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Research Unit Highlight - Department of Paediatrics (CUHK)
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Do Prevention Well Today, Eye On Children’s Future i
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Department of Paediatrics (the “Department”) of the
Chinese University of Hong Kong (CUHK) has been
concerned with child health in the community. Growth,
intellectual development, psychological and mental
health, nutrition, disease prevention are some of the focus
areas of community medicine within paediatrics. Based
on the principle “Prevention is better than cure” and the
benefit of the children’s health in the future, the
Department has conducted a number of large scale
vaccine clinical trials in recent years. The vaccine ftrials
include human papilloma virus (HPV) vaccine, rotavirus
vaccine and influenza vaccine.




BEARRERRANFERER  EEBHEAATRER
BAm ARAGURESMBAREXCHABEFR
Z215,000A * KBHATHARBLEEERTFEAR - F
ARl - HPARBERAFTMERSENHAERKE
£ B2002F B — Bt ASEENE 2 RK
MERE Z P LEBRRHE - BESFENHEHLBERR
—BEHR2H  MELRBET  SEELMNGBE
BEA MBI BREABESSIBAERER S X (Rotavirus
gastroenteritis, RVGE) ®i&96.1% ° 7£2014/15%;
ARESRITFEHRE - PARBBRTERETEE
WRESEENEERMMARE  BRAGET &8
BETEMSHEU T RERARLE RS MERZEIO% °

foladal s Ve HHAM

_hﬁn‘

Gastroenteritis is very common in children during their
childhood and is regarded as a mild disease in Hong
Kong. However, rotavirus gastroenteritis causes 215,000
deaths of which most are in developing countries
annually. From 2002, the Department collaborated with
Singapore and Taiwan to conduct a 3-year large-scale
multicenter clinical trial to assess the safety and efficacy of
the rotavirus vaccine. This study recruited more than 10
thousand of infants. The results showed that the vaccine
could provide high level of protection against severe
rotavirus gastroenteritis (RVGE) (96.1% efficacy) in Asia.
The Department also conducted the territory's first study
on real-world effectiveness of rotavirus vaccine during the
peak season of rotavirus in 2014/2015 in Hong Kong. The
results showed that rotavirus vaccine can prevent about
90% of hospitalizations of children below 5 years of age.
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\ Rotavirus vaccine can protect against RVGE in Asia (96.1 % efficacy)
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According to the information from National Cancer
Institute, HPV type 16 and 18 are responsible for about
70% of all cases of cervical cancer. In 2011-2015, the
Department conducted a randomized trial with 21 sites
to compare the immunogenicity and safety of HPV-16/18
vaccine and HPV-6/11/16/18 vaccine. After analyzing
the results from 1075 participants, it concluded that the
HPV- 16/18 vaccine could elicit superior antibody response
to HPV-6/11/16/18.

Q/
=¥

HPV-6/11/16/18%

HPV-16/18Bl B EF R NB R ELLHPV-6/11/16/18 L R B K E B
HPV- 16/18 vaccine could elicit superior antibody response to HPV-6/11/16/18
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In addition to conducting local studies, the
Department also cares the children's
health around the world. In collaboration
with a research team at World Health
Organization (WHO), they revised the
model to provide a more accurate estimation
of pertussis in children younger than 5
years, and hence improve country-level
decision making in pertussis control.
This study has been published in The
Lancet Infectious Diseases.



http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(17)30390-0/abstract
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Professor Leung Ting Fan hopes that HK government
has long-term planning in protecting children’s health
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Professor Tony Nelson has been persuading governments to
incorporate the rotavirus vaccine into their regular CIP

So, what is the motivation that drives the Department to
study vaccines in children?

