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Time flies, 3 years have passed since the CRMO was set up
in 2013 to strengthen the governance and provide liaison
amongst all stakeholders including investigators, sponsors,
supporting units, regulatory agencies and clinical research
organizations for enhancing the safety, efficacy and quality
of conduct of clinical trials in the NTEC hospitals/clinics.

Amongst the 47 Clinical Research Units (CRU) comprising
633 research personnel from multiple disciplines, 16 have
now received accreditation from the China Federation of
Drug and Safety Administration (CFDA). This recognition has
made our data available for the approval of new drugs to
benefit the 1.3 billion people in Mainland China. Later on this
year, we shall receive another round of inspection by the
CFDA in the 3-yearly cycle for re-accreditation. Here, | wish
to thank our colleagues for their cooperation in preparing the
dossiers with efficiency and quality.

Currently, 691 clinical studies have been registered in the
CRMO intranet which helps researchers keep track of their
portfolios. Of these, 357 were externally sponsored. As part
of our quality improvement programs, the CRMO has been
organizing Good Clinical Practice (GCP) courses, Basic Life
Support (BLS) workshops, lunch seminars and on-line GCP
examination as well as conducting internal audits to ensure
compliance with GCP and standard of operations (SOP).

To help our investigators focus on trial design, patient
recruitment and conduct of clinical trials, the Clinical
Research Pharmacy (CRP) has been providing high quality
services to manage investigational medicinal products (IMP).
At the same time, the CRMO has been helping investigators
to arrange external archiving of trial documents and
insurance for conduct of investigator-initiated clinical trials.

In the coming months, the CRMO will expand its services to
streamline the administrative procedures during the
preparatory phase of the clinical trials. We have revamped
the CRMO website to publicize the credentials of our
highly reputable clinical research teams and their
leadership roles in designing, coordinating, conducting
and reporting innovative and early phase studies through
private public partnerships.

Our mission is to bring out the best of medicine through
research, quality care and collaborations and to this end, we
look forward to hearing from you as to how we can continue
to improve our services in pursuit of this common goal.

gu.[éana C)éan

Director
Clinical Research Management Office (CRMO)
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Clinical trials are believed to be the cornerstone
of improvements in clinical care. What do you think?
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The large number of attendances, the vast diversity of
diseases and the urgency of our patients’ condition:
there are the unique challenges that the Emergency
Department (ED) encounters every day. It is undoubtedly
appropriate to compare the ED environment to working
“on the battlefield”. Nevertheless, our ED colleagues
endeavor to conduct clinical trials to improve the
standard of care despite their heavy workload and
tight schedules. Trauma, sepsis, gout, analgesia and
geriatric care are their current research themes.

Prof. Graham & Prof. Hung:

Clinical trials are definitely important to drive the
improvement of clinical care. We have recently published
papers reporting clinical trials that were widely
regarded as practice changing, and provided answers
to important clinical problems in sepsis resuscitation
and the management of acute gouty arthritis in the ED.

In 2014 the Australasian Resuscitation in Sepsis
Evaluation (ARISE) trial was published in the New
England Journal of Medicine. We were one of the
coordinators for Hong Kong recruitment in this
multi-center study to investigate early goal-directed
resuscitation (EGDT) for patients with early septic
shock. The patients were randomly assigned to receive
either EGDT or usual care. The results showed that
EGDT did not reduce the 90-day all-cause mortality



S—HEHESMEREETIE  FHEEEBEHEAREY
(NASIDs) faIindomethacin &4 & = 1% & BUAE K — 4%
REERY  BETEAREE  BUHETZNESRS
F o ENRORKEREEME (Prednisolone) MEE
MEME  ERM—EHEK  EEHRNZPLEBRRK
3% - BRPrednisoloneff#®EEK & T@E AR
NASIDSmEEMREBE AR -2 BEFIFELE T — @
EE HMABMATESTINERNER - BRMAD
LREITERABMEBRKAE °

A EREFFHEL  BRIFRAERERAERNTZE
BERBEANEE-—R-

BB ERRAGET OARBTENRIERSIRE

The well-equipped trauma and resuscitation room at PWH trauma centre.

of the critically ill patient with early septic shock.’
This has impacted the recommendations in the
subsequent major international guidelines on sepsis
management.

Acute gout management is another research theme.
Anti-inflammatory drugs (NSAIDs) such as indomethacin
were recommended as the first-line agents. However,
they are not suitable for elderly patients and patients
with renal insufficiency or gastrointestinal disease.
In the light of the safety and effectiveness of the
oral corticosteroid prednisolone, our double-blind,
randomized, controlled multi-center trial showed that
prednisolone could be considered as a first-line
alternative for patient who is not suitable to take NSAID.?
These examples also highlighted the fact that often our
trials are without pharmaceutical sponsorship, but
worthwhile to conduct for its beneficial impact on our
patients.

