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What is public health focus?

= Public health is the science of protecting and improving
the health of families and communities through
promotion of healthy lifestyles, research for disease and
Injury prevention and detection and control of infectious
diseases. Overall, public health is concerned with
protecting the health of entire populations.
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health - related challenges from

communicable diseases over the
past five decades and beyond, notably
epidemics of polio in the 1950s and 1960s,
the high disease burden of Hepatitis B
virus infection in the 1970s and 1980s,
and the SARS pandemic in 2003 come to
mind. While polio and SARS are no longer
immediate threats, Hepatitis B virus
infection has remained endemic. Chronic
Hepatitis B virus infection is a precursor
risk factor to liver cancer, one of the most
common types of cancers in Singapore.

S ingaporeans have faced many major

According to Professor Goh, the incidence
of acute Hepatitis B and prevalence of
Hepatitis B virus carriers in Singapore have
fallen substantially, due to the inclusion

of the Hepatitis B vaccine in the national
childhood immunisation programme in
the 1980s.

“The impact [of immunisation] has been
tremendous. We know that vaccines

are a very powerful public health tool.
And the immunisation programme has
been successfully implemented with
effective results. Singapore has a good

committed [to protecting their families
and getting themselves immunised].”

The Hepatitis B vaccine became available
in the 1980s. By the early 1990s, the
proportion of Singaporean children
getting immunised was around 70-80
percent, and subsequently jumped to
more than g5 percent from the mid-1990s
onwards. (Figure on page 11)
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This high, near universal Hepatitis B
vaccination coverage rate in the 1990s
may also be attributed to Singapore
clinical research. When Hepatitis B vaccine
first became commerdially available, it

#ore primary school children being tested for post
Hepatitis B vacinnation immunitya

was costly. As a result, the Ministry of
Health funded a dinical trial evaluating the
effectiveness of a lower dose in infants.
Prof Goh and his colleagues conducted
several trials, which involved children and
adults. It was found that half the usual
full dose of the vaccine recommended by
the manufacturer was just as effective at
preventing Hepatitis B virus infection as

a usual dose. As a consequence of these
clinical studies, a half-dose was initiated
in Singapore, rather than the full dose.
The cost of the vaccine was reduced
substantially and as a result, more
Singaporeans were able to be immunised.

Figure: incidence of Acute Hepatitis B per 100,000
population and vaccination coverage among
Singapore children at 2 years of age, 1985-2013 (Source:
Communicable Diseases Division, Ministry of Health)

Incidence of acute Hepatitis B per 100,000 popul

and vaccil

coverage among Singapore children at 2 years of age, 1985 - 2013*

Hepatitis B vacchnation for infants bom ta
carrier mothers (Oct 1985)

© Wepatitis B vaccination for
aif newborns
(5ep 1987)

Cases per 100,000 popuiation

PSP

Cases per 160,000 popuiation

Py

£ DD P DD
FFIH P S

I Viccination coverage (2)

*ixcluding tourists and foreginers seeking medical treatment in Singapare

Vvaccination coverage (%) at 2 years of age

Saving Lives Through Clinical Research | 11

Scientific Collaboration for Research Innovation



ADEPT Dengue study

KEY PROJECTS

VI. ADEPT

“ADEPT marks the first step of a multi-centre
investigator-initiated study in infectious diseases. It also
marks the beginning of local collaboration between
Infectious Disease Clinician Investigators and an
academic research institute like SCRI. SCRI’s operational
support to run clinical studies is crucial in building
up the synergy and capabilities necessary for quality
clinical research.”

Professor Leo Yee Sin

Principal Investigator

Clinical Director, Communicoble Disease Centre

Director; Institute of Infectious Diseases & Epidemiology, Tan Tock Seng Hospital
Senior Consultant, Department of Infectious Diseases, Tan Tock Seng Hospital

|

(From left): Mr Liew Wei Ming (SCRI), Ms Wei Yuan (SCRI), Ms Cindy Seow (SCRI), Dr '
Limin Wijaya (SGH), Dr Cao Yang (SCRY), Professor Leo Yee Sin (TTSH)

o '-' "4
RV AAIAY A

Study of platelet transfusion in severe dengue cases in Singapore and Malaysia
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Atropine to Treat Childhood Myopia

A drop a day keeps Nikhil’'s myopia at bay

————

PHOTO: LIANHE ZADBAO

WHEN he was 10, Nikhil
Angappan had myopia of
175 degrees in both eyes.
Seven years on, the
Anglo-Chinese School
(Independent) student’s
prescription increased by
just 25 degrees.

