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“Director's Message

Dear colleagues,

The advance of medicine requires high quality clinical research to test the
values of new diagnostic or therapeutic methods. Prince of Wales Hospital
(PWH) is the teaching hospital of The Chinese University of Hong Kong.
Since the clinical service of PWH was started in 1984, it has been a very
active site in various types of clinical research, from observational studies
to intervention studies. Since the formation of Cluster service in New
Territories East (NTEC) in 1990s, the CUHK research activities also extend
to other HA hospitals in NTEC. We are glad to note that academic staff of
CUHK have produced very high impact clinical research in the past three
decades. Many HA staff are also actively engaged in the clinical research,
either as co-investigators in studies led by CU colleagues, or taking up the
active role as principal investigators in many clinical research studies.

The Joint CUHK-NTEC Clinical Research Ethics Committee was established in early 2000s. Hospital Authority requested the
two university teaching hospitals to set up joint CREC or IRB with the cluster hospitals because patients recruited into the
studies are mostly HA patients. The Joint CUHK-NTEC CREC has worked smoothly in the past years in reviewing and vetting
the research applications. The top priority of CREC is to protect patients’ safety during the clinical research.

There are now over 600 research studies approved every year and over 100 being intervention studies. Some intervention
studies are company-sponsored clinical trials, the pharmaceutical companies perform very stringent monitoring of the
sponsored trials. We are now encountering more and more investigator-initiated studies in the cluster. In the past two
decades we had few incidents related to clinical research. The NTEC management had drawn up some guidelines to
enhance the research safety. The China FDA accreditation and HA hospital accreditation had been the driving force to set
up a management body on clinical research in the Faculty and the Cluster. With support from Cluster Chief Executive and
Dean of Faculty of Medicine, the Joint Clinical Research Management Committee (CRMC) was established in 2013. The
objective of CRMC is to develop policies to govern the clinical research conducted in NTEC, and also monitor and ensure
compliance with policies pertaining to clinical research.

After the establishment of CRMC, we set up two important offices under CRMC: Clinical Research Management Office
(CRMO) and Clinical Research Pharmacy (CRP). Under the leadership of Professor Juliana Chan, CRMO has prepared a full
set of Standard Operation Procedure (SOP) on various aspects of research operation, from governance to record keeping.
This is a very important system that all the clinical departments can now take reference of these SOPs to prepare their own
set of SOPs within the departments. Training is an essential component for planning and implementation of clinical
research. CRMO has organized online training courses and luncheon workshops for staff in the Cluster and the Faculty,
over 400 staff attended the workshops in 2015. CRMO and CRP, and also with CREC have jointly arranged audit of clinical
research studies, initially at the CFDA accredited sites and then extended to other investigator-initiated trials.

Investigational Medicinal Product (IMP) can be pre-licensed or licensed products which may not be part of the regular
clinical management. Using IMP is not without risk as these products may not be included in our existing management
mechanism of pharmaceutical product, say from storage to administration. CRP was set up to have central coordination
and management of IMPs which were previously managed at different sites under the Pls. With the help from CRP, we are
now having a safe mechanism in the IMP management which will reduce the risks related to IMP.

Conducting clinical research requires good governance system. | am proud to say that the quality of clinical research in
NTEC and CUHK has shown marked improvement in past few years. We have received rating of Extensive Achievement
(Research) in the 2013 hospital accreditation. The prime objective of research management is to protect patients’ safety
and | believe all colleagues share the same objective. | must express my sincere gratitude to all colleagues of CRMC, CRMO
and CRP whom have done tremendous work to improve our research quality and safety. Finally we need your continuous
support and cooperation to achieve the highest standard of clinical research.

Dr. Li Chi-kong,
Chairman, Joint CUHK-NTEC CRMC



VIO Inspection of Clinical Research Units

Inspection
Check List

To ensure that our clinical research activities are complying with ICH-GCP, CUHK-NTEC
CRMO SOPs, and relevant regulations, a Clinical Research Inspection Team was set up in
June 2015. To date, eight inspection and six pre-CFDA inspection exercises have been
performed. Constructive exchanges were seen during the inspections and we would like
to thank all the inspected units of their patience and cooperation during the inspections.

