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Telemedicine offers viable option for 
management of some TB patients

Rajesh Kumar 

Telemedicine may offer a useful alterna-
tive for treatment supervision in some 
hard-to-manage tuberculosis (TB) pa-

tients who require directly observed treat-
ment (DOT), a pilot study has suggested.

DOT is recommended for geographically 
isolated or socially or clinically complex cas-
es of TB, including drug addicts or homeless 
people, who may be unable or unwilling to 
visit a clinic. But it is often time-consuming 
for patients and is resource-intensive for out-
reach clinics.

UK researchers initiated a virtually ob-
served treatment (VOT) program that re-
quired patients to email their healthcare 
provider with a short video clip showing 
themselves taking their medication using a 
smartphone or laptop.

Nine of the 17 patients who needed to 
take their medication more than once a day 
but were unable to receive DOT, had refused 
DOT, or had transportation difficulties get-
ting to the clinic, eventually started on the 
program.

The patients were provided a laptop or 
smartphone and trained how to take a video 
of the pills in their hands, swallowing the 
pills, and an open mouth afterward to show 
no pills left; and how to email those clips.

Seven patients returned video clips, six of 
them for a minimum of 95 percent of the treat-
ment encounters. At the end of 6 to 8 months, 
three patients cleared TB and completed 
treatment on VOT, while the rest are soon ex-
pected to. 

“[About] one in three individuals who 

would require DOT, I think, would succeed 
with VOT. It is not perfect for everyone but it 
does seem to be effective,” said researcher Dr. 
Marc Lipman, of the University College Lon-
don, England. 

Through virtual monitoring of patients, 
healthcare professionals can ensure effective 
medication use without the need for a one-to-
one session. Telemedicine has the potential to 
not only reach people who are otherwise un-
engaged, but also reduce costs and resources, 
the researchers said.

Virtual monitoring of patients with TB may help physicians to keep track 
of their medication compliance in particular.



4 15-30 November 2013

Incidentally, the enrolled patients were 
thought to be at low risk for selling or losing 
the smartphones and laptops, although many 
of the 17 did just that. When asked about this, 
Lipman said the cost of generic smartphones 
is falling drastically and the cost savings from 
the successfully treated patients were still po-
tentially much higher.

“If you’ve got a complex patient, by and 
large you get them through treatment, but the 

cost associated with it is something like 25 to 
50 times the standard TB treatment cost just be-
cause they are so resource-intensive,” he said.

A planned larger randomized controlled 
trial comparing VOT with DOT will also ex-
plore the cost-effectiveness of the telemedi-
cine option.

The research was presented at the Euro-
pean Respiratory Society Annual Congress 
2013, held in Spain recently.                               
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Health tourism profitable venture
Extracted from the opening speech by Dato’ Sri Mohd Najib Tun Abdul Razak, Prime Minister 
of Malaysia, at the official launch of ParkCity Medical Centre, Kuala Lumpur, 17 September.

Twenty-eight years ago, equipped with 
its successes in the plantation sector, 
Sime Darby challenged the status quo 

by venturing into a new area: healthcare. Like 
all great ventures, this would surely have felt 
like a daunting task at the time. But since then, 
it has accumulated a great deal of experience 
in healthcare services, with a proven track re-
cord in meeting global standards. 

Ramsay Health Care is one of the best 
healthcare service providers globally, so I’m 
delighted that the joint venture with Sime Dar-
by – to create Ramsay Sime Darby Health Care 
– will further boost Malaysia’s aims to be a re-
gional healthcare provider. It provides a solid 
platform for expansion in the Asian healthcare 
sector. Ramsay Sime Darby Health Care stands 
tall as a homegrown entity that serves its com-
munity and country. Congratulations, you 
have a rich history that you can be proud of.

Now history meets the present, as we are 
here to witness the official opening of ParkC-
ity Medical Centre and the launch of the new 
logo of Ramsay Sime Darby Health Care. This 
represents a significant step, not only for Sime 
Darby but also for Malaysia’s healthcare in-
dustry as a whole.

I was told that Park City Medical Centre 
will be the first hospital to be launched un-
der this brand. As a facility that aims to be the 
center of excellence in women, children and 
elderly care, it shows how the private sector 
continues to support the government’s vision 
by complementing state-provided healthcare 
services. 

In order to stay relevant in this dynamic 
marketplace, local healthcare service provid-
ers need to regularly reinvent themselves, 
and to create opportunities for our doctors 
and nurses to work without unnecessary bar-
riers. It is the role of these professionals to be 
the catalysts for improvement, whilst ensur-
ing that the needs and quality of care of pa-
tients remain the primary consideration. Sime 
Darby has certainly taken a step in the right 
direction. 

This alliance between healthcare service 
providers in Malaysia, Indonesia and Aus-
tralia will clearly reap many tangible and 
intangible benefits. They range from profes-
sional peer-to-peer exchanges in areas where 
interests align, a greater awareness of factors 
impacting health in different cultures, mul-
tisector engagement of scientific and profes-
sional communities, sharing health informa-
tion technology, strengthening accountability 
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and addressing ethical concerns. 
This partnership will enable both com-

panies to expand their healthcare business 
in Asia and seize the growing opportuni-
ties that the region has to offer. For example, 
the collaboration allows Ramsay Sime Dar-
by Healthcare to tap into medical tourism 
through cross-border referrals. According to 
Patients Beyond Borders, an estimated seven 
million people fly abroad every year in search 
of quality, affordable medical care. The treat-
ments sought range from dental work to cos-
metic surgery to heart surgery. That’s fuelling 
an industry worth as much as US$40 billion.

The importance of health tourism was 
identified in our National Key Economic 
Areas, and the Malaysia Healthcare Travel 
Council (MHTC) was established to promote 
it. Collaboration in the private sector is com-
plemented by collaboration in the public sec-
tor – organizations such as MHTC, PEMAN-
DU (Performance Management and Delivery 
Unit) and TalentCorp are working together to 
address the needs of Malaysia’s fast growing 
healthcare sector.

These efforts are paying off. Over the past 3 
years, Malaysia has seen more than 20 percent 
growth in health tourism – generating almost 
RM600 million in revenue last year alone. 
This is a result of improved quality of health-
care, customer experience, proactive alliances 
and niche marketing. Patients heading to Ma-
laysia have mainly sought cardiac, cosmetics, 
ophthalmology, dental and orthopedic treat-
ments, as well as diagnostic services.

A key driver in Malaysia’s medical tourism 
initiative is the technological platform pro-
vided by MHTC. Via the internet, consum-
ers from all over the world can gain access 
to healthcare service providers, information 
and advertising. By accessing web-based re-

sources, medical tourists can gain in-depth 
knowledge about their preferred markets and 
destinations. Websites dedicated to medical 
tourism connect consumers with an array of 
healthcare providers and brokers.

I believe Malaysia’s medical tourism in-
dustry is succeeding, in part because of ef-
fective government regulation which ensures 
that foreign patients get quality and safe care. 
Among the countries fast becoming interest-
ed in Malaysian medical tourism industry is 
Japan, registering a 20 percent growth. The 
MHTC reports that most Japanese nationals 
heading to Malaysia for treatment are partici-
pants of the Malaysia My Second Home pro-
gram, or their friends and relatives. They have 
seen and experienced for themselves the high 
quality and value-for-money medical services 
that Malaysia has to offer.

The prospect of reversing the international 
brain drain of medical professionals through 
medical tourism is very positive. Local health-
care providers should leverage all the advan-
tages on offer: the government’s support, 
political stability, accessible travel, innova-
tive and pioneering forms of treatment, read-
ily available information over the internet, as 
well as pristine tourist destinations. 

As we move forward, strategic alliances 
like the Ramsay Sime Darby joint venture will 
help advance the industry through the adop-
tion of best practices and cross border clinical 
collaboration. As borders between countries 
become blurred with international coopera-
tion, the potential gains are immeasurable. I 
urge healthcare service providers to leave no 
stone unturned in pursuing this potential. Be-
coming a regional healthcare hub ultimately 
creates more job opportunities and wealth, 
which benefits the economy and country as a 
whole.                                                                  
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Meditation may slow progression of Alzheimer’s

Brain changes related to stress reduction during meditation may slow the progression of age-related 
disorders, a pilot study reveals. 

The study, conducted by researchers at Beth Israel Deaconess Medical Center, US, evaluated 14 
adults (diagnosed with mild cognitive impairment) between the ages of 55 and 90 at BIDMC’s Cognitive Neu-
rology Unit. 

fMRI imaging of those in the treatment group benefited from Mindfulness-based Stress Reduction (MBSR) 
comprising either yoga or meditation. Compared to the control group, who were treated with normal care, 
the MBSR group experienced less atrophy of the hippocampus and improved functional connectivity of hip-
pocampal gray matter concentration. 

Head author Dr. Rebecca Erwin Wells, a fellow at BIDMC and Harvard Medical School, said: “This is a 
small study and more research is needed to further investigate these results, but we’re excited about these 
findings because they suggest MBSR may reduce hippocampal atrophy and improve functional connectiv-
ity in the same areas of the brain most affected by Alzheimer’s disease.” She added that MBSR is a relatively 
simple intervention and has few adverse effects. 

Prior studies showed that approximately in 50 percent of people diagnosed with mild cognitive impair-
ment, which is the intermediate stage between the normal declines of aging and the more serious cognitive 
decline attributed to dementia, may develop dementia in the corresponding 5 years.                                             

CVD risk factors on the rise 

Risk factors of cardiovascular disease (CVD) are increasingly prev-
alent among local citizens, especially in those below 40 years of 
age, a recent survey has shown.

The survey, conducted in August in 803 citizens, was commissioned by 
an alliance of CVD patient groups in Hong Kong. The findings showed 
a rising prevalence in lack of exercise, unhealthy diets, obesity or being 
overweight, central obesity, diabetes, dyslipidemia and hypertension since 
2011. 

Compared with survey results from 2012, the largest increase was in 
hypertension (28 percent), followed by unhealthy diet (24 percent). 

Importantly, those younger than 40 smoked (18 percent), lacked exer-
cise (62 percent) and had unhealthy diets (65 percent) more than their older counterparts. CVD risk factors 
were more prevalent in drivers than respondents in other occupations.                                                                    
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BoboiBoy helps spread diabetes message 
to children

Saras Ramiya

Local cartoon superhero BoboiBoy has 
been enlisted in the fight against dia-
betes among primary school children.

Aiming to educate the younger generation 
about healthy eating, Gleneagles Kuala Lum-
pur (GKL) brought BoboiBoy to mark World 
Diabetes Day with students from Sekolah Ke-
bangsaan St. John’s 1. 

BoboiBoy shared the message about the im-
portance of healthy eating by interacting with 
the students via games and quizzes, adding 
excitement to this corporate social responsibil-
ity (CSR) activity of GKL.

 In line with this year’s theme ‘Protect Our 
Future,’ GKL’s aim is to educate school chil-
dren and increase their awareness of diabetes, 
and how preventive measures like a healthy 
diet and regular exercise can keep it at bay.

GKL’s chief dietitian Lim Ai Leng said an 
increasing number of overweight children and 
teenagers have been diagnosed with type 2 dia-
betes, a disease usually associated with adults.

 “Healthy food choices and regular physical 
activity may help children maintain a healthy 
body weight and prevent health problems in-
cluding type 2 diabetes,” she said.

 The prevalence of diabetes is a major pub-
lic health concern in Malaysia, and statistics 
show that the burden of diabetes continues to 
increase in the country, she added. 

“The National Health and Morbidity Survey 
[NHMS] 2011 has shown a drastic increase in 

Boboiboy and Yaya together with the primary school children.

the burden of diabetes in the country for Ma-
laysians [aged] 18 years old and above, which  
has risen to 20.8 percent from 14.9 percent re-
corded by the  NHMS  in 2006.”

Meanwhile, GKL physiotherapist Ng Choo 
Bing said children today are four times less ac-
tive in their day-to-day lives than their grand-
parents.

“Physical exercise and activity counters in-
activity and poor posture in children that can 
lead to obesity, musculoskeletal disorders and 
a range of other health problems like diabetes, 
heart disease and stroke in later life. Even if a 
child has no health problems now, keeping ac-
tive and fit from a young age lays down a firm 
foundation for future good health,” said Ng.

 Other than games and quizzes with Bob-
oiBoy, the school children enjoyed an aerobic 
session with GKL’s physiotherapist, a video 
presentation on ‘What is Diabetes?’ and an  
interactive talk on healthy diets with GKL’s  
dietitian.                                                                 
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Bilingual book highlights potential 
benefits, hazards of common local herbs

Pank Jit Sin

Anewly launched bilingual book brings 
to light the toxic and curative nature 
of many commonly found plants. 

The book, entitled ‘Medicinal, Environmen-
tal Protective and Healthy Plants,’ is written 
by Yang Sok Hoong and Pie Wan Koon, both 
practitioners of traditional Chinese medicine 
(TCM) and graduates of the Kuala Lumpur 
Academy of Traditional Chinese Medicine.

In the book, Yang and Pie highlight local 
plants which could be used for medicinal pur-
poses, but not delve into their use in detail. 
Yang said many herbs can be toxic if used im-
properly. Some can be irritants, but once pro-
cessed, have medicinal properties. 

