primary-review Committee; and
(b) each principal investigator for each study site under its jurisdiction,

Additional Swdy Site to a Multicentre Study: To include an additional study site under
the jurisdiction of the IRB/REC to a muiticentre study of which the application for
initial review has already been approved or is under processing, the principal
investigator of the additional study site shall submil a scparate application to the
IRB/REC in accordance with Sections 8.2 to 8.6. The harmonized review mechanism
set out in this Section 8.7 will not be applicable.

Continuous Oversight
Importance of Continuous Oversight

Obiective of Continuous Oversight: In addition to an initial review, the IRB/REC has

Document Reference No: i-lI{U-I-{K.W-!R?!/SOP/DD I ” Page 40 of 63
Verston No: 7
Effective Date: st November, 2024



the responsibility to continuously oversee the status of each approved and ongoing
clinical study for the purpose of continuously protecting the rights, salety and well-
being of human participants in the study. This applies to al} clinical studies approved
by the IRB/REC, irrespective of the ways of initial review and approval (i.e. whether
approved by the IRB/REC as standalone applications or in collaboration with other
research ethics committees via the harmonized review mechanism).

9.1.2  Modes of Continuous Qversight: The IRB/REC will perform continuous oversight of
each approved clinical study, until its completion or early termination, by:
(&) regular continuing review,
(b) review of amendments and changes;
(¢} review of new information;
(d) review of deviations and compliance incidents;
(e} review of salety reports; and
(fy final review.
9.2  Reguiar Continuing Review
9.2.1 Frequency of Repular Continuing Review: The IRB/REC shall keep track of the
updated slatus of each approved clinical study through regular continuing review once
a year from the date of the initial approval and during the pertod of the study, or more
frequently if deemed required by the IRB/REC considering the degree of risk of a study.
9.2.2 Progress Report: To facilitate the TRB/REC's continuing review, a principal
investigator shall have the responsibility to submit a progress report on his/her study to
the IRB/REC within one (1) month prior to cach deadline for regular continuing review
by using the IRB/REC s specified form. The progress report shall include updated study
information with respect to the period of review, such as:
(a) the status of the study (e.g. ongoing);
(b) the numbers of participants recruited in, withdrew from and completed the study;
(c) summary of major changes to the study or study personnel;
(d) summary of serious adverse events;
(e} summary of complaints by participants; and
() summary of significant updated information that may affect the safety of
participants or participants’ willingness to continue participating in the study.
9.2.3  Review of Progress Reports: Each progress report will be reviewed by reviewer(s) in
the Expedited Panel through an expedited review process as stipulated in Section 8.5.
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925

92.6

9.3

9.3.1

In the event that the reviewer(s) deem(s) any information in a progress report may be
linked with a substantially higher degree of risk and a full review is required, the
submission will be channeled for full review. In no circumstance a study can be
terminated only by expedited review.

Notification of Decisions: The decision on a submission will be notified to the principal

investigator by the Chairman or a Vice/Deputy Chairman (or designee) in wriling as
soon as possible and within ten (10) working days after the deciston is made. In case
there is not any concern or comment on a progress report, an acknowledgement of
receipt of the submission will be issued 1o the principal investigator.

Reminder by Secretaviat The Sccretariat will send a reminder to the principal

investigator prior to each deadline for regular continuing review. Notwithstanding the
above, principal investigators shall anyhow have the responsibility to submit progress
reports to the IRB/REC whether or not reminders are received from the Secretariat.

Failure to Submit Progress Report; 1n the event that a principal investigator fails to

submit a progress report to the IRB/REC by the deadline for regular continuing review,
the IRB/REC may:

(a) request for suspension of all participant recruitment activities and recruitment of
additional participants into the study;

(b) refuse accepting any new application for initial review ot clinical study submitted
by the principal investigator and his/her participation in any new clinical study
(whether as principal investipator, co-investigator/sub-investigator or otherwise);
and/or

(&) notify the issue to the other research ethics committees under the HA, which may
refuge histher participation in any new clinical study (whether as principal
investigator, co-investigator/sub-investigator or otherwise);

until the progress report is properly submitted and an acknowledgement 1s received
from the IRB/REC.

Review of Amendments and Changes

Implementation of Amendments/Changes: Investigators and study personnel have the

responsibility to adhere to the study protocol and other study documents/materials
approved by the IRB/REC. No amendment or change {0 any approved study
document/material shall be implemented without the IRB/REC’s approval, except:

(a) where necessary to eliminate any immediate hazard to the participants; or
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9.3.2

9.3.4

9.4

0.4.1

9.4.2

(b) if an amendment/change is only of an administrative or logistical nature (c.g.
correction of Lypo errors).

Application for Amendments/Changes: In the event that any amendment or change

needs to be made to any study document/material, the principal nvestigator shall
submit an application for study amendment(s)/change(s) to the IRB/REC by using the
IRB/REC s specified form,

Review of Amendments/Chanpes: The Chairman or a Vice/Deputy Chairman {or

designee) will perform a preliminary review of an application for study
amendment(s)/change(s) and assess the possible change in the degree of risk arising
from  the  proposed  amendmeni(s)change(s).  An  application  for
amendment(s)/change(s) that is/are deemed adding no more than minimal additional
risk to the participants will be reviewed by reviewer(s) in the Expedited Panel through
an expedited review process as stipulated in Section 8.5, In the event that the Chairman
or Vice/Deputy Chairman (or desipnee) deems the proposed amendment(s )/ change(s)
may incur more than minimal additional risk and a full review is required, the
application will be channeled for full review. In no circumstance a study can be
terminated only by expedited review,

Notification_of Decisions: The decision on an application will be notified to the

principal investipator by the Chainman or Vice/Deputy Chairman (or designee) in
writing as soon as possible and within ten (10) working days after the decision is made.
A sample notice for communicating decisions to principal investigators is set out in
Appendix 8 for reference.