Professor Leung Ting Fan, the Chairman of the
Department of Paediatrics said, “Vaccine has long-term
impact on children’s health. Take Hepatitis B vaccine as
an example, the Hong Kong government has provided
free Hepatitis B vaccination for all newborns in Hong Kong
since 1988. According to the latest statistical report from
Centre of Health Protection of Hong Kong, only 2 people
aged between 15- 24 were diagnosed with Hepatitis B in
2015. This figure is less 22 times as compared with 20
years ago”. He continued, “The public may not benefit
from the clinical trial immediately, but the results can
provide evidence for drawing up the policy, and hence
has far-reaching influence on the society. The results of
HPV vaccine study showed that HPV vaccine can protect
against cervical cancer effectively. If HPV vaccine can be
incorporated into the Hong Kong Childhood Immunisation
Programme (HKCIP), it is not only beneficial to those that
get vaccination, but also alleviates government’s burden
in the medical expense of cervical cancer treatment”.
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Professor Tony Nelson, Clinical Professional Consultant of
the Department of Paediatrics, also shares the same
vision. Prof. Nelson said, “The mortality of rotavirus illness
is very low in high-income countries such as Hong Kong
and Singapore. But the physical and psychological
burden of hospitalization caused by rotavirus infection
influences both children and their parents/ carers. We
have been working hard to persuade the Hong Kong
government as well as those in other countries to
incorporate  rotavirus vaccine into their regular
immunisation programmes using study evidence and
economic evaluations”.
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I The Department has established a clinical trial team with

experienced paediatric research nurses and research assistants
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The Department has many challenges ahead when they
are conducting large-scale clinical trials. Prof. Leung said,
“Explaining the reason for conducting clinical trial to
parents is one of the challenges. Children as well as their
whole family are needed to take into considerations in
paediatric research. There was a case, a child withdrew
from our previous study because of the opposition from
its grandpa, even if both parents agreed their child to
participate the study”. Great manpower demand is
another issue in conducting large scale studies. Prof.
Nelson said, “Young children are admitted into hospital
often because of mild diseases. During the study period,
we needed to check the hospitalization records of our
1200 subjects via the HA CMS system everyday. We also
phoned the parents twice a month to confirm if their
children had been admitted to a private hospital. In case
of any hospitalization, we are required to send the Serious
Adverse Event (SAE) report to Clinical Research Ethics
Committee (CREC) within 24 hours of being alerted of the
event. The workload was really heavy.”
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The Department borrowed a vacant HA paediatric clinic for a trial visit on Saturday
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Research nurses are mostly found on the frontline in
paediatric trial. Why?

Prof. Leung explained, “Parents have lots of concern
regarding the clinical practice. For example: How can we
phlebotomize from the baby’'s small arm? How much
blood would be drawn? Does the phlebotomy affect the
baby? In addition, parents generally trust the healthcare
professionals; therefore, our research nurses are on the
frontline of the clinical trials”. The Department has
established a team with more than 10 experienced
pediatric nurses and research assistants. Prof. Leung
said, “Take the example of last formula milk study, we
handled more than 100 families in a single visit. Because
of the high participation number, we borrowed the vacant
Hospital Authority (HA) pediatric clinic to meet the families
on Saturday. We can successfully complete the study
because of the participation of our enthusiastic nurses
and the help from HA”".
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The Department has also established a core team to
provide administrative support and coordination for the
investigators and the nurses. In addition, the Department
actively encourages HA clinicians to join the research by
different means. Prof. Leung added, “Principal
Investigator (PI) is ultimately accountable for all
trial-related responsibilities and risk. The direction of the
University in conducting research is definite. The public
generally accepts the university staff to conduct research
than that of the HA. In view of this, our university staff
often takes the Pl's role and invites HA staff to be the
Co-Investigator (Co-1)".

For the sources of research grant and funding, Prof.
Leung said, “Due to the historic, safety and ethical
issues, the research money for conducting drug trial in
pediatrics are insufficient from both government and
pharmaceutical companies. Nevertheless, we solely
consider the significance and the credibility of the
preclinical research data before engaging in any
research sponsored by pharmaceutical
company or milk powder manufacturer.
As there is not much support from
pharmaceutical company to study
orphan diseases, e.g., Gaucher’s
disease, we hope government could
provide more resources to support the
research of these orphan diseases”.