Apart from identifying plants with medici-
nal properties, the authors recommend some 
well-known air purifiers and filters, such as 
the spider plant (Chlorophytum comosum), 
aloe (Aloe vera) and aluminium plant (Pilea 
cadierei), that can be placed close to living 
spaces and near workstations to cleanse the 
air, filter particulates and absorb radiation. 
With more and more hours being spent in the 
office and in enclosed areas, the importance 

of such plants becomes more evident as they 
serve to freshen the air and calm the nerves. 

The book also brings to notice some beauti-
ful ornamental plants which are highly toxic 
and could potentially be hazardous to chil-
dren and small pets. These include the angel’s 
trumpet (Brugmansia spp), oleander (Nerium 
oleander), dumb cane (Dieffenbachia spp) 
and the ubiquitous (Zamioculcas zamifolia), 
which are commonly used for ornamental 
purposes. 

The book is available at MPH and Popular 
bookstores nationwide.                                              

     The book also brings to notice 

some beautiful ornamental plants 

which are highly toxic and could 

potentially be hazardous to children 

and small pets
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Individualized glucose control needed for 
CVD prevention

Seah Yee Mey

While hyperglycemia and cardiovas-
cular (CV) disease are highly cor-
related, the benefits of intensive 

glucose control in CV outcomes are still am-
biguous, says an expert.

The 2013 American Diabetes Association 
(ADA) Standards of Care guidelines acknowl-
edged the microvascular benefits of lowering 
glucose levels to A1c<7%, and recommended 
that A1c goal for most adults. Nevertheless, 
they note that “less stringent A1c goals may 
be appropriate for patients with a history of 
severe hypoglycemia, limited life expectancy, 
advanced microvascular or macrovascular 
complications, extensive comorbid condi-
tions, and those with longstanding diabetes in 
whom the general goal is difficult to attain,” 
said Dr. Roberto Mirasol at the recent Diabe-
tes Asia conference organized by the National 
Diabetes Institute (NADI). 

The guidelines also recommend, based on 
individual characteristics, a general blood 
pressure (BP) goal of <140/80 mmHg and LDL 
cholesterol level <100 mg/dL (<2.6mmol/L), 
with statin therapy for those with CV risk fac-
tors (eg, history of MI, >40 years old).

Summarizing the results of various studies 
over the years, Mirasol said impaired glucose 
tolerance is clearly a risk factor for CV events, 
as seen in the Myocardial Infarction Onset, 
San Antonio/Finland Heart, and Funagata Di-
abetes studies. [Diabetes Care 2001;24(8):1422-
7, N Engl J Med 1998;339(4):229-34, Diabetes 
Care 1999;22(6):920-4] The first two studies 
demonstrated that type 2 diabetes predicts 
mortality as well as prior myocardial infarc-

tions. The Atherosclerosis Risk in Communi-
ties study, which specifically examined the re-
lationship between glycated hemoglobin and 
CV risk, also demonstrated a distinct associa-
tion between glycemic control and CV disease 
[N Engl J Med 2010;362(9):800-11]

However, the role of glucose lowering in 
prevention of CV events still appears to be 
controversial, Mirasol said. The 2013 ADA 
guidelines state that randomized controlled 
trials of intensive vs standard glycemic con-
trol in both types of diabetes have failed to 
show significant reduction in CV disease out-
comes. [Diabetes Care 2013;36 Suppl 1:S11-66] 

Although the UK Prospective Diabetes 
Study (UKPDS) and Diabetes Control and 
Complications Trial (DCCT) both noted mi-
crovascular benefits in the initial trials and 
long-term follow-ups, no significant advan-
tage in CV disease or mortality risk reduction 
was seen in either of the initial studies. These 
results were recapitulated in the ACCORD, 
ADVANCE, and VADT studies. [Diabetes Care 
2009;32(7):e92-3] Mirasol noted, however, 
that in both DCCT and UKPDS, CV disease 
risk did appear to be decreased in the long-
term follow-up, suggesting that initial early 
control of glycemia is important.

With regards to oral anti-hyperglycemic 
medications, Mirasol concluded that cur-
rent studies do not offer convincing proof 
that any particular medication confers spe-
cific CV advantage. Reassuringly, GLP-1R 
agonists (eg, exenatide and liraglutide) and 
DPP-4 inhibitors (eg, saxagliptin, alogliptin) 
met the primary safety objectives in studies. 
[Cardiovasc Diabetol 2011;10:22; N Engl J Med 
2013;369:1317-26]                                                   
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World Diabetes Day draws attention to 
the future of the disease

Pank Jit Sin

This year’s World Diabetes Day (WDD) 
signaled the final year of a 5-year cam-
paign on diabetes education and pre-

vention. 
In 2009, the International Diabetes Federa-

tion embarked on a worldwide campaign to 
increase diabetes awareness and prevention. 
In the final push in its global effort, this year’s 
WDD (on Nov 14) was themed ‘Protect Our 
Future.’

The 2013 campaign aims to “inspire and 
engage local communities to promote and 
disseminate simple education and prevention 
messages. It also aims to organize activities to 
strengthen recognition among the public that 
diabetes is a global health threat with serious 
and far-reaching consequences that affect ev-
erybody.” 

The campaign will also reinforce the mes-
sage that many small and simple actions can 
contribute to significant outcomes for those 
affected by diabetes and those at risk of de-
veloping the disease. 

The IDF website lists a few activities to bring 
diabetes to the limelight including lighting up 
a monument in blue, organizing an event to 
mark the WDD 2013 and taking up the WDD 
‘flash mob’ challenge. More suggestions are 
available on the IDF website www.idf.org

What Malaysia did
On the home front, Kuala Lumpur Tower was 
lit up blue in conjunction with WDD 2013, 

something that has been done for 3 years in 
succession. The effort was jointly organized 
by the Malaysian Diabetes Association (PDM). 

The Malaysian Endocrine & Metabolic 
Society (MEMS) also did its part in raising 
awareness of the disease by organizing a 5-km 
walkathon and 7- and10 km fun run in Kuala 
Lumpur. Participation was capped at 5,000 
people, and the event featured health screen-
ing as well as educational activities. 

The National Diabetes Institute (NADI) 
held a ‘Cycle to Change Diabetes’ event at the 
Ministry of Health headquarters in Putrajaya. 
NADI president Professor Datuk Mustaffa 
Embong said greater awareness is important 
as the number of diabetics is increasing every 
year. 

Through constant reminders and aware-
ness campaigns, it is hoped that the public 
will be more savvy with their health and that 
doctors will offer screening to patients when-
ever the chance arises.                                       
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Amputation of diabetic foot highly 
preventable

Seah Yee Mey

With proper assessment and pre-
ventive measures, non-traumatic 
foot amputations due to diabetic 

complications can be easily avoided, says a 
wound care specialist.

Speaking at the recent Diabetes Asia 2013 
conference organized by the National Dia-
betes Institute (NADI), Dr. Harikrishna K.R. 
Nair highlighted the lack of attention given 
to podiatric care of diabetic patients. 

Citing information from the Malaysian 
Diabetic Foot Registry, he said that out of 
approximately 5.6 million Malaysians with 
diabetes mellitus, 1.4 million suffered foot 
complications. Yet, up to 85 percent of dia-
betic foot amputations are preventable with 
a cohesive, multidisciplinary approach. [J 
Foot Ankle Surg 1998;37(6):460-6]

Harikrishna urged doctors to visually in-
spect the feet of their diabetic patients, as 
85 percent of cases requiring amputations 
are preceded by foot ulcerations. [Diabetes 
Care 1998;21(12):2161-77] Foot assessments 
should be done at least once a year to iden-
tify patients with increased risk of foot ulcer-
ations and to discern any loss of protective 
sensations in the foot. The soft tissue of the 
foot should also be inspected for problems 
such as skin maceration, involuted and on-
ychauxic toenails, and fungal infections of 
the nails (onychomycosis). Patients with af-
fected toenails have to be recommended 
treatments such as the use of proper nail-
cutting instruments.

Prevention can be as simple as the 5P’s, 
Harikrishna said: Podiatric care, Proper-fit-
ting shoes, Pressure reduction (on foot), Pro-
phylactic surgery and Preventive education. 
As such, healthcare providers have a big role 
to play in informing patients about the do’s 
and don’ts of diabetic foot care. 

Patients should also be told to inspect their 
own feet regularly, and to be fastidious about 
maintaining foot hygiene. In terms of protec-
tive footwear, there are shoes, socks and in-
soles designed to support diabetic foot, and 
these should be recommended for regular use. 

Harikrishna also encouraged regular foot 
exercises involving simply flexing and rotat-
ing the foot while sitting or lying down, or 
standing on tiptoe and back down to regular 
stance. Collagen creams and glycerin lotions 
may also be applied as part of patients’ foot 
care regimen.

As with all preventive measures, team-
work between healthcare providers and 
educators, patients and family members is 
important for successful management of dia-
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betic foot. Malaysia is fortunate, said Nair, as 
there are 134 hospitals nationwide that have 
professionals trained in wound care and foot 
care. 

Improving diabetic foot care is a global 
concern, as evidenced by the numerous pro-
tocols, guidelines and best-practice princi-
ples produced by various international and 
regional bodies, such as WHO, International 
Diabetes Federation, Asia Pacific Association 
of Diabetic Limb Problems and Asia Pacific 
Wound Care Council. Representatives from 
European government health departments 
and patient organizations signed the St. Vin-
cent Declaration in 1989 to reduce diabetic 
gangrene-associated limb amputations by 50 
percent within 5 years. 

Despite these efforts, by 2005, the statistics 
were still grim: it was estimated that a leg 
was amputated globally every 30 seconds. 
The situation worsened by 2011, when the 
International Working Group on the Diabet-
ic Foot announced that the latest prevalence 

data showed that a lower leg was lost every 
20 seconds due to diabetes. 

The financial cost of amputation is also 
substantial. Harikrishna referenced the re-
cent costing statement of the UK’s National 
Health Service, which showed that non-elec-
tive amputations with major complications 
cost £13,552 each. Even minor elective pro-
cedures for diabetes or arterial disease and 
procedures to amputation stumps cost ap-
proximately £2,500.

The global prevalence of diabetes is esti-
mated to reach 366 million by 2030 due to the 
combination of longer life expectancies, in-
creasingly sedentary lifestyles and changing 
dietary patterns.

Seven of the top 10 countries with the 
highest number of estimated diabetes cases 
are in Asia. While Malaysia did not make the 
top 10, the number of diabetes cases here is 
still projected to increase dramatically from 
0.94 million in 2000 to almost 2.5 million in 
2030.                                                                 



MTNOV1-15-13/001

MT IMPACT Abbott FreeStyle_Nov1.pdf   1   10/18/13   11:33 AM



20 Conference Coverage15-30 November 2013

49th Annual Meeting of the European Association for the Study of Diabetes (EASD), September 23-27, 
Barcelona, Spain

Sulfonylureas in the spotlight

Malvinderjit Kaur Dhillon

When used as first-line therapy 
for patients with type 2 diabetes 
(T2D), sulfonylureas increase the 

risk of death compared with standard first-
line metformin treatment, according to study 
data presented at the 49th European Associa-
tion for the Study of Diabetes (EASD) annual 
meeting recently held in Barcelona, Spain.

Lead author of the study, Professor Craig 
Currie from Cardiff University’s School of 
Medicine in Cardiff, Wales, urged physi-
cians to consider the potential hazard of 
prescribing sulfonylureas in such a manner.

Currie and his team of researchers looked 
at retrospective data extracted from the 
Clinical Practice Research Datalink (CPRD), 
a data set made up of more than 10 million 
patients treated in primary care in the UK. 
Patients with T2D who were put on first-line 
glucose-lowering treatments between 2000 
and 2012 were selected. The primary end-
point of the study was all-cause mortality. 

The team identified 76,811 patients who 
were treated with metformin monotherapy 
and 15,687 with sulfonylurea monotherapy. 
A matched-cohort study was performed 
comparing the two treatment groups after a 
mean follow-up of 3 years. 

The analysis showed there were 3,209 
deaths in the metformin group, while the 
sulfonylurea group saw 2,172 deaths. This 
translated to 13.6 percent deaths per 1,000 
person-years in the metformin group and 

44.6 percent deaths per 1,000 person-years 
in the sulfonylurea group. [Adjusted haz-
ard ratio 1.58, 95% CI 1.48 to 1.68, p<0.001] 

“There are significant differences between 
the patients prescribed metformin and sul-
fonylurea at baseline and this will obvi-
ously explain the difference in mortality to 
an extent. However, the increased mortal-
ity in the sulfonylurea group remained af-
ter the data was adjusted with a Cox model 
in two different matching approaches base 
on direct matching and propensity scoring 

Findings from a retrospective UK study involving thousands of patients 
with T2D suggest that sulfonylureas are linked to an increase in mortality 
rate when used as first-line therapy.  
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and in subgroup analyses. It didn’t matter 
if the patient was younger or older, male 
or female, morbid or less morbid and well 
controlled or poorly controlled. The hazard 
ratios were all about the same,” said Currie. 

“In my view, the safety of sulfonylureas 
needs urgent evaluation because potentially 
we are increasing the risk of all-cause mor-
tality,” said Currie.