Review of New Information

Reporting of New Information: A principal investigator has the responsibility to report
to the IRB/REC, by using the IRB/REC s specified form, any new information that may
adversely affect the rights, safety or well-being of the participants or the proper conduct

of his/her clinical study.

Review of New Information: The Chairman or a Vice/Deputy Chairman (or designee)

will perform a preliminary review of the new information received and assess if such
information may change the risk assessment for the study. I the new information 1s not
deemed to substantially and adversely affect the participants’ rights, safety or well-
being, the submission will be reviewed by reviewer(s) in the Expedited Panel through
an expedited review process as stipulated in Section 8.5, In the event that the Chairman
or Viee/Deputy Chairman deems the new information may be linked with a
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9.4.3

9.5

9.5.1

952

9.53

954

substantially higher degree of risk and a full review is required, the submission will be
channeled for full review. In no circumstance a study can be terminated only by

expedited review.

Notification of Decisions: The decision on a submission will be notified to the principal

investigator by the Chairman or Vice/Deputy Chairman (or designee) in writing as soon
as possible and within ten (10) working days alter the decision is made. In case there 1s
not any concern or comment on the new information, an acknowledgement of receipt
of the submission will be issued to the principal investigator.

Review of Deviations and Compliance Incidents

Reporting_of Deviations/Incidents: A principal investipator has the responsibility to
report to the IRB/REC, by using the IRB/REC’s specified form, any deviation {rom the

study protocol or compliance incident that has occurred during a study and may
adversely affect the rights, safety or well-being of any participant, within thirty (30)
calendar days from the first awareness of (he deviation/incident by the principal
investigator.

Review of Reports on Deviations/Incidents: The Chairman or a Vice/Deputy Chairman

(or designee) will perform a preliminary review of'a report on a deviation/ineident and
assess if a full review or expedited review 18 required. [{a reported deviation/incident
is not deemed to have a subslantial adverse effect 1o the rights, safety or well-being of
any participant and no special action will need to be taken by the IRB/REC, the
submission will be reviewed by reviewer(s) in the Expedited Panel through an
expedited review process as stipulated in Section 8.5, In the event that the Chairman or
Vice/Deputy Chaitman deems the deviation/incident may result in any substantial
adverse effect to the rights, safety or well-being of any participant and special action(s)
may need (o be taken by the IRB/REC, the submission will be channeled for full review.
In no circumstance a study can be terminated only by expedited review,

Notification of Decisions: The decision on a submission will be notified to the principal

investigator by the Chairman or Vice/Deputy Chairman (or designee) in writing as soon
as possible and within ten (10} working days after the decision is made. In case there is
not any concemn or conunent on the deviation/incident, an acknowledgement of receipt
ol the submission will be issued to the principal investigator.

Rectification/Remedial/Modification Actions: The IRB/REC will have the right to:

() request the principal investigator to take appropriate rectification, remedial and/or
modification action(s) with respect to the deviation/incident;
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9.6

9.6.1

9.6.2

9.6.3

{b)

(©)

request for suspension of further recruitment of participants into the study until the
required rectification/remedial/modilication action(s) has/have becn completed,
and/or

request  for suspension or termination of the study if the required
rectification/remedial/modification  action(s) is/are not completed within a
reasonable period of time, or if the deviation/incident is deemed by the IRB/REC
seriously affecting the vights, safety or well-being of the participants and the
deviation/incident is not rectifiable/remediable/modifiable.

Review of Safety Reports

Safety Monitoring: Continuous safety monitoring is an important part in participant

protection in clinical studies. An investigator has the responsibility to:

(a)

(b)

monitor his/her participants’ safety by observing any safety event occurred in any
of the participants; and

in the event of a multicentre clinical study, obscrve any significant safety event
reported from any other study site.

Types of Safety Fvents: Considering the seriousness, expectedness and causality with

an invesligational product/procedure, a salety event can be classified as:

(a)

(b)

()

an adverse event (“AL™), which is an unfavorable or unintended sign, symptom,
reaction or disease that is associated in time with participation in a clinical study
or the use of an investigational product/procedure, whether or not the event is
related 1o the study or the investigational product/procedure, or is expected;

a serious adverse event (“SAL™), which is an AL that: (i) results in death; (1) is
life-threatening; (iil) requires inpatient hospitalization or prolongation of existing
hospitalization; (iv) results in persistent or significant disability or incapacity; (v)
results in a congenital anomaly or birth defect; or (vi) in the professional medical

judgment of an investigator, may seriously jeopardize a participant’s health or may

require medical intervention to prevent any of (he events listed in (i) to (v) above;
or

a suspected unexpecled scrious adverse reaction (“SUSAR”), which is a SAL that
is unexpected according to the available information and is suspected to be causally
related to an investigational product/procedure.