The research policy of Hong Kong
Government tends to focus on local
issues  for  prospective  research
projects. This is not a good news to the
investigator like Prof. Tony Nelson who
has a strong commitment to address
the global health problems of children.
His global commitment comes from his working
experience in New Zealand and the poor countries like
Zimbabwe, Malawi, and South Africa. Prof. Tony Nelson
said, “It is difficult to get the money for global issues from
Hong Kong. However, it is lucky that much rotavirus
vaccine research gets sponsorship from Bill & Melinda
Gates Foundation and there are many opportunities and
money around the world for global issues, such as World
Health Organization (WHO) and the Centre for Disease
Control and Prevention of United States (USCDC). Those

foundations and organizations choose different
approaches. For example, Bill & Melinda Gates
Foundation may fund projects that are risky but

interesting. Some research studies may not be good for
obtaining grants, but they may be good for children”.
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Clinical Trial Registration in Public Domain (Part1)

CRMOBSH8A29RFEBEH L AEMN A4 On 29 Aug 2017, an email reminder was sent from
HENERFENIERE r AW FTLEREZE CRMO regarding the clinical trial registration
SHWEBRRRER - SH BMiLME—IH WA requirements. We have received numerous enqguiries
RS o regarding the purposes and procedures for clinical

trial registration. In this issue, let's answer some of
the questions we received.
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What are the primary purposes of registering our clinical studies in a public registry?

o BIRRARRBAFZAE Y REE  FE  BEFBNHEMALRERKHARES
s BEFCIBAERNMEEETHELM - HERNBENERRRER “RAREHRE" ERM[E
® [o provide increased transparency and access to clinical trial information for patients, families,
patient groups and others;
® To address the problem to “reporting bias” where negative or null results were less likely to be published.
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When did this requirement become mandatory?
o 5 TA ESRFN997 F B X I E A3 B F A
« R EEHTFEEESE (ICMJE) B2005MBERKARKRFFTETED
o FA20064F ¢ t REAELALE (WHO) HRERFE AT A BRIRIT I TES
e H2008F#E « "HRFESE T (HABBHE) LWMARBRATETELHERK

® The requirement was first made into a US federal law in 1997

® |nternational Committee of Medical Journal Editors (ICMJE) began -
requiring trials to be registered since 2005 ﬂ ICMJE
® |n 2006, the World Health Organization (WHQO) stated that all clinical
trials should be registered INTERNATIONAL COMMITTEE of

* The trial registration requirement was also included in the Declaration MEDICAL JOURNAL EDITORS
of Helsinki (World Medical Association) since 2008

BMEBEMNMRRBELELAHEF LEFHERR? [
What are the possible consequences if my study were not registered?
* ICMJE H2005%7 A1 ARMMERKSEMRAMITETER - IRE/IROHITETERL - BLER
ICMJE S EH T ARSER MR TR
* The ICMJE began requiring trials to be registered since 1 Jul 2005. If your study was not registered,
manuscripts might not be accepted by medical journals following the ICMJE Recommendations. ‘
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Update of GCP online test
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The online GCP test will be available all year round
starting from 2 Jan 2018. If you pass the test, you will
receive the certificate immediately.

Please note the test link is the same as before with
details below:

e | ink: http://intranet.crmo.med.cuhk.edu.hk/
CRMCApps/Quiz.aspx
(Pre-registration is required)

e Date: All year round

¢ Passing score: 80%

e Time limit: 1 hour

Online Reference Resources

GCP E212016F 11 AEHEHT! GCP HITBETIRA
(E6) BXRmEMEEERER (CFDA) GCP -
BRRAGRIERERFMEEM 2 EHAATE
CRMO # & T & http://intranet.crmo.med.cuhk.edu.
hk/DownloadLinks/StudyRefMaterials.aspx °
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cuhk.edu.hk/Downloadlinks/Works
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Good Clinical Practice (GCP) has been updated in Nov

2016! You can visit our website at http://intranet.crmo.med.

cuhk.edu.hk/DownloadLinks/StudyRefMaterials.aspx

to download the latest version of GCP, i.e. (E6) and

other reference materials such as GCP guidelines from
CFDA and PWH resuscitation manual.
If you interest in our previous work-
shops, you can download the slides at
http://intranet.crmo.med.cuhk.edu.hk/
Downloadl inks/WorkshopSlides.aspx .
You are welcomed to contact us if you
need assistance in accessing our
workshop slides.