In addressing questions on why sulfonyl-
urea is still being prescribed if there are sig-
nificant risks, Currie commented that this 
is worrying as not all general practitioners 
or other doctors are fully informed about  
the risks of commonly used drugs. 

He also noted that this particular data go 
back to 2000, when the study was started. 
Traditionally, patients were commonly pre-
scribed with sulfonylurea as first-line treat-
ment rather than with metformin. 

Dr. Andreas Pfeiffer, of the Charité Uni-
versitätsmedizin, Berlin, Germany, said that 
some patients switch to sulfonylurea as 
they are unable to tolerate metformin and 
that this is the case in about 15 percent of 
diabetic patients. 

Currie also discussed results from a sec-
ond study which compared 33,893 patients 

who received second-line combination ther-
apy of sulfonylurea and metformin with 
7,864 patients who were treated with a met-
formin and DPP-4 inhibitor combination. 

Analysis found that there were 16.9 per-
cent deaths per 1,000 person-years in the 
sulfonylurea/metformin group and 7.3 per-
cent deaths per 1,000 person-years in the 
metformin/DPP-4 inhibitor group. 

“The DPP-4 inhibitors in combination 
with metformin were safe compared to a 
metformin and sulfonylurea combination, 
the most common second-line glucose low-
ering regimen. I doubt the DPP-4s are ‘won-
der drugs’ but the difference in mortality 
has more to do with sulfonylurea causing 
an increase in insulin and other issues [car-
diovascular events],” said Currie. 

It is interesting to note that in the Action 
in Diabetes and Vascular disease: Preter-
Ax and DiamicroN Controlled Evaluation 
(ADVANCE) study results, which were 
announced at the 2008 EASD Congress in 
Rome, the use of gliclazide modified-release 
saw no increase in mortality in over 10,000 
participants with T2D. This could suggest 
that the type of sulfonylurea prescribed 
might influence mortality risk. 
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Big breakfast a healthy choice for T2D 
patients?

49th Annual Meeting of the European Association for the Study of Diabetes (EASD), September 23-27, 
Barcelona, Spain

Malvinderjit Kaur Dhillon

A hearty breakfast rich in protein and fat 
may be ideal for patients with type 2 
diabetes (T2D) as it may help them to 

achieve better glycemic and hunger control, 
according to a study conducted in Israel. 

This study was based on previous studies 
which demonstrated that people who con-
sume breakfast regularly tend to maintain 
a lower BMI than those who omit breakfast. 
Studies have also shown that regular break-
fast eaters have more favorable fasting blood 
glucose and post-meal insulin sensitivity. 
[J Am Diet Assoc 2005;105:743-760, J Am Diet 
Assoc 2005;105:1373-1382, Am J Clin Nutr 
2005;81:388-396]

The study, co-authored by Professor Dan-
iela Jakubowicz of Tel Aviv University’s Sack-
ler Faculty of Medicine, looked at the effect 
of a big breakfast and its composition on the 
hormone profile of adults with T2D. 

A total of 59 adult patients with T2D were 
randomized in an open-label manner to low-
calorie diabetes diets consisting of either a big 
breakfast (BB) or a small breakfast (SB). The 
BB had a higher percentage of protein and 
fat, making up about one-third of a patient’s 
total daily energy intake, while the SB made 
up 12.5 percent of their daily energy intake. 
Of the enrolled participants, 47 completed the 
study. 

After 3 months, the BB group saw a three-
fold greater reduction in HbA1c levels com-
pared with the SB group (-4.62 percent ver-
sus -1.46 percent, p=0.047). The reduction in 

systolic blood pressure was also significantly 
lower in the BB group compared with the SB 
group (-9.6 versus -2.4 mmHg, p=0.04). 

About one-third of participants assigned to 
the BB group were able to reduce their diabet-
ic medication dose, while about 17 percent in 
the SB group had to increase their medication 
dose. Those in the BB group also had lower 
hunger scores, which meant they had better 
levels of satiety, coupled with better levels of 
fasting glucose. 

“We conclude that a simple dietary manip-
ulation of a big breakfast diet rich in protein 
and fat confers metabolic benefits compared 
to conventional low-calorie diet in individu-
als with T2D. Meal timing and distribution 
should be considered as important therapeu-
tic adjuvants to treat type 2 diabetic patients,” 
said Jakubowicz.

“As the study progressed, we found that 
hunger scores increased significantly in the 
SB group while satiety scores increased in 
the BB group. In addition, the BB group re-
ported a reduced urge to eat and a less preoc-
cupation with food and a greater urge to eat 
over time. It is possible that a big breakfast 
rich in protein causes suppression of ghre-
lin secretion, which is reflected in enhanced  
satiety ratings,” said study co-author, Dr.  
Hadas Rabinovitz of the Hebrew University 
of Jerusalem. 

Rabinovitz added that further research is 
necessary to determine the mechanism by 
which this seemingly simple diet approach 
is beneficial compared with common dietary 
approaches.   
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Diabetics living longer but CVD risk still high

49th Annual Meeting of the European Association for the Study of Diabetes (EASD), September 23-27, 
Barcelona, Spain

Elvira Manzano

People with type 1 diabetes (T1D) are 
living longer now than ever before but 
their risk of heart attack or stroke re-

mains higher than non-diabetics, according to 
a large study in the UK.

“Advances in medical care are having 
an impact on driving down mortality,” said 
study author Dr. Helen Colhoun, professor of 
public health at the University of Dundee in 
Scotland. However, heart disease remains the 
biggest killer in T1D, she added.

Colhoun and colleagues examined the life 
expectancy and causes of death in patients 
with T1D compared with the general popu-
lation. The study involved 24,971 individuals 
aged ≥20 from the Scottish Care Information-
Diabetes Collaboration registry who were 
diagnosed with diabetes between 2005 and 
2008. [Abstract 301]

“The discrepancy in life expectancy between 
diabetics and non-diabetics has hugely nar-
rowed from 27 years in the 1970s to 11 to14 years 
in our study,” Colhoun said. Strategies to reduce 
complications from diabetes might be working, 
however a disparity still remains. More work is 
needed to close the gap, she added. 

Among diabetics, cardiovascular disease 
(CVD) was the most common cause of death 
at 25 percent. Thirty-seven percent of diabet-
ics aged ≥40 had blood pressure above conser-
vative targets (≥140/90 mmHg) and 39 percent 
were not on a statin. By comparison, cancer 

was the most common cause of premature 
death among non-diabetics.  

The incident rate ratio for all-cause mortal-
ity associated with T1D was similar in both 
men and women (2.6 and 2.7 percent, respec-
tively; p<0.001) and decreased with age. At 
age 20 to 24, diabetic men and women are liv-
ing 11 to 14 years less on average compared 
with non-diabetics. Those aged 65 to 69 are 
living 5 to 7 years less.

Poor glucose control poses a major problem. 
For example, only 13 percent of diabetics in the 
current study achieved the ideal HBA1c target 
of <7 percent; 37 percent had very poor glyce-
mic control (≥9 percent.) 

“It is difficult to get people with T1D to have 
a good glycemic control without the risk of hy-
poglycemia,” Colhoun said. “We need to re-
think strategies for improving HbA1c. We need 
greater emphasis on psychological care for dia-
betic patients and we need to increase the use of 
insulin pump in our population.”

Importantly, T1D continues to be associated 
with higher CVD and mortality compared with 
the general population, said Colhoun.  Aside 
from blood pressure, attention must be paid to 
other risk factors known to affect mortality such 
as cholesterol and smoking.

We need more adjunctive therapies to help 
patients achieve better glycemic control while 
maintaining quality of life and preventing hy-
poglycemia. Risk factor management should be 
improved and better treatment approaches are 
needed to reduce the risk of CVD and prema-
ture death in this population, she concluded.  
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Having kids lowers mortality risk in 
patients with T1D

49th Annual Meeting of the European Association for the Study of Diabetes (EASD), September 23-27, 
Barcelona, Spain

Rajesh Kumar 

Having children lowers mortality in 
people with type 1 diabetes (T1D), 
according to the findings of a study 

conducted in Finland.
In the study, researchers examined mor-

tality and causes of death among subjects 
with childhood-onset T1D compared with 
controls, with a focus on mortality differenc-
es between childless people and those who 
had children.

The study included 5,162 people (45 per-
cent women) from the Finnish DERI (Diabe-
tes Epidemiology Research International) co-
hort who were diagnosed with diabetes at ≤17 
years of age during the period 1965-1979, and 
were placed on insulin at diagnosis.

Two non-diabetic controls for each person 
in the DERI cohort were selected from the da-
tabase of the national Social Insurance Institu-
tion, and were matched for the year of birth, 
geographical birth region and gender. Dur-
ing the follow-up until the end of 2010, 1,025 
people with diabetes and 497 people without 
diabetes had died. 

All-cause mortality in people with diabe-
tes was significantly higher than that of con-
trol persons, both among men and women 
(p<0.01). All-cause mortality was statistically 
significantly lower in persons who had off-

spring (p<0.01), among both cases and con-
trols, and in both genders. 

Among females, having children lowered 
mortality in a similar way in diabetic persons 
and controls (p=0.99 for interaction). Overall, 
mortality was much higher in men than in 
women, in both cases and controls. For people 
with diabetes, the mortality differences be-
tween men and women were less pronounced 
than among the controls, probably because 
diabetes diminishes the difference between 
genders.

“Although diabetes multiplies the mortal-
ity more in women than in men, it doesn’t 
mean that the overall mortality of women gets 
as high as that of men,” explained researcher 
Dr. Lena Sjöberg of the University of Helsinki 
in Helsinki, Finland. 

All-cause mortality rates were significantly lower in T1D patients with 
offspring.
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Severe asthma may be less responsive to 
steroids

European Respiratory Society Annual Congress 2013, September 7-11, Barcelona, Spain 

Elvira Manzano

Patients with severe asthma are less like-
ly to respond to treatment with steroids 
than those who have a mild or moder-

ate form of the disease, preliminary data from 
the U-BIOPRED* study suggest.

The first analysis of data from a cohort of 
470 adult patients with asthma – 372 with se-
vere asthma and 98 with mild-to-moderate 
asthma – and 100 healthy subjects showed 
that 44.4 percent of those with severe asthma 
still experienced exacerbations and severe 
symptoms despite taking high doses of corti-
costeroids. [Abstract 3029]

“A significant proportion of patients with 
severe asthma require oral corticosteroids as 
maintenance therapy; however this group 
may be insensitive to the anti-inflammatory 
effects of corticosteroids,” said principal in-
vestigator Dr. David Gibeon, clinical research 
fellow at Airway Division, Imperial College 
and honorary respiratory registrar at the Roy-
al Brompton Hospital in London, England.  
“There’s a clear unmet need for this group of 
patients.”

Compared with patients who have mild or 
moderate disease, patients with severe asth-
ma had greater airway obstruction (FEV1, 66 
percent) and higher proportion of eosinophils 
in the sputum (median SpE count, 2.8 percent 
[IQR, 0.4-14]), which is a marker of airway in-
flammation. They were also more likely to be 
female, with nasal polyps, eczema, hay fever 
and gastro-esophageal reflux disease (GERD); 
with higher body mass index (BMI), impaired 

lung function and greater airway inflamma-
tion that required more asthma medications. 

Additionally, the increases in sputum eo-
sinophils observed in severe asthmatics cor-
related with increases in fraction of exhaled 
nitric oxide (FeNO) in their breath. There 
were also interesting differences with regard 
to sputum inflammatory phenotype – pa-
tients on steroids had more cellular sputum, 
whereas the non-steroid group were pauci-
granulocytic.

Because asthma manifests differently in 
each individual, responses to treatments also 
vary hugely. Currently, there are not too many 
medications for severe asthma. The only bio-
logic available is anti-IgE therapy which may 
be suitable for a significant proportion of se-
vere asthmatics but does not work in all cases, 
Gibeon said. “U-BIOPRED aims to tackle this 
problem. This analysis of associated lipido-
mic, transcriptomic and proteomic data will 
improve our understanding of severe asthma 
phenotypes and ultimately aid drug develop-
ment.”

U-BIOPRED project lead Professor Peter 
Sterk from the University of Amsterdam, The 
Netherlands, said the project will take them a 
step closer to developing personalized treat-
ment for asthma and will serve as an instru-
ment for improved medical practice.

The 5-year study will collect over 3 million 
samples from 1,028 adult and pediatric pa-
tients with asthma. Full results are expected 
in 2014. 

*U-BIOPRED: Unbiased biomarkers in prediction of respiratory disease 
outcomes 
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Breath test sniffs out lung cancer
European Respiratory Society Annual Congress 2013, September 7-11, Barcelona, Spain 

Elvira Manzano

A simple breath test may sniff out lung 
cancer and classify severe asthma ac-
cording to phenotypes, two prelimi-

nary studies suggest. If true, this could pave 
the way for an inexpensive and non-invasive 
screening method.

Researchers used electronic nose (eNose) 
sensors to characterize the volatile organic 
compounds (VOCs) expressed in the exhaled 
breath of patients with lung cancer and other 
lung diseases. 