Reporting of SAEs at Investigator’s Study 8ite: The IRB/REC has the responsibility to

protect participants’ safety through review of SAEs occurred on participants recruited

Docwment Relerence No.: HKU-HIKW-IRB/SOPAO] Page 45 of 68

Version No: 7

Effective Date: 15t November, 2024



9.6.4

9.6.5

9.6.6

9.6.7

9.7

9.7.1

at the study sites under its jurisdiction, A principal investigator shall, during the period
of a study, have the responsibility to report to the IRB/REC all SAEs observed from
any participant recruited from his/her study site in accordance with the requirements
set out in Appendix 9 by using the TRB/REC’s specified form,

Reporting of SUSARs outside Investipator’s Study Sites: The IRB/REC also has the
responsibility to protect participants’ safety through review of SUSARs occurred

outside study sites under its jurisdiction. A principal investigator shall, during the
period of a study, have the responsibility to report to the IRB/REC all SUSARs reported
from outside the principal investigator’s study site in accordance with the requirements
set out in Appendix 9 by using the IRB/REC’s specified form.

Review of Safety Reports: A safety report will be reviewed by reviewer(s) i the

Expedited Panel through an expedited review process as stipulated in Section 8.5, In
the event that the reviewer(s) deem(s) a safety report has any significant implication on
protection of participants’ safety, the report will be channeled for full review. In no
circumstance a study can be terminated only by expedited review,

Notification of Decisions; The decision on a submission will be notified to the principal

investigator by the Chairman or a2 Vice/Deputy Chairman {or designee) in writing as
soon as possible and within ten (10) working days after the decision 1s made. In case
there is not any concern or comment on a safety report, an acknowledgement of receipt
of the submission will be issued to the principal mnvestigator.

Follow-up of SAEs: The principal investigator shall, with respect to each SALE occurred

at his/her study sile and reported to the IRB/REC, have the responsibility to:

{a) provide further information about the SAE on the IRB/REC’s request; and
(b} follow the SAE until resolution or conclusion of the event, and provide [oltow-up
report(s) to the IRB/REC in due course,

Final Review

Final Report: The IRB/REC shall have the responsibility to follow each approved
clinical study until its completion or early termination. A principal investigator shall
have the responsibility to submit a final report on his‘her study to the IRB/REC within
two (2) months from the date of formal closure of the study by using the IRB/REC’s
specified form. The final report shall include a summary of study information, such as:

(a) the status of the study (e.g. completed or prematurely terminated);
(b) the numbers of participants recruited in, withdrew from and completed the study;
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9.7.2

9.7.3

974

10,

10.1

10.1.1

(c) summary of serious adverse evenls;
(d) summary of complaints by participants; and

(¢) summary of significant updated information that way affect the safety of
participants.

Review of Final Report: Each [inal report will be reviewed by reviewer(s) in the

Fxpedited Panel through an expedited review process as stipulated in Section 8.3, In
the event that the reviewer(s) deem(s) any information in a final report may be linked
with a substantially higher degrec of risk and a full review is required, the submission
will be channeled for full review.

Notification of Decisiony: The decision on a submission will be notified to the principal

investigator by the Chairman or a Vice/Deputy Chairman (or designee) in writing as
soon as possible and within ten (10) working days after the decision is made. In case
there is not any concern or comment on a final report, an acknowledgement of receipt
of the submission will be issued to the principal investigator.

Failure 1o Submit Final Report: In the event that a principal investigator fails to submit
a final report to the IRB/REC by the deadhne, the IRB/RIEC may:

(a) refuse accepting any new application for initial review of clinical study submitted
by the principal investigator and his/her participation in any new clinical study
(whether as principal investigator, co-invesligator/sub-investigator or otherwise);
and/or

(b) notify the issue 1o the other research ethics committees under the HA, which may
refuse histher participation in any new clinical study (whether as principal
investigator, co-investigator/sub-investigator or otherwise);

until the final report is properly submitted and an acknowledgement is received from
the IRB/REC.

Study Site Auditing
Purposc and Types of Audits by IRB/REC

Purpose of Audits by IRB: An andit by the IRB/REC is a systematic and independent

examination of clinical study activities, documents and facilitics to determine whether
the study concerned was conducted according to its study protocol, the Declaration of
Helsinki, the ICH GCP (if applicable) and the IRB/REC’s requirements, [or the ultimate
purpose of protecting the rights, safety and well-being of the participants participated
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or participating in the study,

10.1.2 Types of Audits: The IRB/REC may perform two types of audits, including:

(a) routine audits; and
{b) for-cause audits,

10.1.3 Routine Audits: Routine audits may be performed as a general quality control measure

for ensuring compliance in the conduct of a clinical study at a study site. The IRB/REC
will select studies for routine audits by a risk-based approach by considering various
risk factors. Examples include:

{(a) studies involving special ethical concerns;
() studies involving special clinical risk: and
(¢) studies involving a large number of participants.

10.1.4 For-cause Audits: The IRB/REC may perform a for-cause audit in response to a

particular complianee concern that may be triggered by:

(a) @« complaint by a participant (or his/her family member or legally acceptable
representative); or

(b) areport from the study’s sponsor or a competent regulatory authority in respect of
any compliance concern.