New CRMO SOPs and Service:
CRMO Clinical Trial Monitoring
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CRMO has launched 3 new Standard Operating
Procedures (SOPs) with effect from 23 Oct 2017. They
are related to CRMO monitoring service on (1) Site
Initiation, (2) Clinical Trial Monitoring, and (3) Site Close-Out.

Please note that these SOPs are applicable to CRMO
internal only. Colleagues outside CRMO do not need to
train on these SOPs.

CRMO is rolling out a new paid service
on Clinical Trial Monitoring. Please feel
free to contact us at 3505 4284 for
more details.
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Sharings for Clinical Research
Induction Program
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Through the program, we are pleased to share our
experience of clinical research with our colleagues from
different background such as basic science, nursing,
management and other professionals. Let's see our
participants’ sharings.

i EMEIB IR &?fﬁ%ﬁﬁﬁGCPm%ﬂnﬁ EERNEEEHBRNRRESRP
BENDE  HBENREAMUHE+MHER KN HEREBEREGERIEIES
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| learned a lot about what good clinical practice (GCP) is from this program. The
speakers were knowledgeable and responsive to my questions in a timely manner. The
PowerPoint and program material were well made and useful. | would strongly
recommend this program to any other who is interested in conducting clinical research.
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BERKAER —ERBKENIKE - RFLM A  Clinical research is a challenging journey. We hope our
FERERESEE ERBHERFEAELZEANARSE - colleagues have an comprehensive overview of this
WEIMEREAE —BAEBA (BEHREBELE) journey through our program. This program is often
BT o B7NERWMEABEINITE H20184F1 heldon the first Friday of every month (except for some
BB BT AT ENRSIENE: - & special circumstances). The 7th induction program will
B4 gg HM o R4 A FE LA B A H E Z 42 berunonbJan 2018. Please feel free to contact us for
htto://intranet.crmo.m cuhk hk/CRMCA more information or do the registration directly at
ps/InductionProgram.aspx ° http://intranet.crmo.med.cuhk.edu.hk/CRMCA
s/InductionProgram.aspx
RS Luncheon Seminar: Med Talk: Drug
BEYHRE-HEREWRIEREHR Development from Bench to Bedside
EBRZEZS>HINBERER  EEFTN/LLEWAE From isolation to clinical application, each new chemical
D= 5@ ZIBEDAS MM E A K AE  entity has to go through a series of rigorous tests and
MG ETHER - studies before being marketed as a drug.
MRS EGEREEVEEEGRBEREHK On 12 Dec 2017, we are delighted to have our honorable
BEEHEREREELTHERARNEEY A EE X speakers Prof. KWAN Yiu Wa (School of Biomedical
BRERHEREDHZTBED AR RKAN B A Sciences), Prof. ZUO Zhong (School of Pharmacy) and
RAORAREBERMASHBLRE—@HE - Prof. Juliana CHAN (Department of Medicine &
TG ENR2017F12 128 £ 1T o fRA] #| Therapeutics) to give our colleagues an overview of

CRMO#3 & http://intranet.crmo.med.cuhk.edu.
hk/CRMCApps/DrugDevelopment.aspx B =15
WERLLZM -

drug development process focusing on laboratory
tests, formulation strategies and clinical trials. You can
get more details and register the workshop at CRMO
website_http://intranet.crmo.med.cuhk.edu.hk/CRMC
Apps/DrugDevelopment.aspx
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Contact us

EEPXARB-FRERERESN RAAREEE
Joint CUHK-NTEC Clinical Research Management Office (CRMO)

#pdt: FEHADHBIMA0-32AHA R EBR 2 ENHERBEENE
Address: 8/F, Lui Che Woo Clinical Sciences Building, Prince of Wales Hospital, 30-32 Ngan Shing Street, Shatin, Hong Kong

8 # 4t Website: hitp.//www.crmo.med.cuhk.edu.hk T E E-mail: crmo@cuhk.edu.hk E 5% Tel: (852) 3505 4276
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