The first trial looked at breath samples 
from 474 patients with lung cancers and other 
chronic lung conditions (asthma, pneumonia, 
bronchiectasis) and healthy volunteers. Of 
those patients, 210 were non-smokers and 265 
were smokers. [Abstract P2889]

The eNose was able to accurately iden-
tify 128 of 140 cases of lung cancer in non-
smokers (positive predictive value [PPV], 
91.4 percent) and 114 of 121 cases in smok-
ers (PPV, 94.2 percent). Similarly, the device 
ruled out cancer in 120 of 125 healthy volun-
teers and in 84 of 89 smokers. The average 
negative predictive value was 95 percent in 
both groups.

Overall, the eNose had an average sensitiv-
ity of 96 percent in detecting lung cancer. Av-
erage specificity was 91 percent. 

“These are good findings,” said lead au-
thor Dr. Maris Bukovskis from the University 
of Latvia in Riga, Latvia. “Analyzing exhaled 
breath by eNose has several advantages... it is 
cheap and non-invasive, is easy to do and is 
sufficiently accurate as an initial screen.”  

The next step, he said, is to expand trials to 
a wider sample of patients to determine if it is 
effective for clinical use.

In the second trial involving 57 patients 
with asthma, unbiased fingerprinting by the 
eNose provides three different clusters that 
can identify severe asthmatics with respect 
to inflammation and lung function. [Abstract 
3041]

Although it will take years before the device 
can be used in the clinic, ERS president-elect 
Professor Elizabeth Bel from the Academic 
Medical Centre, Amsterdam, said it will be in-
teresting to see the day when clinicians could 
diagnose adenocarcinoma or squamous cell 
carcinoma based on a simple breath analysis. 
“That should be the ultimate goal.”

Previous studies have shown that dogs and 
mice make ideal cancer detectors. Researchers 
nevertheless may find it better working with 
the eNose than with animals. 

Currently, investigators are training the 
eNose to pick up the pattern of chemicals 
given off by cancers and other diseases and 
to distinguish between odors to prevent false 
positives and false negatives.                          
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New rapid diagnostic tests for drug-
resistant TB

European Respiratory Society Annual Congress 2013, September 7-11, Barcelona, Spain 

Rajesh Kumar

Three new diagnostic tests could each 
be used to successfully diagnose drug  
resistance in tuberculosis (TB) patients in 

a quarter of the time taken by current methods.
In a study, the tests took anywhere from 

5 to 15 days to complete, compared with the 
gold standard mycobacteria growth indicator 
tube (MGIT) drug susceptibility testing with 
sputum culture that can take from 21 days to 
as long as 3 months. [Abstract 188] 

If perfected, each of the new tests could 
serve as an effective alternative to the gold 
standard, increasing the possibilities open to 
clinicians, said the researchers.

They analyzed pyrosequencing (PSQ; a 
DNA sequencing technique); Hain line probe 
assay (LPA; a commercial test that detects ge-
netic mutations in the bacteria) and the mi-
croscopic observation drug susceptibility test 
(MODS; which screens samples under the mi-
croscope) and investigated their effectiveness 
in over 1,000 patients in India, Moldova and 
South Africa. 

The standard test was performed along-
side the new tests to evaluate their efficacy 
in diagnosing resistance to several TB drugs 
(isoniazid, rifampin, moxifloxacin, ofloxacin, 
amikacin, capreomycin, and kanamycin).

The MODS test took 15 days to complete, 
PSQ took 8 days and the LPA 5 days. All three 
tests produced the same results as the stan-
dard testing – 95 to 98 percent of the time for 

almost all the drugs.
“Our findings suggest these three tests 

could provide a quicker way to identify pa-
tients who need alternative treatment regi-
mens,” said Professor Antonino Catanzaro 
from the University California, San Diego, 
California, US. 

PSQ was the most expensive and most dif-
ficult to perform, MODS was the slowest but 
cheapest, and the LPA, already approved in 
Europe, fared somewhere in the middle, said 
Catanzaro.

It also took as long as 280 days for some 
samples owing to technical glitches in per-
forming it, but Catanzaro said the researchers 
are working to resolve that, after which the 
test could theoretically “give results within 
one hour.”

Drug susceptibility tests are carried out 
in people with active TB in order to identify 
which drugs the TB bacteria are sensitive or 
resistant to. 

It is essential that these are identified as 
early as possible so that the patient can be pro-
vided with the most effective treatment, and 
therefore the most rapid cure, and to prevent 
the development of even more drug-resistant 
TB. This is particularly important for patients 
with extensively drug-resistant TB (XDR-TB), 
who may have a short life expectancy if not 
treated properly.

The WHO has mandated the development 
of new tests to reduce the average diagno-
sis time of XDR-TB from months to about a 
week.  
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Diagnosing functional dyspepsia difficult, 
but simple tests can help

Gastro 2013 – Asian Pacific Digestive Week (APDW) / World Congress of Gastroenterology (WCOG), 
September 21-24, Shanghai, China

Radha Chitale 

Functional dyspepsia’s general symptom 
profile can make identification difficult 
but a number of simple tests can help 

to distinguish it from other, often concurrent, 
gastrointestinal diseases. 

Functional dyspepsia (FD) involves one or 
more of bothersome feelings of fullness after 
eating, early fullness, or epigastric pain or 
burning, without the presence of overt dis-
ease that might explain symptoms. 

Gastroesophageal reflux (GERD) disease or 
irritable bowel syndrome can occur at the same 
time as FD but diagnosis of either of these does 
not exclude FD diagnosis. And even when FD 
diagnosis is made, treatment procedures can 
be trial-and-error. Refractive FD patients tend 
to be put on antidepressant therapy. 

“If you don’t have response with your 
first choice of therapy, it has been suggested 
to add on or switch to another therapy, and 
then go to antidepressants in the refractory 
patients,” said Dr. Jan Tack of the University 
of Leuven in Leuven, Belgium. “And there is 
not a lot of solid evidence to justify this.” 

Understanding the pathophysiologi-
cal abnormalities of FD can help determine 
treatment choice and predict how patients 
will fare 2-3 years down the line, Tack said, 
but it can also help obtain a more patient-ac-
ceptable diagnostic label, which can reduce 
patient stress. 

Additional testing can also help exclude 
with better certainty any other diagnoses for 

refractory FD. 
Among the myriad tests that can be ad-

ministered, examining the cause of reflux 
and potential overlapping diseases is most 
useful as it is often a symptom of GERD as 
well. [Gastroenterology 1997;112:1448-1456]

“The heartburn picture is useful in clini-
cal practice,” Tack said. “But therapeutic im-
plications are limited when meta-analyses 
show no dose-response effects from proton 
pump inhibitor therapy [for acidity] in dys-
peptics. So perhaps giving a higher dose of 
proton pump inhibitors to a pre-identified 
group might help. Going further to anti-re-
flux surgery is a risky scenario.” 

Upcoming, Tack said, is the gastroparesis 
breath test, which involves eating a meal that 
contains a small amount of radioactive ma-
terial after which breath samples are taken 
over time to see how efficiently the stomach 
is emptying its contents. Delayed emptying 
is associated with FD. 

More invasive tests such as endoscopies 
or biopsies might reveal malignancies, ul-
cers, celiac disease, and other issues less than 
10 percent of the time, but because they are 
serious, Tack said they are worthwhile. Still, 
less invasive CT scans are preferred. 

“There is clearly an area of uncertainty 
where we’re willing to switch therapy or add 
antidepressants,” Tack said. “This is proba-
bly the grayest place for initial testing… and 
perhaps the pathophysiological tests to look 
at are intragastric pressure as a surrogate in 
terms of organic testing, repeat endoscopy, 
biopsies and ultrasounds.”   
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Preventing opportunistic  
infections in IBD

Gastro 2013 – Asian Pacific Digestive Week (APDW) / World Congress of  
Gastroenterology (WCOG), September 21-24, Shanghai, China

Rajesh Kumar 

Physicians should aim to reduce and pre-
vent serious opportunistic infections in 
patients with inflammatory bowel dis-

ease (IBD) through screening at the time of 
diagnosis and before starting immunomod-
ulating or anti-tumor necrosis factor (TNF) 
therapies, according to the second European 
evidence-based consensus on the prevention, 
diagnosis and management of opportunistic 
infections in IBD.

The immunomodulators commonly used 
in IBD and associated with an increased risk 
of opportunistic infections include thiopu-
rines, methotrexate, calcineurin inhibitors, 
anti-TNF agents and other biologics, said co-
author Dr. Fernando Magro, of the depart-
ment of pharmacology and therapeutics at 
the Faculty of Medicine, University of Porto, 
Portugal.

Elderly patients and those with a history of 
serious infections are particularly susceptible, 
as are those with congenital immunodeficien-
cy, leukemia, lymphoma, HIV, hyposplenism 
and renal failure, and those undergoing ther-
apy with alkylating agents, antimetabolites, 
radiation or large doses of corticosteroids (≥20 
mg/day of prednisolone for 2 or more weeks), 
said Magro.

Opportunistic infections are usually pro-
gressive infections by microorganisms that 
have limited or no pathogenic capacity un-
der ordinary circumstances, but which can 
cause serious disease as a result of the pre-

disposing effect of another disease or its 
treatment.

At diagnosis of IBD, patients should be 
screened for history of susceptibility to pri-
mary varicella zoster virus (VZV) infection. 
Those without a history of chicken pox, shin-
gles or receipt of two doses of varicella vac-
cine should be tested for VZV antibodies, 
Magro added.

Regular gynecologic screening for cervical 
cancer is strongly recommended for women 
with IBD, especially if they are treated with 
immunomodulators. Young immunocompro-
mised women are advised to obtain a Pap test 
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twice in the first year after diagnosis and, if 
the results are normal, annually thereafter.

“[Similarly], patients with positive hepati-
tis B core antibody (HBcAb) and negative sur-
face antigen (HBsAg) may have occult HBV 
infection. Reactivation of occult HBV rarely 
occurs with immunosuppressive therapy 
used in IBD. Still, viremia should be assessed 
every 2 to 3 months, but antiviral therapy is 
not recommended unless HBV DNA is detect-
ed,” said Magro. 

All patients with IBD are recommended 
hepatitis A vaccination before travel to en-
demic areas, but response to immunization 
should be checked by serological assay. Rou-

tine prophylactic HPV vaccination is also rec-
ommended and current or past infection with 
HPV is not a contraindication for immuno-
modulator therapy, he said. 

Adults aged ≥19 years with immunocom-
promising conditions who have previously 
received pneumococcal conjugate vaccine 13 
(PCV13) or pneumococcal polysaccharide 
vaccine 23 (PPSV23) should receive a dose of 
PCV13 first, followed by a dose of PPSV23 at 
least 8 weeks later. A second PPSV23 dose is 
recommended 5 years later. Those with previ-
ous vaccination with PPSV23 should be given 
a PCV13 dose ≥1 year after the last PPSV23 
dose, Magro concluded.                                             
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Young onset T2DM patients worse off

Jenny Ng

The rising incidence of young onset type 
2 diabetes (YOD) in Asia demands bet-
ter management strategies to combat 

patients’ poor achievement of metabolic and 
glycemic targets.

 “About one in five adult Asian diabetic 
patients are diagnosed before the age of 40, 
with Southeast Asia and the Western Pacific 
showing disproportionately higher numbers 
of youths with diabetes than other regions 
around the world,” said Dr. Andrea Luk of 
the Department of Medicine & Therapeutics, 
Prince of Wales Hospital, Hong Kong. [JAMA 
2009;301:2129-2140]

These statistics are concerning as studies 
have shown that youths with type 2 diabetes 
mellitus (T2DM) have more rapid declines in 
beta-cell function and insulin sensitivity com-
pared with their adult counterparts. 

In the TODAY (Treatment Options for Type 
2 Diabetes in Adolescents and Youth) study, 
newly diagnosed T2DM patients aged 10 to 
17 years showed a decline in the insulinogen-
ic index by 20 percent per year, while the de-
cline seen in adults from the ADOPT (A Dia-
betes Outcome Progression) trial was only 8 
to 13 percent per year. Insulin sensitivity, on 
the other hand, increased by 5.3 percent per 
year in the ADOPT patients, but declined by 
4.9 percent per year in TODAY, regardless of 
treatment option. [Diabetes 2011;60:1552-1560; 
Diabetes Care 2013;36:1749-1757]

“Youths with T2DM have a much more 
aggressive course in terms of their glycemia 
compared to adults, which would account for 
the difficulty in maintaining glycemic control 
in this population,” said Luk.

Patients with YOD also have a higher inci-
dence of end-stage renal disease (ESRD) and 
cardiovascular (CV) events compared to pa-
tients with type 1 diabetes. “This difference is 
driven by obesity, hypertension and dyslipid-
emia,” she pointed out.

“When we look at the data on cardio-re-
nal outcomes in diabetic patients by age, we 
see that at any age, those with YOD show 
substantially higher rates of renal and vas-
cular complications than their counterparts 
with late-onset diabetes [LOD],” said Luk. 
“At 60 years of age, 15.4 percent of YOD pa-
tients had a vascular event vs 2.6 percent 
of LOD patients, 13.3 percent with YOD 
had ESRD vs 1.4 percent with LOD, and 7.9 
percent with YOD died vs 1.6 percent with 
LOD.”