10,2 Conducet and Follow-up of Audits

10.2.1 Responsibility 1o Pacilitale Audits: Principal investigators shall allow and facilitate
audits by the IRB/REC on reasonable request. An audit will be performed by auditor(s)
delegated by the IRB/REC.

10.2.2 Preparation for Audits: To prepare for an audit, the IRB/REC will:

(a) laise with the principal investigator on the scope, schedule and arrangements for
the audit; and

(b) inform the principal investigator of the documents, records, materials and facilities
that need to be made available to the auditor(s) during the audit.

10.2.3 Facilitation of Audits: During an audit, the principal investipator will be required to:

{a) participate in (or authorize a designee to participate in) the audit; and
(b) cooperate with the auditor(s) to facilitate a smooth audit.
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10.2.4 Follow-up on Audits: After completion of an audit, the IRB/REC will 1ssue a written

11.1.2

11.2

1121

12.

12.1

audit report fo the principal investigator. The principal investigator will be required Lo

(a) respond on any issue or finding highlighted in the audit report;
(b} take proper follow-up action(s) with respect to each issue or finding; and

Reevaluation Mechanism
Right to Reguest for Reevaluation

Fair and Independent Review and Oversieht: The IRB/REC is authorized by the
Governing Body(ies) to perform ethics and scientific review and oversight of clinical
studies, and will use its best endeavors to perform review and oversight in a fair and
independent manner in accordance with the standards and requirements set out in this
S0P,

Investipators” Right to Request for Reevaluation: In the event that a principal

investigator does not agree with the IRB/REC’s decision(s)/opinion(s) with respect 1o
his/her clinical study (e.g. disapproval of an initial application for a study), the prineipal
investigator will have the right to make a written request for reevaluation within thirty
(30) calendar days from the date of the IRB/REC’s written notification of its
decision(s)/opinion(s), provided that sufficient justification(s) for the request can be
made available to the IRB/REC for reevaluation.

Reevaluation Process

Initiation of Reevaluation: Any request for reevaluation shall be made in writing to the

Chairman through the Secretariat. The principal investigator shall provide sufficient
justification(s) for the request, with supporting documents or information as appropriate.

Reevaluation and Decisions: The IRB/REC will perform an independent review of the
case by full review in accordance with the standards and requirements set out in this
SOP, and will duly consider the rationale of the decision(s)/opinion(s) in the initial
review and the justification for reevaluation by the principal investigator, The
IRB/REC’s decision afier the reevaluation shall be final.

Review Fees

Determination of Review Fees
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12.1.1 Determination of Review Fees: The fees for receipt of applications/submssions and

performance of ethics and scientific review and oversight shall be determined and may
be adjusted from time to time by the GC.

12.1.2 Notification of Review Fees: The Sceretariat will have the responsibility to maintain an

updated fees schedule and provide the updated information to investigators on their

request.
12.2 Payment of Review Fees

12.2.1 Payment Methods: All review fees shall be paid according to the instructions of the

Secretariat.

12.2.2 No Refund: No refund of any fee paid to the IRB/REC will be given in any
circumstances, irrespective of the decisions/opinions of the IRB/REC, withdrawal of
applications/submissions by principal investigators, refusal of'applications/submissions
by the IRB/REC or otherwise.

13. Records Management
13.1 Electronic Clinical Research Ethics Review Portal

13.1.1 Clinical Research Ethics Review Portal: The 1A is maintaining an electronic “Clinical

Research Ethics Review Portal” and has provided an authorization to the IRB/REC to
utilize the portal for management of applications/submissions and the related
information and documents.

13.1.2 Handling of Study Information and Documents under the Portal: The Secretariat is

responsible for handiing the information and documents of the clinical studies under
the IRB/REC"s jurisdiction and making the information and documents available to the
GC and the Governing Body(ies) as required.

13.2 Records Retention

13.2.1 Retention of Essential Records: The IRB/REC shall retain all essential documents and

records relating to ethics and scientific review and oversight of each clinical study,
including:

(a) documents and records relating to initial review of the study (e.g. initial application,
study documents submitted by the principal investigators, review meeting minutes,
list of reviewers and their conflicts of interest declaration, relevant
correspondences between the IRB/REC and principal investigator, and the
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IRB/REC’s writlen decision(s)opinion(s)):

(b) documents and records relating to continuous oversight of the study (c.g. records
for review of amendments/changes, new information or deviations/compliance
incidents, SUSAR reports, progress reports and final report); and

(c) documents and records of study audits by the IRB/REC (e.g. audit reports and

records of follow-up actions), 1f applicable.

13.2.2 Records Retention Period for Approved Studies: All essential IRB/REC records with

respect to each approved clinical study shall be retained for a minimum period of five

(8) years from the earher of:

(a) the date of the final report to the IRB/REC; or
(b) the date of termination of the study by the IRB/REC.

13.2.3 Records Retention Period for Disapproved Studies: All essential IRB/REC records with

respect to each disapproved clinical study shall be retained until the earlier of:

(a) the expiry of the 30-day period after the written notification of the IRB/REC’s
decision(s)/opinion(s) (to allow the principal investigator to make a request for
reevaluation as per Section 11.1); and

(b) the conclusion of a reevaluation as per Section 11.2.
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21 CFR 56

45 CFR 46

AE

Belmont Report

CHAIR
CHAIR Phase | Guideline

Chairman

China GCP

CUHK

Declaration of Helsinki
DEMC

Expediled Panel

Go

Gaverning Body(ies)

HA
HA Contral TRB
HA Guide

HA HEW

HANO

HAREC

HiLU

HIKU/HA HEKW IRB

ICH GCP

IMP
Independent Member
IRB/REC

Joint CUHK-NTEC CREC

JSC

NIH

NMPA

Non-Scientific Member
OFHRP

Phase | Panel

SAE

scientific Member

Appendix 1:
List of Defined Terms

Code of Federal Regulations Title 21 Part 56, U.S,

Code of IFederal Regulations Title 45 Part 46, U.S.