These two examples point out that clinical trials
are the key to improve medical care and makes
an impact on the medical system.
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What are your focus areas?
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Prof. Graham & Prof. Hung:
Apart from our work in sepsis care and acute gouty
arthritis, research on resuscitation of major trauma
patients is another major focus.

Designation of 5 trauma centers were based on the
recommendation outlined by Prof. Donald Trunkey in
his report to the Hospital Authority in 1994. Before the
implementation of primary trauma diversion (PTD),
major trauma patients had been transported to the
nearest hospital for resuscitation and then transferred
to trauma center after initial stabilization for further
evaluation and intervention.

PWH and the New Territories East Cluster was the first
to pilot the feasibility of PTD in Hong Kong. We
collaborated with the Fire Service Department and
Alice Ho Mui Ling Nethersole Hospital (AHNH) to see
if major trauma patients could benefit from direct
transportation to the trauma center rather than
inter-hospital transfer. Our prospective study showed
that trauma patients could reach definitive care 97
minutes earlier by using PTD. 2
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What are the research strengths of Accident &

Emergency Medicine (A&E) in PWH?
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Can you give some suggestions to make the
clinical trial of A&E much more favorable?

Prof. Graham & Prof. Hung:

Hong Kong is a densely populated city; the average
daily attendance of PWH ED is around 400 patients.
The large number of daily attendance is definitely
beneficial for subject recruitment. In addition, our
department collaborates frequently with the rest of
departments within the hospital. These are our
strengths in conducting clinical study.
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Prof. Graham & Prof. Hung:

Government funding plays an important role in driving
clinical trials. With the inclination of government
support, research in emergency medicine in
Singapore has taken a great leap. In contrast,
emergency medicine research is not one of the
categories in General Research Fund (GRF), even
though emergency medicine has been one of the
specialties under the Hong Kong Academy of Medicine
since 1997. Improvement in funding is required.

Discussion and improvement for informed consent
process is urged especially for A&E. Hovering between
life and death, it is often impossible to obtain the
informed consent from the critically ill patient or their
accompanying family members using routine
procedures. In Australia, the government has
educated their residents through different media about
the recruitment of subjects for clinical trials in trauma
care. Residents could be recruited as research subject
automatically when they suffer from major trauma
and an ‘opting out’ policy is used. This policy is
accompanied by detailed consultation with relevant
parties, and stringent governance in the implementation
which allows broad public acceptance in conducting
clinical trials for patients in critical conditions, whilst
protecting the safety and rights of patients.

More evidence-based research can be conducted if
we can seize the opportunity of high attendance,
appropriate funding policy together with more effective
arrangement in obtaining the informed consent.
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Prof. Graham & Prof. Hung:

Hong Kong has some key areas for improvement in
terms of emergency care compared with other
developed countries in the world. In Seattle, the
successful rate in resuscitation of out of hospital
cardiac arrest is 40%, compared with the rate of
Hong Kong is around 1% in the past 20 years.

Furthermore, the longer term recovery of emergency
conditions are important to us. In comparing the
functional outcome of major trauma patient between
State of Victoria, Australia and Hong Kong, our study
showed similar outcomes in 6 and 12 months after
adjusting for key confounders.* However, our results
showed that the rate of return to work is low in Hong
Kong compared with Australia and the Netherlands.

“Survive” and “survive well” are totally different to
patient. To help our patient to ‘survive well’, we have
to set linkage between the whole system of medical
care. Whole system including education, pre-hospital
care (e.g., PTD), in-hospital diagnosis and
treatment, and post-hospital follow-up (e.g.,
physical rehabilitation, psychological follow-up). If
every steps can be done at the right time, our
patient will be impacted with significant
improvement. We look forward to having more and
closer collaboration with different disciplines and
the community to provide better care for our patients.

YER
Physical
Rehabilitation

DEERERE
Psychological
Follow-up

BB

Education

Reference:

1B HA R 1Y
DA
In-Hospital
Diagnosis
and Treatment

1. ARISE Investigators; ANZICS Clinical Trials Group, Peake SL et al. N Eng/ J Med. 2014; 371(16):1496-506.

2. Rainer TH et al. Ann Intern Med. 2016; 164(7):464-71.
3. Cheung NK et al. J Trauma. 2006; 61(4):954-60.
4. Rainer TH et al. PloS One. 2014; 9(8).
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What are the general principles of biological sample management?
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Entire handling processes of biological specimen including but
not limited to labelling, collection, processing, storage, and
transferring must be documented clearly and be traceable.
For proper documentation, new mapping template for the storage
area of biological samples (e.g., freezer) and biological sample
log template have been included in the new version of
CRMO-SOP-020. In addition, working area must be clean and
the equipment(s) must be maintained in reliable and functional
condition.
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How to handle the study document if it is no longer needed to be retained?
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For the company-sponsored study, sponsor is responsible to inform the investigator/
institution in writing when the trial related documents are no longer needed to be retained
(ICH-GCP 4.9.5, 5.5.12). Investigator can also refer to the clinical trial agreement if there
are any specific handling requirement(s) on the study documents.
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For the investigator-sponsored study, investigator should destroy the documents with
proper measures to prevent leaks of the sensitive documents. Secure shredding offered
by shredding service company is one of the possible solution.