The TODAY study group further high-
lighted the CV risk in YOD patients, with 
data showing a rapid rise in the prevalence 
of hypertension from 11.6 percent at baseline 
to 33.8 percent at study end. Moreover, these 
patients showed significant atherogenic de-
terioration, with the prevalence of patients 
having LDL-cholesterol >3.4 mmol/L or use 
of statins increasing from 4.5 percent to 10.7 
percent over a 3-year period. [Diabetes Care 
2013;36:1758-1764]

“Despite the resources and lifestyle modi-
fications provided in this clinical setting, we 
still see extremely poor adherence [57 percent 
at 5 years] and continued disease progression 
with about 50 percent of YOD patients requir-
ing insulin treatment at 5 years,” said Luk. 

“We need to address the barriers to the 
management of YOD and the general under-
recognition of its serious health impact among 
both patients and healthcare professionals,” 
she concluded.  
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Share your PASSION. –Ed.
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Expert dispels myths on low-calorie 
sweeteners

Christina Lau

Beliefs that low-calorie sweeteners are 
unsafe and cause weight gain can be 
dispelled as myths unsupported by 

scientific evidence, according to an expert 
in weight management.

“Despite compelling evidence supporting 
the role of low-calorie sweeteners in weight 
management, many people still hold firm be-
liefs against their safety and effects on diet and 
weight,” said Professor John Foreyt of the De-
partment of Medicine and Behavioral Medi-
cine Research Center, Baylor College of Medi-
cine, Houston, USA.

“All approved sweeteners have been rigor-
ously studied and reviewed by governmental 
and scientific bodies. All FDA-approved low-
calorie sweeteners meet the same standards of 
safety and are safe for consumption, includ-
ing for pregnant women and children,” he 
stressed. 

“Most studies suggest that low-calorie 
sweeteners do not cause calorie compensation 
or overcompensation, increase food intake, or 
affect appetite or desire for sweets,” he contin-
ued. “Randomized controlled trials are gener-
ally consistent in showing that the use of low-
calorie sweeteners does not cause weight gain 
in adults, with some trials showing modest 
weight losses.”

While randomized trials are needed to clar-
ify the role of low-calorie sweeteners in long-
term weight loss and weight maintenance, 

Foreyt said they are a good way to help in-
dividuals reduce calorie intake in a stepwise 
manner. 

“Low-calorie sweeteners help cut calories 
easily while maintaining palatability in the 
diet,” he told Medical Tribune. “By cutting 100 
calories and adding 20 minutes of walking 
each day, individuals can slowly lose weight 
and sustain weight loss over time.”

“The average person who loses about 8 
percent of body weight through lifestyle inter-
ventions regains two-thirds of it within 1 year 
and almost all of it within 5 years,” he added. 
“Small changes in diet and physical activity 
may make more sense than focusing on large 
changes.” 

Healthcare professionals play an impor-
tant role in helping patients realize that small 
changes in body weight lead to enormous 
health benefits, he stressed. “Most people with 
a 5 percent weight loss will have lower blood 
pressure, blood glucose, cholesterol and tri-
glycerides, as well as improved quality of life 
and feeling of well-being.”  





39 Regional15-30 November 2013

Enabling doctors in suicide prevention

Jenny Ng

Enabling doctors to take up a more ac-
tive role in suicide prevention may 
help protect against suicide in at-risk 

individuals.
A focus on suicide prevention in Hong 

Kong has emerged amid a recent pilot study 
that evaluated the attitudes and experiences 
of medical students following attendance of 
a special studies module on suicidology and 
suicide prevention at the University of Hong 
Kong. [Hong Kong Med J 2013;19:377-385]

Following the 2-week intensive course, 
students reported an overall improvement in 
attitudes on suicide and related issues. Spe-
cifically, there was reduced negative appraisal 
of suicide, reduced stigmatization of the phe-
nomena, and increased sensitivity to suicide-
related facts. Moreover, the students who 
participated in the study found the inclusion 
of a suicide prevention module in their medi-
cal curriculum beneficial, as it increased their 
confidence and improved their skills in sui-
cide risk assessment and crisis intervention. 

Although the study was small and lacked a 
comparator, the authors noted a need for en-
hancing the attitudes of medical professionals 
through early skills-based training. “Incorpo-
ration of such a course into the undergradu-
ate medical curriculum may be considered an 
important and cost-effective component of a 
suicide prevention strategy in Hong Kong,” 
they wrote.

The significance of the study reflects the 
unique position of primary care providers in 
recognizing and treating at-risk individuals. 
Previous analyses have shown that 45 percent 
of suicide victims in the US and 77 percent 
of elderly Chinese suicide victims in Hong 

Kong had consulted a primary care physician 
or health professional within 1 month prior to 
their suicide. [Am J Psychiatry 2002;159:909-
916; Acta Psychiatr Scand 2004;109:299-305]

Furthermore, a retrospective study of sui-
cide in Hong Kong showed that only 20 per-
cent of patients who died after a suicide in 
general hospital wards were admitted due 
to reasons of attempted suicide. Potentially, 
there is a failure on the part of doctors to iden-
tify patient who are at risk. [Hong Kong Med J 
2004;10:319-324]

Suicide prevention needs to occur through 
early recognition and treatment of depres-
sion, which can be enhanced by incorporat-
ing undergraduate skills training that con-
tinues into postgraduate training, suggested 
authors of an accompanying editorial. “Phy-
sicians must take an active role in suicide 
prevention and overcome professional pes-
simism especially among those not working 
in a collaborative care setting specializing in 
mental health problems.” [Hong Kong Med J 
2013;19:372-373] 
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Low back pain: Culprit gene found

Jackey Suen

Researchers have identified a gene 
causing lumbar disc degeneration 
(LDD), shedding light on the molecu-

lar pathogenesis of a major cause of low back 
pain. [J Clin Invest 2013, doi: 10.1172/JCI69277]

The susceptibility gene they identified codes 
for carbohydrate sulfotransferase 3 (CHST3), 
an enzyme that catalyzes the sulfation of pro-
teoglycan. A variant of the CHST3 gene was 
found to reduce the amount of CHST3, lead-
ing to loss of proteoglycan and water content 
in the nucleus pulposus of intervertebral disc 
that characterizes LDD. 

In the genome-wide association study, re-
searchers from the University of Hong Kong 
(HKU) and collaborators from China, Japan 
and Finland evaluated 4,043 LDD patients 
from Hong Kong, Northern China, Japan 
and Finland as well as 28,599 controls. They 
identified a risk allele called rs4148941-A  
situated within the 3’ untranslated region of 
CHST3, which increases an individual’s sus-
ceptibility to LDD by reducing the level of 
CHST3 mRNA.

“Currently, 43 percent of LDD patients in 
Hong Kong carry the risk variant. The discov-
ery of CHST3 provides new insights into the 
etiology of LDD to improve its prevention, 
diagnosis and treatment in the future,” noted 
lead authors Dr. Danny Chan and Dr. You-

Qiang Song of the Department of Biochemis-
try, HKU.

“Proteoglycan plays a key role in maintain-
ing the hydration and function of cartilaginous 
tissues. Proper sulfation of its glycosamino-
glycan side chain is critical for water retention 
within the disc to maintain proper osmotic 
pressure and resist compressive forces. Thus, 
the activity of CHST3 would be important for 
proper functioning of intervertebral discs,” ex-
plained the authors. They speculated that the 
rs4148941-A risk allele could reduce the activ-
ity of CHST3, resulting in disc degeneration in 
adults.

“This research has changed the mindset of 
clinicians in their understanding and treat-
ment of LDD, contributing to the development 
of potential prevention and treatment strate-
gies,” concluded principal investigator Profes-
sor Kenneth Cheung of the Department of Or-
thopedics and Traumatology, HKU.

The researchers are planning larger ge-
nome-wide association studies and whole-ge-
nome sequencing of LLD patients to identify 
more susceptibility genes. 
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DNA aptamer to transform malaria 
diagnosis

Christina Lau

Scientists at the University of Hong Kong 
(HKU) have discovered a DNA aptamer 
that may transform the point-of-care 

diagnosis of malaria. [Proc Natl Acad Sci U S 
A 2013, e-pub 16 Sep]

Rapid diagnostic tests for malaria typically 
use antibodies as the underpinning technol-
ogy. “These tests have made a major positive 
impact on malaria management. However, 
they have several intrinsic limitations, includ-
ing cost of production, batch-to-batch varia-
tion during manufacturing, stability in higher 
temperatures during storage, and shelf life,” 
said co-author Dr. Julian Tanner of HKU’s De-
partment of Biochemistry.

“Compared with antibodies, DNA is a more 
stable molecule that can be directly chemi-
cally synthesized by cost-effective approach-
es,” Tanner told Medical Tribune. “Our study 
showed how DNA can be used directly in 
molecular recognition of a malaria diagnostic 
target, similar to how an antibody recognizes 
molecules.”

In the study, Tanner and researchers from 
HKU’s Department of Physiology and Fac-
ulty of Dentistry discovered a DNA aptamer 
that can discriminate between the malaria bio-
marker, Plasmodium falciparum lactate dehy-
drogenase [LDH], and human LDH. Its speci-
ficity is achieved by discriminatory binding to 
a loop present only in the Plasmodium falci-
parum LDH.

Aptamers are oligonucleotides selected for 
and evolved to bind tightly and specifically to 
molecular targets. Despite their potential as 
diagnostic and therapeutic agents, little was 
known about how they recognize or discrimi-
nate their targets.

“Our X-ray crystallography has provided 
an excellent understanding of how the DNA 
aptamer recognizes the Plasmodium protein,” 
said Tanner. “The discovery opens up possi-
bilities for a new generation of rapid point-of-
care diagnostic tests for malaria.”

“We have two directions from here. One is 
to incorporate the DNA aptamer into the actual 
diagnostic device, such as a dipstick or lateral 
flow device. Another is to redesign the DNA 
aptamer for better binding with the target,” he 
continued. “Clinical testing of a DNA aptamer-
based malaria test will hopefully start within 
the next 3 years.”  

The DNA aptamer discovered in the study.
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NUS launches new graduate audiology 
program 

Radha Chitale 

The National University of Singapore 
(NUS) has launched Singapore’s first 
graduate program in audiology in a 

bid to increase the number of locally-trained 
audiologists and serve a growing population 
of patients with impaired hearing. 

“Now [local audiology] training is a bit un-
even,” said Associate Professor Lynne Lim, 
program director of the Master of Science in 
Audiology program at the NUS Yong Loo Lin 
School of Medicine, noting that most special-
ists are certified abroad. 

“Singapore-trained audiologists will be 
familiar with the local healthcare ecosystem, 
cultural nuances, and language differences. 
They can be involved in clinical [care] and re-
search most relevant to our type of patients 
very early.” 

Pathologies, genetics, regional infections, 
cultures and translational research in particu-
lar have been adapted to suit the local picture, 
and 18 students have enrolled so far in the 
2-year program. 

Siemens Medical Instruments Pte Ltd, 
which makes hearing aids, donated $19.5 
million to run the program for 8 years. Some 
of those funds have gone towards creating a 
high-tech Audiology SMART classroom at 
NUS where audiologists-in-training can use 
special imaging and testing equipment for 
clinical training and research. 

The Audiology SMART classroom is also 

video-linked to a new Centre for Hearing, 
Speech and Balance at the National Univer-
sity Hospital so students can observe real pa-
tient cases and consultations. 

One-fifth of Singaporeans aged 50-59 and 
one-fourth aged 60-69 have impaired hear-
ing, according to the 2010 National Health 
survey. In addition to reduced quality of life 
and difficulty with daily activities, hearing 
loss is linked to depression, memory loss and 
dementia. 

Audiology is not an accredited degree in 
Singapore, but Lim said she hopes that the 
launch of the new program will push the 
Ministry of Health to recognize it.                  

Guests at the new program’s launch try out hi-tech gadgets for the 
enhancement of hearing.

Audiology students Maureen Ding (l) and Kenneth Chua demonstrate 
how to do an ear examination.
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Spiritual activity may benefit cognitive 
function in elderly

Christina Lau

Frequent participation in spiritual activ-
ity may benefit cognitive function in 
older adults.

Emerging data suggest that active involve-
ment in spiritual activity, including regular 
religious rituals and meditation, may slow 
cognitive decline in individuals with Al-
zheimer’s disease (AD) or probable AD. [Curr 
Alzheimer Res 2010;7:445-452; Neurology 2007; 
68:1509-1514]

In a recent cross-sectional study, research-
ers from the Department of Psychiatry, Tai Po 
Hospital examined the association between 
spiritual activity participation and cognitive 
function in 380 Chinese adults aged 60 or old-
er. The participants had no clinical dementia 
or major psychiatric disorders at baseline, and 
were asked to report their participation in six 
categories of activities (physical, cognitive, 

social, prosocial, spiritual and recreational). 
[East Asian Arch Psychiatry 2013;23:102-108]

The researchers found a positive correla-
tion between cognitive function and partici-
pation in spiritual activity, cognitive activity 
and aerobic exercise. Frequent participation 
in cognitive activity and spiritual activity was 
associated with better cognitive function after 
controlling for the participants’ age and years 
of education.

While the positive effect of cognitive and 
physical activities on late-life cognitive func-
tion is well documented, very few studies 
have explored the effects of spiritual activity 
on cognition in old age. 