Adverse event

Ethical Principles and Guidefines far the Protection of Human Subjects of
Research officially created by the former U5, Department of Health,
Education, and Welfare

Consortium on Harmonization of Institutional Requirements for Clinical
Research

Guideling on Etliics Oversight and Scientific Evaluation of Phase 1 Clinical
Trials issued by CHAIR

Chairiman of the IRB/REC

China Good Clinical Practice Guideline for Drug Clinical Trials

The Chinese University of Hong Kong,

Declaration of Helsinki of the World Medical Association

[Data and safety monitoring comaittee ol a clinical study

Expedited Review Panel of the IRB/REC

Governance Commitiee overseeing the IRB/REC

The governing body(ies) of the IRB/REC, which refers to HKL and HA HKW
in this S0P

Hospital Authority

Hospital Authority Central Institutional Review Board

Hospital Authority Guide on Research Ethics for Study Site & Research Ethics
Commitiee

Hlospital Authority Hong [Kong West Cluster

Hospital Authority Head Office

ilospital Authority Head Office Steering Commitice on Rescarch Lthics
The University of Hong Kong

Institutional Review Board of The University of Hong Kong/Hosprital
Authority Hong Kong West Cluster

International Council for Harmonization of Technical Requirements for
Pharmaceuticals for Human Use Guideline for Good Clinical Practice
Investigational medicinal product

Independent member of the IRB/REC

Institutional Review Board or Rescarch Ethics Committee established by the
Governing Body(ies), which refers ro HKU/HA HKW IRB in this SGP
Joint Chinese University of Hong Kong - New Territories East Cluster Clinical
Research Ethics Commitice

Joint Scientific Committee for Phase 1 Clinical Trials

MNaticnal Institutes of Health, U.S.

National Medical Products Administration, China

Non-scientific member of the IRB/REC

Office for Fluman Rescarch Protections, U8,

Pliase [ Clinical Trials Review Panel of the IRB/REC

Serious adverse event

Scientific member of the IRB/REC
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Secretariat

0P

SRP

Standard Panel
SUSAR

Vice/Depuly Chairman

Secretariat of the IRB/REC

Standard operating procedure

Scientific Review Panel formed under the J5C
Standard Review Panel of the IRB/REC
Suspected unexpected serious adverse reaction
Viee or Deputy Chairman of the TRB/REC
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Appendix 2:

Major Premises Covered under this SOP

The premises covered undet this SOP shall include (but not limited 10):

Institution

Address

The University of Hong Kaong

Pokfulam Road, Hong Kong

Hospitals

Address

Grantham Hospital

125 Wong Chuk Hang Road, Aberdeen, Hong Kong

MacLehose Medical Rehabilitation Centre

7 Sha Wan Drive, Pokdulam, Hong Kong

QQueen Mary Hospital

102 Pokfulam, Hong Kang

The Duchess of Kent Children's Hospital at Sandy
Bay

12 Sandy Bay Road, Pokfulam, Hong lkong

Tgan Yuk Hospital

30 Hospital Raad, Sat Ying Pun, Hong Kong

Tung Wah Group of Hospitals - Fung Yiu King
IHospital

O Sandy Bay Road, Pokfulam, Hong Kong

Tung Wah Hospital

12 Fo Yan Street, Sheung Wan, Hong Kong

The Prince of Philip Dental Hospital

34 Hospital Road, $ai Ying Pun, Hong Kong

Clinices

Address

Aberdeen Jockey Club General Qutpaticnt Clinic

10 Aberdeen Reservoir Road, Aberdeen, Hong Kong,

Ap Lei Chau General Outpatient Clinie

161 Ap Let Chan Main Street, Ap Lei Chau, Hong
Kong

Central Thstrict Health Centre General Ouipatient
Clinic

1 kau U Fong, Central, Hong Kong

David Trench Rehabilitation Centre

No. 1F, High Street, Hong Kong

Kennedy Town Jockey Club General Outpatient
Clinic

45 Victoria Road, Kennedy Town, Hong Kong

Sat ¥ing Pun Jockey Club General Qutpatient Clinic

134 Queen’s Road, Sai Ying Pun, Hong Kong

HKU Eye Centre

Level 7, Marina 8, No.8 Heung Yip Road,
Wong Chuk Hang, Hong Kong
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Appendix 3:
Organization Chart of the IRB/REC

cretariat

G Giovernance Commitiec
HA HEKW Flospital Authority Hong Kong West Clester
HEL The Univerzity of Hong Kong
TEKL/HA HEW IR Institutional Review Board of The University of Hong Kong/Hospital Amthority Hong Kaong West
Cluster
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Appendix 4:
Persons Eligible to Nominate IRB/REC Members

The Chairman shall, on consultation with the GC, nominate a suitable number of candidates

with a suitable mix of backgrounds and expertise as JRB/REC members for supporting the
IRB/REC’s responsibilities.