During our inspections, all non-compliances would be recorded as findings which
required corrective actions. Inspection findings were graded into three levels: critical,
major and minor. Critical findings included those non-compliances which will affect the
safety of the study subjects or the integrity of the study data. Major findings are those
non-compliances which may affect subject safety and data integrity. Minor findings are
those non-compliances which would have no effect on safety or data integrity. All critical
findings will be reported to the Joint CUHK-NTEC Clinical Research Management
Committee and Clinical Research Ethics Committee for further actions, if needed.

We would like to take this occasion to remind our investigators and research teams that extra attention shall be paid

in the following areas:

Informed Consent Process:

® All study procedures, including vital signs, weight and height
measurements, should only be carried out after all relevant
parties have signed on the informed consent forms.

® Justifications shall be provided for the recruitment of patients
incapable of provided consent.

® Informed consent forms shall be personally dated by the study

patient.

® The most updated and approved version of informed consent
form shall be used.

Study task delegation:

® Only persons delegated by the principal investigator can perform study

related tasks.

® All study team members should have received appropriate training for the
tasks which they have been delegated for.

Vv <
® Current curriculum vitae and training records of all study team members ﬂ

should be maintained at the study site files.

® The principal investigator is the person who ultimately takes full

Safety Reporting:

® All serious adverse events (except for those exempted in the protocol) shall
be reported to our CREC within 24hrs of notification.

® CREC has updated their SOP in April 2016. All SAEs described in the study
protocol as exempted from reporting will not be required to report.

® All adverse events shall be reviewed by a medically qualified investigator with
severity and causality determined.

® Sufficient medical care and follow ups shall be provided to all study subjects,
especially those with adverse events.
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responsibility of the study. Only duties can be delegated, not responsibilities.

Again, thank you for all the inspected units of their time and effort making the inspections possible. The inspections
and exercises gave us the opportunity to better understand the research practices of different units and the hurdles
they encountered day to day.



There are 9 CFDA accredited
clinical research units in PWH
since 2006, and these units go
through vigorous re-accreditation ; = "o 2 =
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inspection every 3 years. With
the expansion of clinical trial
activities and collaboration with
China, 6 additional specialties
and Phase 1 Clinical Trial Centre
have submitted application as
CFDA accredited clinical research
units in 2015.

Five inspectors from CFDA and four pharmacists from Drug Office of Department of Health of Hong Kong have
conducted an extensive inspection on 3-4 March 2016. The inspection cover the fields including but not limited to
the clinical research overall management and governance, research facilities, personnel qualification and training
as well as compliance of our clinical research activity on GCP, SOP and study protocol. Upon very constructive and
fruitful exchange and discussion with the inspectors, they have provided valuable advice and suggestion on
enhancing the clinical trial management and compliance.

After the inspection, CREC, CRMO and CRP have updated several SOPs in order to strengthen the directives on
clinical research. Training workshops have been conducted to explain the SOPs, followed by assessment by written
tests. For more details about the updated SOPs, please refer to CRMC (http://www.crmc.med.cuhk.edu.hk/
CRMCApps/CRMOSOPs.aspx) and CREC (http://www.crec.cuhk.edu.hk/standard-operating-procedure) websites.

ips of the Day
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When a subject withdraws from a study, how to handle his/ her dataj

When a subject withdraws his consent from participating the study, or he/ she is halted by the investigator \ 4 e
as the subject fails to fulfill the requirement of the protocol, the data that already obtained should be \ -
maintained. The collected data should also be included in the following analyses if appropriate. \q_\‘

< ~ What are the keys in obtaining consent from an unconscious subject?

For unconscious subject, the informed consent of his/ her legally authorized representative shall be S8
obtained and the “Subject’s Signature” section should be signed by the legal representative. The =
process should be documented in the subject’s medical record. 4_\’

When the subject becomes available of giving consent, informed consent shall be obtained again
from the subject to determine if he/ she would continue to participate in the study.