According to the researchers, a greater level 
of spiritual activity in old age may be associat-
ed with a positive purpose in life and reduced 
mood disturbance. “Longitudinal studies are 
recommended to further examine the causal 
relationship between spiritual activity and 
cognitive function,” they concluded.               

Jackey Suen

Convulsive symptoms are an unreliable 
measure to distinguish epilepsy from 
syncope and may lead to misdiagno-

sis, according to an expert speaking at the 6th 

Convulsion an unreliable measure to 
distinguish syncope from epilepsy 

Asia Pacific Heart Rhythm Society Scientific 
Session & CardioRhythm 2013 conference 
held recently in Hong Kong. 

“It is not easy to distinguish syncope from 
epileptic seizure in patients with transient loss of 
consciousness, especially in those with convul-
sion attacks, because convulsions are commonly 
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observed in both groups,” said Dr. Haruhiko 
Abe of the University of Occupational and Envi-
ronmental Health (UOEH), Fukuoka, Japan. 

“Doctors in the emergency department 
and GPs tend to refer collapsed patients with 
convulsive symptoms to neurologists, while 
those with ECG abnormalities without con-
vulsive symptoms are usually referred to car-
diologists,” he continued. “As demonstrated 
in several studies, misdiagnosis is not uncom-
mon in both conditions.”

In fact, up to 39 percent of epilepsy patients 
treated with antiepileptic drugs were subse-
quently found to be misdiagnosed, while 8 
percent of patients initially diagnosed with 
syncope were found to have epilepsy in long-
term follow-up. [Q J Med 1999;92:15-23; Seizure 
1998;5:403-406; J Am Coll Cardiol 2000;36:181-
184; Heart 2004;90:52-58] 

“Syncope with convulsion and epilepsy 
without convulsion are atypical, and differ-
ential diagnosis in these patients could be dif-
ficult,” he noted.

Abe and colleagues conducted a study 
on implantable loop recorder (ILR)-guid-

ed diagnosis in 47 patients. Among 28 pa-
tients initially diagnosed with syncope, five 
(18 percent) were confirmed by ILR to have 
epilepsy instead. “More importantly, con-
vulsive symptoms during the attack were 
observed in 29 percent of patients with car-
diac syncope vs 20 percent of patients with  
epilepsy,” pointed out Abe.

“Convulsive symptoms can be pres-
ent in both epilepsy and syncope. The data 
show that convulsion should not be used to 
distinguish between the two conditions,”  
he concluded.  

Patient selection key in pacing for syncope
The lack of superiority of pacemaker therapy vs placebo in trials on neurally mediated 

syncope (NMS) reflects the importance of patient selection rather than a lack of therapeutic 
efficacy.  

“Cardiac pacing failed to demonstrate an improvement over placebo in unselected 
NMS patients,” said Professor Richard Sutton of the Imperial College, London, UK. [JAMA 
2003;289:2224-2229; Eur Heart J 2004;25:1741-1748] “Improved patient selection may be the 
way to focus pacing therapy on those who will benefit.” 

As demonstrated in the ISSUE-3 study (Third International Study on Syncope of Uncer-
tain Etiology), patients aged ≥40 years with severe asystolic NMS had a 32 percent absolute 
reduction and 57 percent relative reduction in syncope recurrence after dual chamber pacing 
therapy. [Circulation 2012;125:2566-2571; Brignole M, et al, Circ Arrh 2013; in press]

“Notably, almost no recurrence was found in patients with a negative tilt test. Conversely, 
there was no evidence of efficacy in patients with a positive tilt test,” noted Sutton. “The tilt test 
may be used as a risk stratification tool to identify patients most likely to benefit from pacing.” 
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Clamping the cord after delivery – how 
soon is too soon? 

Dr. Tan Eng Loy
Consultant, Department of Obstetrics & Gynaecology,  
Singapore General Hospital, Singapore. 

Delayed cord clamping – or waiting 
for 2 to 3 minutes after the delivery 
of an infant before clamping and 

cutting the umbilical cord – is believed to 
give the newborn more iron reserves thereby 
lowering the risk of anemia, according to a 
Cochrane review of 15 trials. [Cochrane Da-
tabase Syst Rev 2013, doi: 10.1002/14651858.
CD004074.pub3]

The review, which analyzed data from 
3,911 women and infant pairs, said that dur-

ing the time the cord isn’t clamped, blood con-
tinues to pulse from the placenta to the baby 
until the pulses naturally stop around 3 min-
utes. An extra volume of blood resides in the 
placenta at birth, and placental transfusion 
sends this blood back to the baby, to prepare 
and support the fetal organs to transition to 
breathing on its own. It provides an adequate 
number of red blood cells to then transport 
oxygen throughout the baby’s body. 

The advantages are apparently not just for 
full-term babies, but for ‘preemies’ as well– 
improved motor development and a lower 
incidence of intraventricular bleeding, which 
can lead to brain damage. Medical Tribune 
(MT) interviewed Dr. Tan Eng Loy (TEL), a 
consultant with the Department of Obstetrics 
& Gynaecology at Singapore General Hospi-
tal, on this subject.
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MT: Is delayed cord clamping truly capable 
of all the advantages mentioned above?
TEL: Delayed cord clamping results in a high-
er concentration of red blood cells in the new-
born baby, especially if the baby is held below 
the level of the undelivered placenta. 

This is due to blood in the placenta being 
transferred back to the baby since blood flow 
in the umbilical cord vessels can continue 
for several minutes after a baby is born. For 
a baby delivered at term, this equates to the 
baby receiving an additional 80-100mL of 
blood. This translates to an extra 20-30 mg/
kg of iron, an amount that is sufficient for the 
baby for about 3 months.

However, the increase in red blood cells 
from delayed cord clamping is associated 
with a significant increase in the baby requir-
ing phototherapy for jaundice (when the red 
blood cells are broken down).

For the pre-term baby, delayed cord clamp-
ing is associated with lower requirements for 
transfusion for anemia, lower risk for necro-
tizing enterocolitis, and fewer infants with ev-
idence of intraventricular hemorrhage (IVH) 
or bleeding on ultrasound.  The long-term sig-
nificance of ultrasound finding of IVH is not 
yet known. No significant increase in the need 
for jaundice treatment was noted for pre-term 
babies in the review.

MT: Is the evidence on this conclusive?
TEL: Unfortunately, the clinical benefit from 
routine use of delayed cord clamping in all 
term deliveries is still unproven by high qual-
ity data. As such, the American College of 
Obstetrics and Gynecology (ACOG) recom-
mends that the decision should be individu-
alized in low-risk term babies. 

In pre-term infants, the ACOG opines that 
the significant reduction of IVH associated 
with delayed cord clamping is sufficiently 

compelling to adopt this intervention.
The findings of a randomized controlled 

trial conducted in Sweden  suggest that babies 
who experienced delayed cord clamping had 
higher iron stores 4 months after birth. These 
babies were also found to be less anemic [BMJ 
2011;343:d7157]. Based on this and on earlier 
research, the Royal College of Obstetricians 
& Gynaecologists (RCOG) recommends that 
the cord should not be clamped earlier than 
is necessary based on a clinical assessment of 
the situation. 

The RCOG recognizes that the impact on 
other substantive outcomes for the woman 
and the infant remains unclear and suggests 
that large randomized trials comparing the ef-
fects of alternative strategies for cord clamp-
ing are needed, with assessment of substan-
tive outcomes and long-term follow-up for 
both mother and baby.

MT: When is delayed cord clamping not ap-
propriate?
TEL: Delayed cord clamping should not be 
practiced if there are complications from de-
livery, such as severe maternal bleeding im-
mediately after delivery, if the umbilical cord 
is wound tightly around the neck of the baby, 
or if the baby is asphyxiated and requires im-
mediate resuscitation.

MT: Is it true that for the mother, delayed 
clamping can prevent complications with 
delivering the placenta?
TEL: It is postulated that by allowing the 
placenta to drain of blood with delayed cord 
clamping, placental separation may be en-
couraged, resulting in a shorter duration 
needed to deliver the placenta. However, 
clear maternal benefits have yet to be dem-
onstrated in the context of large randomized 
controlled trials.
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MT: What are standard alternatives for the 
procedure?
TEL: No “standard” alternative for delayed 
cord clamping exists. The timing of when 
to clamp the cord even when delayed cord 
clamping is practiced remains controversial. 
Some have suggested that waiting until the 
absence of pulsations in the umbilical cord 
might be appropriate. 

A proposed alternative to delayed cord 
clamping involves “milking the cord” so that 
blood is encouraged to flow back to the baby. 
A randomized trial has suggested that milk-
ing the cord four times was equivalent to de-
lay cord clamping for 30 seconds. However, 
larger studies are needed to evaluate the risks 
and benefits of this practice. Milking the cord 
should be avoided if cord blood collection is 
planned.

MT: When, if ever, is there a medical need 
for parents to opt for delayed cord clamp-
ing? 
TEL: Pre-term infants who have to be deliv-
ered for either maternal or fetal reasons may 
benefit from delayed cord clamping. In term, 
low-risk babies, the practice should be indi-
vidualized as recommended by the ACOG. 
Potentially, term babies at risk for anemia or 
whose mothers may be iron-deficient may 
benefit from delayed cord clamping.

MT: How widespread is the practice in Sin-
gapore/your hospital(s)?
TEL: As the benefits of delayed cord clamp-
ing are not extensively studied, the practice 
is uncommon although many obstetricians 

will perform this at the patient’s request in 
uncomplicated cases.

MT: Is delayed clamping safe for babies 
born to mothers with blood-borne viruses, 
given that immediate clamping minimizes 
risk of transmission to the baby?
TEL: There is probably little data on this. 
However, the National Institute of Health 
in the US suggests that for HIV-infected pa-
tients, even though HIV-specific data on the 
practice is lacking, there is no reason to mod-
ify the practice of delayed cord clamping in 
HIV-infected mothers.

MT: What are the risks of delayed cord 
clamping, if any, to the mother?
TEL: There should very little risk to the moth-
er when delayed cord clamping is practiced 
in the absence of any other complications of 
delivery. However, if the mother is bleed-
ing excessively and is in immediate need of 
resuscitation, or if delaying cord clamping 
may hinder the treatment of the mother in an 
emergency situation, it would be preferable 
not to delay clamping of the cord.

MT: Would you recommend it to your pa-
tients?
TEL: I would recommend it to mothers who 
undergo an uncomplicated delivery of a term 
pregnancy but provided they understand 
that the baby may require phototherapy for 
jaundice. I would recommend delayed cord 
clamping in cases of preterm infants who un-
dergo uncomplicated deliveries without re-
quiring immediate resuscitation.  
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1 In your opinion, when should doctors start statins in 
patients with dyslipidemia?

 We should start statin therapy in patients with established 
cardiovascular (CV) disease for secondary purposes, as 
well as in patients who have a relatively high risk of CVD. 
The assessment of risk is made based upon the overall CV 
risk score of the patient using either the Framingham or 
the Reynold Risk Score. Should the patient fail to achieve 
the targeted LDL-cholesterol (LDL-C) level with lifestyle 
modifications, statin therapy should then be commenced. 

2 One of the challenges in management of dyslipidemia 
is patients not reaching their lipid target goals. What 
influences the targets you set for your patients?

 The intensity of statin therapy will improve LDL-C goal 
attainment but even with that most patients in the very 
high risk group still do not achieve their recommended 
LDL-C goal. The reasons for not achieving target levels 
include patient noncompliance, physician nonadherence 
to current guidelines or intolerance to lipid-lowering 
therapy.

3 Based on current guidelines, how low should we go 
in terms of LDL-C goals to prevent CV events? How 
often are these targets achievable in actual clinical 
practice?

 For patients in the moderate risk group, the Malaysian 
clinical practice guideline on management of dyslipidemia1 
aims for an LDL-C level of <3.4 mmol/L. In the high risk 
group or for secondary prevention, the LDL-C level should 
be <2.6 mmol/L and a level of <2.0 mmol/L is suggested for 
the very high risk group. In the REALITYAsia retrospective 
cohort study (conducted in China, Korea, Malaysia, 
Singapore, Taiwan and Thailand), only 48% attained target 
LDL-C levels. Most patients in this study (approximately 
90%) received statins at medium or lower equipotency 
doses.2 The authors suggested that more effective patient 
monitoring and treatments, including combining regimens 
and dose titration, and adherence to these treatments 
along with therapeutic lifestyle counseling may facilitate 
goal attainment.

4 What are your thoughts on benefits of statins beyond 
LDL-C reduction on:

•	 Impacting progression of atherosclerosis
 It has been shown that atherosclerosis can be slowed 

down or reversed if you can achieve an LDL-C level of 
<1.8 mmol /L. For my very high risk group of patients, 
i.e. patients with existing coronary artery disease 
(CAD), those who are diabetic or who continue to 
smoke, I have been aiming for this level, so as to 
prevent CAD. In normal patients, I would not aim to 
stop progression – none of the guidelines recommend 
lowering LDL-C to these levels for normal patients. If 
there is a strong family history for young-onset CAD, 
then I may aim for this level to prevent progression. 
All current guidelines recommend aiming for a LDL-C 
level of <2.6 mmol/L unless the patient is in a high-
risk group.