All nominations shall be submitted to the GC for consideration and recommendation to HKU
and HA HKW for appointment.
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Appendix 3:

Documents Required for an Application for Initial Review

See notes overleq

1. Completed clinical research ethics review v o v v
application form over the Hospital
Authority Clinical Research Ethics Review
Portal at https://hacrerportal.ha.org. hk/

2. Wet-ink signed page of the application v - v v
form

3. Submission letter for initial review v e v v

4, Crossed cheque/bank draft for payment of * * --- %
initial review application fee

5. Wet-ink signed investigator’s conflicts of v e v v
interest declaration form

6. Investigators’ curricula vitae (principal v v v
investigator and all co-investigators/sub-
investigators)

7. Clinical study protocol 4 - v v

8 Investigator’s brochure * . * *

9, Informed consent form and/or participant * * * *
information sheet

10 Participant recruitment materials (e.g. * * * *
participani recruitment adveriisement or
poster)

1. Documents/materials for use by * * * *

participants in the study (e.g. participant-
adminisiered questionnaire)

12. Certificate of insurance for clinical study * - * *

13. Supporting letter for student project * e * *

Key: v Mandatory % Required if applicable

# 1If an original Chinese document is issued in simplified Chinese, a traditional Chinese version should
also be submitted.

Remarks on the Documents Required for an Application for Initial Review
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Docunments

Kemarks

Any appiication should be submilied via the Hospital Authority Clinical Rescareh Ethies
Review Portal at https://hacrerportabhaorg.hk/. The application procedures is
downloadable from HKU Li Ka Shing Faculty of Medicing’s website (human ethics
section) or the intranet of HA HICW,

3%

A wet-ink signed page of the application form should be submitted in original hardcopy to
the Secretariat and also uploaded to the onfine poral,

A sample is downloadable from HKU Li Ka Shing Faculty of Medicine’s website (human
ethics section) or the inlranet of HA HEKW.

Application fee is only applicable to industry-sponsored clinical studies. Any crossed
cheque or bank draft issued shall be denominated in Hong Kong dollars or U.S. dollars,

All investigators participating it a clinical study shall provide their signed conflicts of
interest declaration Forms (downloadable from HKL Li Ka Shing Faculty of Medicines
website (human ethics section) or the intranet of HA HKW). An investigator’s potential
conflicts of interest in a clinical study may include (i) any proprictary interest in the study
and/or the investigational product(s)/procedure(s) (¢.g. patent); (i) any equity interest in an
organization owning the rights to the study and/or the investigational
product(s)/procedurs(s) (e.g. stocks and options), except for indirect ownership through
collective investment schemes (e.g. mutual funds and mandatory provident funds) in which
the investigator has no control over the invesiment strategy: (tii) any financial payment or
valuable provided by an organization owning the rights to the study and/or the
investigational product(s)/procedure(s) other than Lhe costs for running a clinieal study
{e.g. donation); {iv) any financial arrangement linking to the outcomes of a clinical study
(e.g. royalty fee); and (v) any decision-making or influential position in an organization
owning the rights to the study and/or the investigational product(s)/procedure(s); and (vi}a
direct family relationship with a person having any of the above interests (e.g. spouse).

The updated curriculum vitae of cach investipator (i.e. principal investigator ot co-

investigator/sub-investigator) must be submitted,

kncorporation of an investigator brochure with a clinical study protocol is acceptable.

Informed consent form and participant information sheet may be combined into one
document,

The language(s) used in any participant recruitment material and/or ather
document/material for use by participants will depend on the language(s) of the target
participant population.

Any clinical study with higher than nominal clinical risk as determined by the IRB/REC
may be required to be covered by appropriate insurance policy(ies) (e.g. no-fault clinical
trial insuranee), evidenced by certificate(s) of insurance.

A certificate of insurance may be submitted to the IRB/REC separately from the
application subject to the IRB/REC's permission, bul in any event shall be prior to
initiation of the clinical study.

A supporting letter shauld be provided by the academic supervisor of the student
responsible for the student project.
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Appendix 6:

Clinical Study Categorization Form

L2

[ =B

Hunan 1 Reeruitiment of human participants [see notes of completion)
Patticipants
2 Use of any medical product that is not needed or used for the § [J =33 -8
participants’ normal clinical care [see netes of completion)
3 Fach medical product used is registered or permitted 1o be 324 235
Mediead matketed in Hong Kong
Products 4 Use of each medicat product is within the labeled use in >3 O -3
Hang Kong [see nates of completion]
5 Any medical product used is a chemical or biological drug C B34
that 15 to be tested in humans for the first time
6 The study is a phase 1 clinical trial on a chemical or 0O ->C 0«37
biological drug as designated on its study protocol
7 The study only has human pharmacology, {oxicity and/or 0->C O->A
Study salety (but not efficacy) of the chemical or biological drug as
Designs is prirmary objective(s) as specified on its study protecol
8 involvement of placebo, impeding access to available 1 -3A O -9
weatment, or withdrawal of ongoing treatment driven by the
study protocol
g Involvement of any clinical procedure that is not needed or Cl-»10 Ll -21t
applted for the participants’ normal clinical care [see nates of
Clinieal completion]
Procedures 10 | Each clinical procedure applied presents no more than O-i1 |[QO=2A
minimal clinical risk to the participants [se¢ nofes of
completion|
Particisant il Participants are assigned to different clinical intetventions by | L1 »A | LI ->12
A;qi ‘rmi*::cn ¢ randomization or other research specific methods (other than
S5 by the professional judgment of qualified medical
Methods - ‘
professionals)
Participants 12 Involvement of vuinerable patticipants [see notex of -5A OB
Vulnerability comipletion)
Channel A Full review by Standard Panel (unless otherwise determined by the IRB/REC according to
the IRB/RECs 30P)
Expedited review by Expedited Panel (unless otherwise determined by the IRB/REC
Channel B . , e ey o g . L . . ‘ .
according to the IRB/RECs SOP or requested by the principal investigator for a full review)
Channel C Full review by Phase 1 Panel (unless otherwise determined by the IRB/REC according to the
IRIBY/REC’s 5OP)
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Notes for Completion of the Clinieal Study Categorization Form