He was one of 400
children put on diluted
atropine eyedrops by
researchers at the
Singapore National Eye
Centre (SNEC) as part of a
five-year trial.

And the results have
been stunning, said SNEC.
The research showed that
the eyedrops, when given at
ultra-low doses, slowed
myopia by up to 60 per
cent.

Said Nikhil, now 17: “It
may scem like a big
inconvenience to put in the
eyedrops every day. But
after a while, it becomes
routine. All it takes is a few
seconds before you go to
sleep.” M TOP OF THE NEWS A6

‘We are sure that we have a way to treat myopia’

By POON CHIAN HUI

FOR 16 years, doctors at the Sin-
gapore National Eye Centre
(SNEC) have been trying to find a
way to stop myopia in its tracks.

‘They say they finally have the
answer: eyedrops with a concen-
tration of 0.01 per cent atropine.

“We are at a stage where we
are surc that we have a way to
treat myopia,” said SNEC medi-
cal director Donald Tan, adding
that the eyedrops could be availa-
ble for prescription in the next six
months. “This is a breakthrough
in the fight against myopia here.”

With 80 per cent of people af-

flicted by the time they turn 18,
Singapore is considered the myo-
pia capital of the world.

The eyedrops do not cure myo-
pia, but they seem to slow down
its degenerative effects by up to
60 per cent. This means that a
short-sighted child, whose eye-
sight would normally get worse
by 100 degrees a year, will only ex-
perience a 40-degree increase.

For decades, it has been known
that atropine, which is extracted
from certain plants, can be used
to counter myopia. The drug
seems to stop the eyeball from
growing longer, a hallmark of my-
opia. But it has not been widely

used because of the side-effects
caused by eyedrops with 1 per
cent atropine, the normal availa-
ble dose.

As the drug dilates the eye’s pu-
pil, letting in more light, children
needed to wear sunglasses before
going out in the day. Atropine al-
so stops the eye muscles from
working, making it harder to fo-
cus on near objects.

‘That meant that children need-
ed to wear bifocal eyeglasses
when reading. Several other stud-
ies also found that when the use
of atropine stopped, the myopia
“rebounded”.

The answer was eyedrops with

0.01 per cent atropine.

In an SNEC study which began
in 2006, 400 short-sighted chil-
dren were put on daily eyedrops
with three different concentra-
tions: 0.5 per cent, 0.1 per cent
and 0.01 per cent. The children
were tracked for five years.

Results showed that side-ef-
fects were minimised for the
most diluted eyedrops. Children
did not need sunglasses or bifo-
cals, but could go about their dai-
ly lives as usual. There was al-
most no rebound effect when the
eyedrops were stopped for a year.

After five years, thosc on the
0.01 dose also fared the best, with
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the least decline in their eyesight.

The findings were presented at
an international conference earli-
er this week.

Dr Lam Pin Min, an ophthal-
mologist at KK Women's and Chil-
dren’s Hospital, said he was “cer-
tainly looking forward” to the
new eyedrops.

Currently, he prescribes regu-
lar (1 per cent) atropine to several
young patients. But they have to
use special spectacles due to the
side-effects. With price tags of
$400 to $1,000, the cost of the
spectacles can be “prohibitive”,
said the MP for Sengkang West.
. chpoon@sph.com.sg




Trial to test aspirin in
colon cancer treatment

Past studies suggest the
generic drug reduces
risk of cancer returning

0 By JupiTH TAN

A SIMPLE aspirin pill might be the answer
to the growing colon cancer headache.

The cffect of aspirin on the world’s
third most common cancer has been of
much debate in the past year.

Now, cancer doctors here are to start a
multi-centre clinical trial across Asia to
see how effective the off-the-counter pain-
killer is in reducing the risk of colon cancer
recurring after surgery or chemotherapy.

It will involve a three-year treatment,
administered along with the standard
chemotherapy as part of the Phase III trial.