•	 Benefits on HDL-C profile
 While we know that a low HDL-C is harmful and a 

high HDL-C is beneficial, none of the trials so far, 
using additional medications on top of a statin have 
supported this.  In the STELLAR trial, increasing 
doses of rosuvastatin has been associated with 
increasing effects on HDL-C levels, while the opposite 
is seen with atorvastatin.3

5 What is the rationale of using low doses of potent 
statins like rosuvastatin compared to higher doses of 
less potent statins?

 The problem that physicians are facing in clinical practice 
is that there are no large CV outcome studies that have 
shown a benefit of combination lipid lowering therapy over 
statin therapy alone. Statins remain the drug of choice to 
lower LDL-C in patients with CAD. The addition of another 
LDL-lowering drug to a statin should only be considered in 
patients not at their LDL-C goal on a maximally tolerated 
dose of statin or for those patients who are statin-
intolerant. Patients are probably more likely to achieve 
target LDL-C levels with the high-potency statins at low 
dose than with higher doses of statins that are less potent. 
Furthermore, uptitrating statin doses may expose patients 
to higher risk of statin-associated adverse events that can 
subsequently affect patients’ compliance.

6 The JUPITER trial4 demonstrated the CV benefits of 
treating patients without hyperlipidemia but with 
elevated hsCRP levels. How relevant are these findings 
to your clinical practice? What is the predicted use of 
hsCRP measurement?

 hsCRP meets the criteria for primary prevention - hsCRP 
and LDL-C are both useful in predicting the risk for CV 
events. A study published in the Lancet noted that the 
CRP concentration has continuous associations with 
the risk of coronary heart disease, ischemic stroke and 
vascular mortality (Figure 1).5 Individuals with elevated 
levels of CRP have a risk about 2 to 3 times higher than 
the risk of those with low levels. CV risk reduction is lower 
in patients who have both parameters – LDL-C as well 
as hsCRP – lowered. While hsCRP and LDL-C were 
not well correlated, baseline levels of each had a strong 
linear relation with the incidence of CV events as shown 
in Figure 2.6 

9 Recently, a retrospective analysis published in the 
BMJ8 noted an increased risk of acute kidney injury 
linked to the use of high potency statins. What are 
your thoughts on this?

 This was an observational analysis looking at nine 
population based cohort studies and meta-analysis.  
High potency statin treatment was defined as ≥10 
mg rosuvastatin, ≥20 mg atorvastatin, and ≥40 mg 
simvastatin; all other statin treatments were defined as 
low potency. According to the authors, the absolute risk 
of acute kidney injury on statins is low, in the range of 
one to four per thousand over six months, but there is 
an incremental difference related to whether you start on 
a high or a low-potency statin. However, until there is a 
way to identify patients for whom the risk-benefit balance 
for high potency statin treatment is unfavourable, I do not 
think we need to be too concerned about this finding.

10 Some patients are resistant to take statins for long 
term due to the perceived high cost of treatment. 
What advice would you give to this group of patients 
to protect them from adverse CV events? 

 In the long run, the cost of long term statin treatment will 
not outweigh the cost of treating a single CV event like 
hospitalization and stroke, or the morbidity that occurs 
from the CV event. 

11 Do you have any concerns over treating your patients 
with long-term statin therapy? Please elaborate.

 No, as treatments with statins have been proven to be 
safe in the long run. Patients will, however, need to be 
counselled on symptoms of myositis.  The most important 
thing is getting patients to target and helping patients to 
understand the reasons behind the treatment plans – the 
lower the better and less risk for CV events. 

12 What are your take home messages on short and 
long-term goals of therapy in management of 
dyslipidemia?

 Statins have a proven track record of improving clinical 
outcomes in patients with high LDL-C. LDL-C reduction 
with statins leads to reduced myocardial infarction, stroke, 
and death from CV causes in those with and without CV 
disease.

Dr Ng Wai Kiat
Consultant Cardiologist

Pantai Hospital
Kuala Lumpur
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management of dyslipidemia 
Addressing treatment challenges in the
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The Medical Tribune recently sat down with Dr Ng Wai Kiat to get his views on the 
treatment challenges faced by clinicians who are managing patients with dyslipidemia.

 One of the important things to understand with 
atherosclerosis is that the magnitude of inflammation in 
patients cannot be predicted on the basis of lipid levels 
alone. In the Jupiter trial, use of rosuvastatin reduced 
LDL-C levels by 50% and hsCRP levels by 37%. This 
resulted in significant reductions in the incidence of major 
CV events (Figure 3).4

7 The JUPITER trial4 noted an increase in the number 
of individuals who developed diabetes while on 
rosuvastatin. What are your comments on this 
finding?

 Mechanisms by which any of the current statins available 
increase incidence of type 2 diabetes mellitus (T2DM) 
remain incompletely understood. The patients who are 
more likely to develop new-onset diabetes mellitus tends 
to be patients with one or more major diabetes risk factors 
which include the body mass index (BMI) >30kg/m2, those 
with impaired fasting glucose, HbA1c >6% and those with 
metabolic syndrome. Although patients on statin therapy 
experience a higher risk of developing T2DM, these 
patients also have significantly lower CV and mortality 
incidences. FDA continues to believe that the CV benefits 
of statins outweigh the small increase in risk of developing 
diabetes.

8 What are the important things to look out for when it 
comes to treating dyslipidemia in patients with T2DM?

 Patients with T2DM tend to have very high triglycerides, 
low HDL-C and increased levels of small dense LDL-C.7 I 
would personally treat them as any other high risk group, 
such as someone with CAD. Statins would always be first 
line, with perhaps a small dose of fibrates added on to 
control the triglycerides. I would aim for a target LDL-C 
level of <1.8 mmol/L for these very high risk groups of 
patients.

Figure 2. CV event-free survival based on combined 
hsCRP and LDL-C measurements6           
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In recent years, a combination of poor dietary choices 
and sedentary lifestyles has resulted in an increasing 
prevalence of cardiovascular disorders. According to 
the WHO, an estimated 17.3 million people died from 
cardiovascular diseases in 2008. By 2030, the WHO 
estimates that this number will increase to 23.3 million 
deaths annually.1 

1. Hypertension contributes to the burden of heart 
disease, stroke, kidney failure, premature death 
and disability. In light of this, the theme for this 
year’s World Health Day, held on 7th April 2013, 
was hypertension.1 In your opinion, how crucial is 
it for a physician to address hypertension in their 
patients and why?

Hypertension is a common disease and is usually 
asymptomatic. It is a major risk factor leading to 
cardiovascular disorders such as ischemic heart disease, 
cardiac failure, stroke, renal failure and peripheral 
vascular disease. As physicians, we need to diagnose 
and treat this risk factor as early as possible so as to 
prevent these complications. This is in line with major 
guidelines such as NICE (National Institute for Health 
and Care Excellence) 2011 which stated that “the 
prime motivation for treatment in hypertension, an 
asymptomatic condition, is the prevention of mortality 
and morbidity”. 

2. As a cardiologist, how often do you encounter 
hypertensive patients with multiple 
comorbidities? 

Apart from hypertension, many of my patients also 
have other risk factors such as diabetes mellitus, 

Dr Choo Wai Sun
Consultant Cardiologist
KPJ Seremban Hospital
Seremban, Negri Sembilan.

hyperlipidemia and obesity. These multiply their 
cardiovascular risk many folds and, thus, coronary 
artery disease and heart failure are some of their usual 
presentation at initial consultation.  

3. Hypertension has been identified as one of 
the risk factors for stroke. With this in mind, 
guidelines have recommended the use of 
diuretics in the management of this particular 
risk factor. Could you explain the rationale 
behind this recommendation?

Diuretics are one of the common and oldest 
medications for treatment of hypertension. And 
it works particularly well for elderly patients in 
bringing down the blood pressure gently.  Stroke 
is common in elderly too, and thus, thiazide-like 
diuretics are recommended in this group of patients 
especially if there is concomitant fluid overload or 
heart failure.

4. Evidence has shown that there are benefits in 
using low-dose indapamide, a thiazide-like 
diuretic, on a range of clinical outcomes. In your 
experience, have you used a sustained-release 
(SR) thiazide-like diuretic, like indapamide SR, to 
help your patients reduce their blood pressure 
levels? How does indapamide SR differ from 
other the other diuretics?

Yes. I have been using indapamide SR in hypertension 
especially in elderly patients and patients with 
evidence of fluid overload or heart failure. Not all 
diuretics are the same. Different diuretics work 
differently and have different metabolic profiles. 
Indapamide SR is a long acting thiazide-like diuretic 
which works mainly through vasodilation. It has 
minimal effects on glucose and lipid changes and, 
most importantly, it has strong data on good blood 
pressure control as well as mortality and morbidity 
reduction.

 

5. Do you have any valuable advice to share with 
the readers on the benefits of using a SR diuretic, 
like indapamide SR, to treat hypertensive 
patients?

When choosing medications for hypertensive 
patients, doctors must take into consideration 
patients’ compliance and effects that come with 
long term treatment (including cost, side effects and 
reduction of overall risk factors). One can consider 
indapamide SR due to the proven benefits on the 
blood pressure control coupled with morbidity and 
mortality reduction in the long term.

With regards to the use of diuretics, low-dose 
“thiazide-like” diuretics such as indapamide SR 
are recommended by guidelines. In 2011, the 
British Hypertension guideline (National Clinical 
Guideline Centre UK. Hypertension - the clinical 
management of primary hypertension in adults. 
August 2011) showed that if diuretic treatment is to 
be initiated or changed, thiazide-like diuretics such 
as chlorthalidone or indapamide are preferred as 
compared to conventional thiazide diuretics such as 
bendroflumethiazide or hydrochlorothiazide.

References: 1. WHO. Cardiovascular disease. WHO website. Available at: http://www.who.int/
cardiovascular_diseases/en/

Multidisciplinary Series Focusing on Indapamide

Position of Diuretics in 
Hypertension Management 
Part II: A Cardiologist’s Point of View

In Part 1 of our multidisciplinary series, we discussed the use of diuretics in managing hypertension in patients with renal complications from 
a nephrologist’s point of view. In Part 2 of this series, Dr Choo Wai Sun, consultant cardiologist and physician, gives us an insight on treating 
hypertension in another special population (e.g., diabetics, elderly, renal failure) and the treatment options available for this group of patients. 

“Indapamide SR... has minimal 
effect on glucose and lipid changes 
and, most importantly, it has strong 

data on good blood pressure 
control as well as mortality and 

morbidity reduction”
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Antiplatelet therapy, NSAIDs and 
peptic ulcer disease bleeding 
Dual antiplatelet therapy (DAPT) and non-steroidal anti-inflammatory 
drugs (NSAIDs) are recommended standard care for cardiovascular (CV) 
event protection in high risk patients and long-term management of 
arthritis pain, respectively. These regimens are, however, associated 
with several clinical concerns, namely the risk of GI bleeding and 
treatment-induced ulcers.

DAPT and GI bleeding
Numerous studies confirm that DAPT, which combines the use of aspirin 
and clopidogrel, is superior to aspirin alone in reducing CV events in 
acute coronary syndrome1-3 and percutaneous coronary intervention4,5; 
while newer agents such as prasugrel6 and ticagrelor7 are more effective 

At the Treatment And Relief of Gastrointestinal Disorders (TARGET) workshop organized under the auspices  of the Malaysian Society 
of Gastroenterology and Hepatology (MSGH), prominent experts Dato’ Dr Tan Huck Joo, Professor Dr Sanjiv Mahadeva and Datuk 
Dr Jayaram Menon touched on several important issues in the management of gastrointestinal (GI) disorders and cancers. Below are 
highlights of their presentations. 
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Managing GI Issues in Primary Care
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than clopidogrel. Along with their benefits, however, these agents also 
carry an associated risk of GI bleeding. To address this, the MSGH 
and the National Heart Association of Malaysia (NHAM) has formed a 
working party and made the following key statements8: 

❶  Antiplatelet drugs increase the risk of GI bleeding.

➋  Proton pump inhibitors (PPIs) are superior to histamine2 receptor 
antagonists (H2RA) in the primary and secondary prevention of 
aspirin-induced ulcer.

❸  H. pylori detection and eradication is recommended for high GI 
bleeding risk patients before commencing long-term aspirin.

❹  Continuing PPIs after H. pylori eradication is superior to H. pylori 
eradication alone in preventing recurrent ulcer bleeding in patients 
on aspirin.

❺  In patients with previous upper GI bleeding, PPIs should be added 
to antiplatelet therapy to prevent recurrent ulcer bleeding.

❻  Patients with high risk for GI bleeding requiring antiplatelet therapy 
should be on long-term PPIs.

NSAIDs and GI bleeding
The study by Pilotto et al established that NSAIDs-induced ulcers 
are higher among acute (odds ratio [OR]=5.13) than chronic users 

(OR=2.26). This risk is increased substantially in those who were on 
NSAID and H2RA concurrently (acute: OR=10.9; chronic: OR=6.26) 
compared to a reduced risk seen in those given PPI instead (acute: 
OR=0.70; chronic: OR=0.32). PPIs are therefore more effective in peptic 
ulcer prevention than H2RAs.