You can refer CRMO-SOP-011 and HA Handbook- Clinical Research Management and Compliance at
Study Sites for details.


http://www.crmc.med.cuhk.edu.hk/CRMCApps/CRMOSOPs.aspx
http://www.crmc.med.cuhk.edu.hk/CRMCApps/CRMOSOPs.aspx
http://www.crec.cuhk.edu.hk/standard-operating-procedure

Past and Upcoming Workshops

Clinical Trial Management Workshop for Investigator-Sponsored Trials

The second Clinical Trial Management Workshop for Investigator-Sponsored Trials
was held on 5 May 2016. Focusing on protocol and informed consent form (ICF)
design, topics covered clinical study design, ICH-GCP requirements on clinical study
protocols and ICFs. Common problems in protocol and ICF developments were also
discussed. Thanks to all participants for their time and inputs.

Experience Sharing on Multi-Disciplinary Clinical Research

A workshop on multidisciplinary clinical research will be held on 28 July 2016. Prof. Justin Woo and Dr. Edwin Hui
will be sharing their experiences in conducting clinical studies in collaboration with other clinical specialties. With
their know-hows and insights, our research units will surely be enlightened by the two seasoned investigators.

Advanced Life Support Training

With the great help from Prof. David Chung and the staff of the Kai
Chong Tong Clinical Skills Learning Centre, we are glad to announce
that an advanced level life support workshop will be organized on 21
October 2016. This workshop is tailor made for clinical research staffs
of CUHK who would like to advance their life support training beyond
the basics. The workshop will be a whole day workshop and only
available to staff members who had previously completed the Basic Life
Support training. For more interactive discussion, the class is limited to
4-6 participants per class.

For update, details and registration of our workshops, please stay tuned our announcement at
CRMC website (http:/ /www.crmc.med.cuhk.edu.hk/Whatsnew/EventsandTrainings.aspx) and email.

nnou ncement

CRMC Annual report 2015

The CRMC Annual Report 2015 is now available on CRMC website. The report summarizes
the establishment background of CRMC and its mission and vision in enhancing the
research quality of CUHK-NTEC clinical research. Under the leadership of CRMC, Clinical
Research Pharmacy (CRP) has officially started the service since April 2015. The report
also reviewed various training activities and governance measures conducted by CRMO.
To download the report, please go to http://www.crmc.med.cuhk.edu.hk/en-us/aboutus/
crmcannualreport.aspx .

9 Contact us [E] i (=]

Joint CUHK-NTEC Clinical Research Management Office (CRMO)

Address: 8/F, Lui Che Woo Clinical Sciences Building, Prince of Wales Hospital, 30-32 Ngan Shing Street, Shatin, Hong Kong
Website: http://www.crmc.med.cuhk.edu.hk  E-mail: crmo@cuhk.edu.hk  Tel: (852) 2632 4276



http://www.crmc.med.cuhk.edu.hk/Whatsnew/EventsandTrainings.aspx
www.crmc.med.cuhk.edu.hk/en-us/aboutus/crmcannualreport.aspx
http://www.crmc.med.cuhk.edu.hk/en-us/aboutus/crmcannualreport.aspx
http://www.crmc.med.cuhk.edu.hk
mailto:crmo@cuhk.edu.hk
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i Clinical Pharmacology -
Past, Present and Future

Clinical pharmacology is a long established scientific discipline since the
early 1900s. It is a multidisciplinary subject involving the discovery of
medicinal products, evaluation of their safety and efficacy as well as their
clinical application for health protection and disease management. Clinical
pharmacologists are clinician scientists who work closely with industry,
academia, health care institutions, clinical research organizations,
regulatory agencies and other stakeholders to identify clinical needs,
personalize drug choices and evaluate novel therapy for registration for
widespread usage.

The Clinical Pharmacology Study Unit (CPSU) is the first
clinical research unit dedicated to the study of drugs in
human beings in Hong Kong. Led by clinician scientists and
supported by pharmacists, nurses and technologists, the
CPSU has conducted the first pharmacokinetic and
pharmacodynamic studies of medicinal products in Hong
Kong Chinese. Some of these data were used by the industry
to seek approval by the China Food and Drug Administration
(CFDA) for registration in China in the early 1990s. To date,
the multidisciplinary team conducts the majority of
bioavailability and bioequivalent (BABE) studies of generic
drugs produced by local and overseas pharmaceutical companies in Hong Kong. These safety and efficacy data are
essential for admission into the Hospital Authority Drug Formulary and are often used for registration purposes for
entry into the large market of Mainland China. In 2006, along with other disciplines, the BABE Clinical Research Unit
was the first and only accredited by the CFDA.