Dr Toh Han Chong, who heads the medi-

cal oncology department at the National
Cancer Centre Singapore (NCCS), said:
“Developing any new drug for cancer is a
complex and expensive undertaking. Aspi-
rin costs a mere three cents a tablet. Imag-
ine its impact and the number of lives we
could potentially save worldwide if the tri-
al is proven beneficial.”

Dr Toh and Dr John Chia, a fellow
NCCS cancer specialist, will be leading the
Phase III study involving 2,660 patients
with Stages 2 and 3 colon cancer. They will
be recruited from hospitals and medical
centres here and in China, India, Indone-
sia, Malaysia and the Philippines.

“We already have 19 centres in our net-
work and many more are lined up to join
the study,” Dr Chia said.

A million new cases of colorectal cancer
are diagnosed in the world each year. In
Singapore, colorectal cancer has overtaken
lung cancer as the top killing cancer among
men, and it is the second most common

cancer among women, after breast cancer.

About 2,000 new cases are diagnosed in
Singapore each year, a rate which is among
the highest in the world.

“In the past 20 years, many drugs have
been evaluated in an attempt to improve
the survival rate of colorectal cancer pa-
tients. Only one chemotherapy drug has
shown to have done that, by only 2.5 per
cent,” Dr Chia said.

But in the past year, interest in aspirin
was piqued with several observational stud-
ies in journals suggesting that colon cancer
patients who were given aspirin had signifi-
cantly less risk of the cancer returning.

“The chances were as high as 50 per
cent, hence we decided to carry out the
Phase 11 clinical trial,” Dr Chia added.

Phase Il studies are randomised, con-
trolled multi-centre trials on large groups
- ranging from 300 to 3,000 each.

They are definitive tests of how effec-
tive a drug is, in comparison with current

standard treatment.

The study will be funded by the Na-
tional Medical Research Council, Sing-
Health Foundation and non-profit
Grameen Foundation. Proceeds from
this year’s Run for Hope will also be
channelled to the project.

Nobel Peace Prize winner Muham-
mad Yunus, who is committed to afford-
able health care, said that if such a
study proved successful, it could “save
the lives of millions of colon cancer suf-

ferers worldwide and save billions in
health-care dollars”.

But both Dr Toh and Dr Chia warned
against patients jumping the gun and
taking aspirin outside the clinical trial.

“Aspirin reduces inflammation in
the blood, thinning it to allow blood to
flow more easily. Taking aspirin with-
out proper or strict medical advice or
supervision can increase one's risk of
bleeding,” Dr Chia said.

juditht@sph.com.sg
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Study on pre-hospitalization resuscitation to improve outcome of cardiac arrest

TRIAL SPONSOR & OTHERS: STUDY BUDGET MANAGEMENT

KEY PROJECT: PAROS2

diqui
Dr Nun

The Pan Asian Resuscitation Outcomes Study (PAROS) Phase
Il is a follow-up to the PAROS Phase 1 (2010 to early 2013). The
objectives of both Studies is to increase the survival rate for
Out-of-Hospital Cardiac Arrests (OHCA) in Singapore and the
Asia Pacific. PAROS 2 assesses the clinical impact of a low-
cost, ¢ ity-level EMS i tion and looks at how EMS
intervention can be widely disseminated in order to lead to
significant improvement in OHCA survival rates.

SCRI's support for the contracts administration for the
Study ranges from drafting to execution of contracts with
both sponsors and participating EMS sites from developing
countries. Besides being responsible for the mitigation of
contractual and financial issues with sites and Sponsors, SCRI
helps to SCRI helps to provide budget oversight and manages
administratively the multiple grants received.

<

KESER EXPEKTISE [ TRIAL SPUN
STUDY BU MANAGEMENT, KEY P

SCRI has been a great help in running a multi-centre, international
trial. The Study budgeting team helps to ease the burden of dealing
with legal and financial issues (e.g. drafting and execution of
contracts, management of grants) related to the Study, thus allowing
my team and me to focus on our research work.