EMRERENERTAR (IST) BEBYBEL  HRZWEN [F@RE] ? '!!
If drug company provide financial sponsorship to an investigator-
sponsored trial (IST), who will be the “Sponsor” of that trail?
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“Sponsor” not only provide financial sponsorship, it also embodies a broad range of
responsibilities including but not limited to scientific, management, regulatory, legal and
financial responsibilities. The data, results and intellectual property rights derived from
the studies are owned by the sponsor.

The mentioned study is an IST as the company only funds the investigator. No indemnity
and insurance is provided by the company and all other liabilities rests on the investigator.
For the intellectual property, investigator has the right to decide whether he would
like to share the data with the company.
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www.crmo.med.cuhk.edu.hk
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Synergy ——
Aim to create a safe environment for scientificand ethical@nduct of clinical

research for evaluation of safety, efficacy and acceptability of novel compounds,
and treatment strategies for advancement of health sciences and quality care
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New CRMO website
www.crmo.med.cuhk.edu.hk

Our brand new website is launched! The new design
allows for tailored menus, clear and easy navigation,
and a responsive layout. The home page introduces
CRMO and the credentials of our research teams for the
public. For our CUHK/ NTEC colleagues, you can click
“Internal User” to get more specific information e.g.,
upcoming workshop that matter you. Please feel free to
provide us with your comments and suggestion.
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Clinical Research Management Office

News Event
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Launch of monthly GCP online test

RmERENTR  HAE-—FRARYE - EHESTA
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B2MAR - ER2NMNEZEZENFE  FAE
http://intranet.crmo.med.cuhk.edu.hk/en-us/
crmoservices/onlinetest.aspx#ot.
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The online GCP test is launched routinely at the first
10 calendar days of every month and the registration is
open all year round. Both CRMO website registered
member and non-registered member are welcomed to
take the test. For details of participation and issue of
certificate, please visit our website
http://intranet.crmo.med.cuhk.edu.hk/en-us/
crmoservices/onlinetest.aspx#ot .

Change of application form and
amendment form for clinical trial insurance

EEHHERKABRRERBRMEREXE2017F1H18
ERER  EFENTHENHREBTEUHRZ - F
EHERAARRENEENEE  BREERKTIERA
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http://intranet.crmo.med.cuhk.edu.hk/en-us/
crmoservices/clinicaltrialinsurance.aspx#ot .

The Clinical Trial Insurance application form and
amendment form have been updated with effective
on 1 Jan 2017. A checklist of essential documents
has been added for checking. Pl should approach
CRMO together with the updated ethics approval and
a study protocol for application before commencement
of the trial.

If there is any amendment, e.g., change of Pl/ Co-I,
study subject number, protocol amendment, please
inform CRMO by using the amendment form in timely
manner. Please feel free to contact us for further
enquiry or you can visit our website for details
http://intranet.crmo.med.cuhk.edu.hk/en-us/
crmoservices/clinicaltrialinsurance.aspx#ot.
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Workshops
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One-Day ICH-GCP Workshop

A one-day GCP workshop was held on 4 Mar for our
colleagues. The training was recognized by Trancelerate
Biopharma and would be accepted globally by pharmaceutical companies. Additionally, a half-day
Chinese workshop on GCP (co-organized with the Institute of Integrated Medicine) was arranged on 18 Mar
for our colleagues who conduct clinical trials with Traditional Chinese Medicine. Instructed by seasoned
professionals, both workshops received raved responses with constructive exchanges.
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Sharing Session on Clinical Research
Inspections

A one-hour workshop focusing clinical research inspection
was held on 27 Mar. The workshop allowed CRMO to
share the common inspection findings with over 100
research staffs working in different departments.
Additional CRMO services intended to assist our
investigators were also introduced during the workshop.
More information on the new CRMO services will be sent
to our CUHK colleagues once available.
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Contact us

BEEPXARB-FHARERKERP GARMRAEZE
Joint CUHK-NTEC Clinical Research Management Office (CRMO)

it FERFADHRFEI0-32FEAEHF T BRI ENEREZEE/E
Address: 8/F, Lui Che Woo Clinical Sciences Building, Prince of Wales Hospital, 30-32 Ngan Shing Street, Shatin, Hong Kong

8 # Ut Website: http://www.crmo.med.cuhk.edu.hk  ZF E-mail: crmo@cuhk.edu.hk  EFE Tel: (852) 3505 4276
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