Risk Factors Remarlks

] Recruitment of human partizipants means prospective recruitinent of participants into a
clinical study, irrespective of the nature of the study. Retrospective research on human
materials or human data that have already been collected may not require recruitment of
human participant unless separate informed consent is required for some or all of the

2 Medical products may include (but not limited to):
(a) drugs (e.g. chemical drugs, biological drugs and vaceines),
(by medical devices (e.g. implants, diagnostic kits and imaging machines)
(¢) Chinese/berbal medicines (e.g. proprietary/traditional Chinese inedicines);
()Y heahl/nutritional supplements;
(&) cell therapies (e.g. stem cells); and
(f) gene therapies (e.g. viral vectars),

4 Labeled use refers to the use a medical product in accordance with the conditions of
registration in Hong Kong (¢.g. indications, patient groups, formulations and dosages).

9 Clinical procedures include (but not linvited to);
(a) clinical examination/assessments (e.g. venipuncture)
(b)  surgical procedures (e.g. twmor resection);
(¢)  nursing procedures;
(d) physiotherapics;
(e) occupational therapies;
() psychotherapies;
{g) behavioral therapies;
fh) alternative therapies (o.g. acupuncture); and
(1} imaging methods (e.2. X-ray cxamination).

10 Minimal clinical risk means the probability and magnitude of harm or discomior
anticipated to be caused to the human participants are not greater than those ordinarily
encountered in their daily life or normal clinical care (e.g. the clinical risk associated
with a buccal swab, taking of a small quantity of blood by venipuncture, and a chest x-
ray examination},

12 Vulnerable participants are individuals whose willingness to participate in clinical
studies may relatively casily be unduly influenced by biases or coercive factors, or who
are incapable of giving free informed consent through a normal informed consent
process, such as:

(a) children or adolescent (of less than |8-year-old);
(b)Y illiterates;

{¢)  menially incapacitated persons;

(Y impoverished persons;

{¢) ethnic minority groups;

{f) patients in emergency conditions;

{g) prisoners; and

{hy subordinates or students of investigators.
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Appendix 7:

Common Considerations in IRB/REC Review

Key Dimensions

Common Considerations

Research
Products/Procedures

Involvement of clinical interventions {e.g. medical products or
clinical procedures)

Potential risks and related scientific rationale
Potential benefits and related scientific rationale

Study Design

Significance of research questions

Correlation of study design and research questions

Use of randomization or other research specific participant
assignment methods

Involvement of placebo, impeding access to available
treatment, or withdrawal of ongoing treatment driven by study
protocol

Statistical constderations

Study Execution

Expertise and experience of investigators and study personnel
Training on the Declaration of Helsinki and ICH GCP

Study site facilities

Mechanism of ongoing safety monitoring and reporting
Medical emergency arrangements

Participants’ Righty

Participant type and vulnerability

Involvement of healthy volunteers or participants without the
targeted discases/conditions

Participant recruitment strategies

Informed consent documents and process

Protection of participants’ personal data

Payments to participants

Potential Research
Biases

Conflicts of interest, potential conflicts of interest and
declaration of interest

Public disclosure ol study information (e.g. by registration with
public clinical trial registries)

Publication plan

Potential Liability Insurance
Management Tndemnity
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Appendix 8:
Sample Notice for Communicating IRB/REC’s Decisions
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'The University of Hong Kong Haospital Authority Hong Kong West Cluster

Institutional Review Board of The University of Hong Kong/Hospital
Authority Hong Kong West Cluster
(HKU/HA HKW IRB)

Room 901, Adminkstration Block, Quesn Mary Hospital, 102 Pokfolam Road, Hong Kong
Tel: (852) 2255 4086 Fax: (B32) 2255 4735

HELHA HEW IRB s ao independent committcs established by The Umiversily of Hong Kong and Hospital Authority Hong Kong West
Cluster and suthorized o perform cthics and seientilic review and oversight of clinical studies m avcordance with s standard operating
procedure and the principles of Gie Declaration of elsinki and 1CH Good Chinical Practice,

Date: <Date of Notice= IRB/REC Ref. No.: =Ref, No.=
To: <Pl Name>

<Pl Title & Department>

<Pl Affiliated Institution:=

This notice is issued by HIEU/HA HKW IRB with respect 1o the application/submission by you, being the principal
investigator of the following study at your study site:

* Study Protocol Title: <Title=
« Study Protocol No.: “No.=
» Coordinating Investigator <CI Name, or pul "N/A"> ¢for mmbricentre snedly and (' differemt
(if applicable): front the privcipal tnvestigarar of the
P - Tolfowng sty gite)
* Study Sie: =<Study Site=

In accordance with our standard operating procedure, we have duly performed ethics and scientific review of your
application/submission as detailed below:

» Nature of Your (] Tnitiat application [ Others:
Application/Submission: [] Amendments/changes
= Mode of Review: L] Fulireview [C] Expedited review

[1 Harmonized review for across-territorics multicenter study
[] Primary review (by <Select full/expedited= review)
[ Secondary review, with <Select full/expedited> primary review by:
<Select IRB/REC= (see attached approval notice)

» Date of Review/Decision: =Date of meeting/expedited review
» Document(s) Reviewed;  <List document(s), or put "See Schedule {"=
» Reviewer(s): <List reviewer(s), or put "See Schedule 2"

After due review by our reviewer(s), we hereby write to inform you of our decision on your application/submission
as follows:

+ Decision: [} Application approved
[} Receipt of submission acknowledged without comment
[} Application disapproved (see opinion(s) below)
[} Others (see opinion(s) below)
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L

Opinion(s) (if applicable): =State opinion(s}, or put "N/A" if not applicable>

Regular Progress Report(s) Every <No.> months from the date of initial approval and during the period
Required: of the study

You, being the principal investigator and undertaking the uhtimaite responsibility for the conduct of the study at
your study site, are reminded to comply with our requirements and to maintain communication with us during the
period of the study by undertaking the principal investigator’s responsibilities including (but not limited to):

-

supervising your study team and ensuring compliance with the study protocol and all applicable requirenients;
if the study is an industry-sponsored clinical study, submitting to us a copy of the fully executed indemnity
agreement satisfying the Hospital Authority’s requirement prior to commencement of the study (if' it has not
been submitted yet);

observing and complying with all applicable requirements under our standard operating procedure (*IRE/REC
S0P, the Declaration of Helsinki and the ICH GCP (if applicable);

submitting regular progress report(s) at the required intervals (as specified above) in accordance with the
requirements i the IRB/REC SOP;

not implementing any amendment/change to any approved study document/material withowt our written
approval, excepl where necessary to eliminate any immediate bazard to the parlicipants or i an
amendment/change is only of an administrative or logistical nawre;

notilying us of any new information that may adversely affect the rights, safety or well-being of the participants
ot the proper conduet of the study;

reporting any deviation from the study protocel or compliance incident that has oceurred during the study and
may adversely affect the rights, safety or well-being of any participant in accordance with the requirements in
the IRB/REC S0P,

submitting safety reports on all SAEs observed at your study site or SUSARS reported from owtside your study
site in accordance with the requirements in the IRB/REC SOP; and

submitting a final report in accordance with the requirements in the IRB/REC SOP upon completion or
termination of the study at your study site.

For the avotdance of doubt, this notice only serves to informt you of our declsion from our ethics and scientific
evaluation and applies only to the study at the specified study site. it does not release you from your obligation to
comply with other applicable management, regulatory and ethics requirements including (but not limited to):

obtaining the necessary consent from the management of your institution/department in accordance with the
requirements of your institution/department;

if required by Hong Kong laws or regulations, obtaining a certificate for clinical trial through the Hong Kong
Department of Health and complying with the associated requirements;

if required by applicable laws or regulations or relevant organizations or institutions, obiaining other necessary
approval(s) or permission(s) (whether local, national or overseas, or of ethical, regulatory, legal or other natures)
relevant Lo the conduct of the study.

Yours sincerely,
for and on behalf of
HEKU/MHA HEW IRB

“NAME OF CHAIRMAN/DESIGNEE>
<THTLE
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Schedule 1
Documents Reviewed

The documents reviewed by HKU/HA HKW IRB with respect to the said application/submission
include:

<List documents. Include version date/no, if applicable>
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Schedule 2
List of Reviewers

The reviewers participated in reviewing the said application/submission and making the decision on
behalf of HKU/HA HKW IRB include:

ategory
CETIALE )

Name Affitiated Organization ¢ (M) N
§ n- } Lndeqie nekeaet

scientific |

\ \
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E |
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Appendix 9:
Safety Events Reporting Requirements

Origins of safety
events:

» Other Site(s): SUSARs
reported from outside a
principal investigator’s own
study site, (e.g. SUSARs
reported from another study
site in the same multicentre
clinical study, or from
another clinical study
involving the same
investigational
product/procedure)

¢ Local Site: SAEs observed
from participants of a
principal investigator’s own
study site

Types of safety
events that necd to
be reported to the
IRB/REC:

s All SAEs o All SUSARs

Reporting timeline » Forty-cight (48) hours from = Thirty (30) calendar days

(for phase 1 clinical
trials):

the first awareness of a SAE
by the principal investigator

from the date of receipt of a
SUSAR report by the

principal investigator

Reporting timeline
(for clinical studies
other than phase |
clinical trials):

» Fatal or life-threatening « Thirty (30) calendar days
from the date of receipt of a
SUSAR report by the
principal investigator

days from the first awareness
of a SAE by the principal
investigator

¢ Other 5AlZs: Fificen (15)
calendar days from the first
awareness of a SAE by the
principal investigator
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