SCRI's expertise in the areas of statistical support, protocol design
and manuscript drafting has also been critical to the PAROS network.
SCRI is truly a convenient one-stop hub for the busy researcher. »

Ms Jolyn Chuah

Business Operartions Associate, SCRI

Jolyn's oversight of project funds and mitigation of contractual issues
withthe multiple sites of the PAROS2 Study made her a critical resource
for the Study. Her ability to meat the challenges of the multiple
sites and Sponsors has made Jolyn a vital member in the Business
Operations Team.
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HEPATOLOGY

Explore this journal =

HEPATOLOGY

Hepatohiliary Malignancies

Cost-effectiveness analysis of liver resection versus
transplantation for early hepatocellular carcinoma within
the Milan criteria

View issue TOC
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Regional liver cancer registry to be set up

Linette Lai

Inabid to collect more data on liver
cancer, the National Cancer Centre
Singapore (NCCS) has inked a deal
with two partners to set up aregion-
al cancer registry over the next few
years.

This will involve monitoring
some 2,000 liver cancer patients

from seven to eight countries — in-
cluding Singapore — and finding out
which treatments work best.

Experts will also look at issues
such as when patients are diag-
nosed, and if cost is an issue when
patients choose between different
forms of treatment.

The centre will work with the Sin-
gapore Clinical Research Institute
(SCRI) and healthcare technology

firm IMS Health Asia. They signed a
memorandum of understanding on
Friday at the Asia-Pacific Hepato-
cellular Carcinoma Trials Group Sci-
entific Forum.

“(Liver cancer) is... very relevant
to us,” said Associate Professor
Teoh Yee Long, chief executive of
SCRI. More than 80 per cent of liver
cancer cases are in the Asia-Pacific,
he added. In Singapore, it is the

e,

fourth-most common cancer
among men. It is also among the top
five most common cancer deaths
forboth genders.

The first phase of the project will
involve countries suchas Japan, Chi-
na and South Korea, and could be
extended as more partners come
onboard.

“Even setting up a single registry
inasingle country is difficult, so this

isabigchallenge,” Prof Teoh said.

The available data on liver cancer
varies from country to country, said
Professor Pierce Chow, a senior
consultant surgeon at NCCS. The
registry will help to overcome this,
he said, and provide a big-picture
overview of the disease and what
happens to those who have it. The
hope is that their findings will be
able to inform government policy
here and abroad.

For example, Prof Chow said, the
study could find data suggesting
that screening for liver cancer early
— though costly — works out to be
cheaper overall than picking up the
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disease atalate stage.

“Having this kind of information
allows policy agencies to allocate
their resources accordingly in a
way that benefits patients the
most,” he said.

At Friday’s forum, NCCS also
signed a separate agreement with
local bioanalytics firm InvitroCue.

Theywill be working ona study of
100 patients from at least five coun-
tries to try and better understand
cancer disease patterns and how
theyrelate to an individual person’s
genetic data.

linettel@sph.com.sg




Bill and Melinda Gates Foundation

_TOGETHER WE

of childri’against disq s

pneumeog@ccal pneumonia, androtavi

Funders for HIV, TB and Malaria clinical research
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Aeras TB Vaccine Candidates in Clinical Trials Potential
Boost VVaccines

SSI HyVac4 / AERAS-404

*Recombinant protein vaccine intended to be a booster vaccine
*Phase I clinical trials being conducted in Europe and Africa

GSK M72

*Recombinant protein vaccine intended to be a booster vaccine
ePhase I and II trials conducted in Europe, Africa and Asia, including a Phase I trial in HIV+ in Europe

AERAS-402 / Crucell Ad35

*Viral vectored vaccine utilizing adenovirus 35; intended to be a booster vaccine

ePhase I and II trials conducted in North America and Africa; Phase IIb recently initiated in HIV+ in S.
Africa

MVASS5A / AERAS-485
*Viral vectored vaccine utilizing modified vaccinia Ankara; intended to be a booster vaccine

*The most clinically-advanced booster vaccine for tuberculosis with an ongoing proof-of-concept Phase
IIb trial in infants

ePrevious clinical trials in the UK and Africa, including in HIV+
eAwarded orphan drug status by EMEA
AERAS-422 rBCG Status: Phase I

e Recombinant BCG
e Phase I conducted in the US
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Conclusions

= Unlike pharmaceutical companies led clinical trials
which aim to develop new drugs to a selected
population, clinical trials with public health focus
looks into cost-effective treatment to benefit the
public

= Funding Is also available from philanthropic
foundations

= Sometimes pharmaceutical companies may also
conduct public health focus clinical trials for
products which could benefit large populations
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