Working closely with the School of Pharmacy, the clinical
pharmacologists also applied their experience in conducting clinical
trials to design quality improvement programs to reduce non-adherence,
guided by protocols and delivered by a team approach with marked
reductions in death and hospitalization rates. These encouraging results
have contributed towards the development of many integrated chronic
care programs in the Hospital Authority (HA). This large body of scientific
work has also put Hong Kong on the map regarding the study of
inter-ethnic differences in disease patterns and drug responses as well as
implementation of quality improvement programs to bring out the best
of technology and clinical expertise.

Motivated by the growing burden of cardiometabolic diseases and differences in treatment responses in Chinese
compared to Caucasians, clinical pharmacologists of the Chinese University of Hong Kong (CUHK) leverage on their
expert knowledge in hypertension, dyslipidemia, toxicology, endocrinology and genetics to conduct some of the
pioneer studies in the epidemiology and genetics of metabolic syndrome and diabetes, phase 1-4 clinical trials,
drug utilization surveys as well as in pharmacogenetics, pharmacodynamics, pharmacokinetics and adverse drug
reactions of common drugs, notably renin angiotensin system blockers and statins in the Chinese population.



The Drug and Poisons Information Bureau (DPIB) was the first service unitin
Hong Kong which has provided an infrastructure for the documentation
and scientific evaluation of adverse drug reactions of both Western and
Chinese Medicines. Since 1989, it has been providing a 24-hour telephone
service to the community on enquiries related to drugs and poisons.

In line with the Chinese Government policy to promote
innovative medicine and leveraging on more than 3 decades of
clinical research including drug development and clinical trials in
Hong Kong, the Hong Kong Government established the CUHK
Phase 1 Clinical Trial Centre (P1CTC) at the Prince of Wales
Hospital (PWH) in 2013. Given the state of the art facilities of the
Centre, Professor Brian Tomlinson and his CPSU team, who have
extensive experience in conducting clinical trials with good
clinical practice, has contributed significantly to strengthening
the capacity and promoting the reputation of the Centre for
conducting early phase clinical trials. The core members of CPSU

In 2005, the Prince of Wales Hospital Poison Treatment Centre (PWHPTC) was
jointly established by the Department of Health, HA and the DPIB to provide
services and training in clinical toxicology under the directorship of Professor
Thomas Chan. Coordinated by Dr. Raymond Wong and Dr. Jones Chan, the
clinical pharmacologists have been training internists, providing in-patient and
out-patient care as well as consulting the Government on regulatory and public
health issues related to drug usage, food safety and environmental toxins.

include Ms. Evelyn Chau (Nursing Officer), Dr. Benny Fok (Scientific Officer), Dr. Tanya Chu (Research Associate) and
Dr. Teresa Hu (Research Assistant Professor) and a group of part-time nurses. They conduct, analyze and publish

pharmacogenetics studies, BABE and early-phase clinical trials in collaboration with other disciplines.

In 2016, the Clinical Pharmacology team was joined by Dr. Elaine Chow
with interests in pathophysiology and drug mechanisms in diabetes and
obesity. She successfully translated her extensive experience in
conducting insulin clamp studies in UK and introduced this new
technique at the Phase 1 Clinical Trial Centre for the first time in Hong
Kong. This investigation tool will provide new insights into the relative
contribution of insulin insufficiency and insulin resistance in young
people with diabetes and prediabetes as well as drug responses in
Chinese populations. As Hong Kong enters a new era of knowledge

industry, the promotion of Clinical Pharmacology as a scientific discipline will provide new career opportunities for
our young doctors, scientists and professional workers to contribute towards the protection of human health
through innovative medicine and quality pharmaceutical care. To this end, we look forward to developing
partnerships with other disciplines to design, conduct and coordinate various drug development programs
including the use of novel biomarkers and devices for predictive, preventive and personalized medicine.

C" Division of Clinical Pharmacology,
“98!151'2‘ Department of Medicine & Therapeutics

Faculty of Medicine http://www.mect.cuhk.edu.hk/specialties/clinicalpharmacology.html

The Chinesé University of Hong Kong
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