Coxibs and GI bleeding
In patients with a history of NSAID-induced ulcers, switching NSAIDs to 
a coxib is as effective as NSAIDs + PPI to prevent recurrent bleeding,10 
although neither strategy adequately prevents the six-month ulcer 
recurrence rate.11 A separate study by Lai et al revealed similar findings, 
in addition to coxibs having a higher incidence of dyspepsia as well.12

H. pylori eradication before NSAIDs therapy
H. pylori eradication is useful to prevent recurrent NSAID-induced 
ulcers. Compared to placebo, patients who had eradication therapy 
prior to NSAID therapy had a significantly lower six-month probability 
of ulcers (12.1% vs. 34.4%, p=0.0085) and complicated ulcers (4.2% 
vs. 27.1%, p=0.0026).13 In addition, continuing PPIs after H. pylori 
eradication reduced the risk of recurrent peptic ulcer bleeding further. 
This was clearly demonstrated by Lai et al when he compared patients 
given eradication therapy and continued PPI therapy against those 
given placebo alone.12

Dato’ Dr Tan Huck Joo
Consultant Gastroenterologist
Sunway Medical Centre

The what, why and how of upper GI 
symptoms in the community
Upper GI symptoms in the community are commonly due to dyspepsia or 
gastroesophageal reflux disease (GERD). Dyspepsia refers to a complex 
of chronic (i.e. lasting >4 weeks) GI symptoms in the upper abdomen; 
while GERD refers to symptoms caused by the pathological exposure of 
gastric acid in the distal esophagus. 

Etiology

The majority of dyspepsia is due to functional causes where patients 

Professor Dr Sanjiv Mahadeva
Consultant Gastroenterologist
University of Malaya Medical Centre

exhibit typical dyspeptic symptoms but normal or insignificant 
endoscopic findings. On the other hand, organic causes of dyspepsia 
(i.e. ulcers, esophagitis and cancers (rare)) are common in those aged 
45 and above, more so in adults with H. pylori infection and alarm 
symptoms (weight loss, vomiting, anemia, hematemesis and melena).

Patients with GERD fall into two broad categories – those with non-
erosive reflux disease (NERD) or reflux esophagitis. Patients with NERD 
do not have erosive esophagitis although the symptoms are similar. 
NERD usually does not lead to serious long-term consequences, while 
reflux esophagitis can lead to strictures and serious bleeding if left 
untreated.

Initial management
For young patients aged <45 years with dyspepsia and no alarm 
symptoms, the recommendation is to perform a H. pylori test. A positive 
test calls for eradication therapy which helps to improve symptoms and 
has the potential to cure ulcers. A negative test may indicate reflux 
esophagitis, for which 4-8 weeks of empirical therapy with a PPI is 
useful. Older patients with new onset dyspepsia, as well as any patient 

with alarm symptoms should be investigated with endoscopy, with 
treatment strategies based on endoscopic findings. 

Empirical PPI therapy in GERD is useful to treat persistent symptoms. 
It can also be used as part of diagnosis i.e. the PPI test in patients 
with atypical symptoms. The GERD-Q is a questionnaire that has been 
validated in Asian populations to confirm any doubtful diagnosis.14 
Scores of 8 and above indicate disruptive GERD where symptoms are 
regarded as troublesome to patients. 

To conclude his presentation, Prof Sanjiv outlined the types of patients 
where a specialist referral is required:

● Presence of alarm symptoms

● Symptoms fail to respond to empirical PPI

● Patients on long-term NSAIDs or aspirin

● Family history of GI malignancy

● New onset of symptoms in patients >45 years old

● Need for prolonged PPI  i.e. >6 months

Datuk Dr Jayaram Menon
Senior Consultant Gastroenterologist
Head of Department of Medicine
Queen Elizabeth Hospital, Kota Kinabalu

Practical issues in colorectal cancer 
screening in primary care
Colorectal cancer (CRC) is the second most common cancer after breast 
cancer; and also the second most common form of cancer in males and 
females in Malaysia. In 2007, a total of 2,246 CRC cases were diagnosed 
and reported to the Malaysia National Cancer Registry (NCR) with age-
standardized rates of 13.4 and 10.2 per 100,000 population in males 
and females, respectively.15 The fact that more than 60% of CRC cases 
are detected at late stage i.e. Stage 3 and 4,15 only serves to underline 
the importance of screening in primary care for early detection of this 

highly preventable cancer, stressed Datuk Dr Jayaram.

Risk stratification
The clinical features of CRC are abdominal pain, altered bowel habits, 
hematochezia or melena, lethargy, anemia without other GI symptoms 
and weight loss. Commonly implicated risk factors for CRC include 
lifestyle factors (smoking, alcohol, obesity, lack of physical activity) and 
poor diet (dietary fat, lack of fibers and micronutrients).16,17

To stratify risk and correctly identify patients that should be screened, 
Datuk Dr Jayaram provided the following questions18:

● Is the patient age 45 years or older and asymptomatic?

● Is there a past history of CRC or an adenomatous polyp?

● Is there a history of inflammatory bowel disease that might 
predispose to CRC?

● Has a family member had CRC or an adenomatous polyp? If so, how 

many, was it a first degree relative (parent, sibling, or child), and at 
what age was it diagnosed?

Screening for CRC
The Malaysia NCR reported that the age-specific incidence rate of CRC 
increases after 45 years of age,15 highlighting the need to screen those 
who are in the average risk group i.e. asymptomatic individuals >45 years 
old with no risk factors for CRC other than age. 

Screening for CRC can be done via stool-based tests (detect early cancer) 
or colonoscopy (detects both adenomas and CRC). The stool-based test is 
applicable for screening in the primary care setting, where the preferred 
test is fecal immunochemical testing (FIT) which provides higher sensitivity 
for detecting advanced colorectal neoplasia than a standard guaiac-based 
stool test. It is also less likely to be influenced by food and medicines.19

Individuals with a positive stool test should be referred for colonoscopy 
to confirm the likelihood of CRC, while those testing negative should be 
screened annually.
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A global burden
T2D is a costly disease, both for the patient and the healthcare 
provider. This is due to the myriad of co-morbidities that 
are associated with diabetes.3 Healthcare expenditures 
due to diabetes accounted for 11% of the total healthcare 
expenditures in 2011.1 

An estimated 465 billion US dollars (USD) has been spent on the 
treatment of diabetes and for the prevention of complications. 
By 2030, this value is expected to exceed USD 595 billion. The 
International Diabetes Federation (IDF) found that three-quarters 
of the 2011 expenditures were for patients aged between 50 
and 79 years.1 The 4th edition of the IDF Atlas reported that 
in 2010, Malaysia spent between USD 600,408,000 to USD 
1,005,095,000 on diabetes. This value is estimated to hit USD 
1,073,139,000 to USD 1,828,693,000 by 2030.4

A bulk of the expenditures recorded by IDF is the monetary 
value associated with disability and loss of life due to 
T2D.4 The IDF advised that this cost could be reduced by 
implementation of inexpensive, easy-to-use interventions.1

Treatment recommendations
Treatment for diabetes involves many drugs. In order to 
provide proper and adequate treatment to patients, a 
treatment algorithm was created by IDF (Figure 1). This 
algorithm recommends the use of metformin (Met) as first-
line therapy unless there is evidence of renal impairment or 
other complications.5

Met is considered as a first-choice oral anti-diabetes drug 
(OAD). Studies have shown that it has favourable effects on 
weight, a low-risk of hypoglycaemia and low cost. However, 
there may be gastrointestinal intolerance and a need for 
renal monitoring.5 The UKPDS showed that Met resulted in 
a significantly greater risk reduction of any diabetes-related 
endpoint and all-cause mortality as compared to insulin 
treatment.6 There is evidence that shows that Met efficacy  
is dose-related. Benefits can be observed from as low as  
500 mg, with maximal effects observed at the upper limits of 
the recommended daily dosages.7 

In the event that Met is contraindicated for the patient, 
sulfonylureas (SUs) are an alternative. Additionally, SUs 
(which includes gliclazide, glibenclamide and glimepiride) 
can be used in leaner patients. This class of drugs is 

commonly used and is efficacious but can be associated 
with weight gain and an increased risk of hypoglycaemia. 
However, unlike other SUs, modified-release (MR) gliclazide 
is weight neutral and has a low risk of hypoglycaemia.8,9 Both 
the UKPDS10 and ADVANCE9 studies showed that treatment 
with SUs were able to improve long-term outcomes. 

If targets are not achieved with Met monotherapy, the IDF 
recommends the addition of an SU. Combination therapy 
of Met and SU decreases the HbA1C levels more than 
monotherapy. The combinations for second-line therapy can 
involve the use of OADs but the selection of drugs is usually 
driven by availability and cost. 

A cost-effective treatment 
Generic Met and SUs are available at a very low cost, whereas 
proprietary OADs are generally more expensive.5 In 2005, a 
study was done in Malaysia in collaboration with the WHO. It 
was reported that generic Met was priced around Malaysian 
Ringgit (MYR) 1.47 whereas branded Met was priced around 
MYR 3.80.11 Motola et al compared the various OADs and 
their cost and efficacy. Met treatment was found to result in 

Editorial development by MIMS Medical Education. The opinions expressed in this publication are not necessarily those of 
the editor, publisher or sponsor. Any liability or obligation for loss or damage howsoever arising is hereby disclaimed. ©2013 
MIMS. All rights reserved. No part of this publication may be reproduced by any process in any language without the 
written permission of the publisher. Enquiries: MIMS Medica Sdn Bhd (891450-U), Level 3A, Luther Centre, No. 6, Jalan 
Utara, 46200 Petaling Jaya, Selangor, Malaysia.    
Tel: (603) 7954 2910     Fax: (603) 7958 7853      E-mail: enquiry.my@mims.com     Web site: www.mims.com
MY-PHA-018

increased life expectancy while saving costs.12  This in turn, 
helps reduce the healthcare burden.

Conclusion
It is important to reduce the cost of diabetes. The IDF 
recommends the use of Met and SUs in treatment due to 
their proven efficacy and cost-effectiveness. Met is the first-
line in T2D treatment with a good efficacy and safety profile. 
When combined with SU for second-line treatment, there is a 
further improvement in efficacy. Prescription of generic Met 
and SUs will be able to help patients afford their treatment 
and thus, increase patient accessibility to treatment. This, in 
the long-term, will reduce T2D’s impact on healthcare cost.
References: 1. IDF. IDF Diabetes Atlas, 5th Ed. Brussels, Belgium: International Diabetes 
Federation 2011. 2. WHO. Diabetes Programme: Country and regional data on diabetes. 
WHO website. Available at: http://www.who.int/diabetes/facts/world_figures/en/index6.
html. 3. Ibrahim WN, et al. Mal J Pub Health Med 2010;10(2):68–71. 4. Zhang P, et al. 
Economic impact of diabetes, IDF Atlas, 4th Ed. Brussels, Belgium: International Diabetes 
Federation 2010. 5. IDF. IDF Guidelines 2012. International Diabetes Federation. 6. Holman 
RR, et al. NEJM 2008;359(19):1577–1589. 7. Garber AJ, et al. Am J  1997;103(6):491–497. 
8. Schernthaner G, et al. Eur J Clin Invest 2004;34(8):535–542. 9. ADVANCE Collaborative 
Group. NEJM 2008;358:2560–2572. 10. UKPDS Study Group. Lancet 1998;352(9178):837–853. 
11. Babar ZUD, et al. A Survey of Medicine Prices Availability, Affordability and Price 
Components in Malaysia Using the WHO/HAI Methodology. WHO Publication. 2005. 
12. Motola AA, et al. Ethnicity and Disease 2006;16:S2-79-84.

Figure 1: Treatment algorithm for patients with T2D5

Lifestyle measures
Then, at each step, if not to target (generally HbA1C < 7.0%)
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Diabetes Treatment Economics and the IDF Guidelines: 
The role of Metformin and Sulfonylureas
Type 2 diabetes (T2D) is one of the most common chronic non-communicable diseases globally. In 2011, there were 366 million 
people worldwide, or 8.3% of adults, estimated to have diabetes. It is estimated that by 2030, this number would have risen 
to 552 million people.1 In 2000, the WHO recorded that there were 942,000 Malaysians suffering from diabetes. It is estimated 
that this number will rise to 2,479,000 by 2030.2 
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Obesity is a chronic metabolic disorder that is rapidly 
changing the disease profile of the world. According 
to WHO statistics, overweight and obesity are the fifth 

leading risk of global death - at least 2.8 million adults die as 
a result of being overweight or obese annually.1

Malaysia is not spared from the clutches of obesity as well. 
Previously regarded as a disease of high-income countries, a 
2008 WHO report revealed that among ASEAN countries, 
Malaysia has the highest proportion of obese people i.e. 
14% which is almost double the rates seen in countries like 
Brunei, Singapore and Thailand.2

The energy balance equation is central to a person’s 
propensity to obesity. A balanced energy equation i.e. the 
same amount of energy intake equals to the same amount 
of energy expenditure produces stable weight over 
time. However, the interplay of various factors including 
environment, psychosocial, and genetics can disturb this 
energy balance equation; which in the case of obesity, is 
due to more energy (i.e. calories) 
consumed than energy expended. 

Green tea and metabolism
Green tea i.e. Camellia sinensis 
contains an array of phytochemicals 
of which 60-80% are made up by 
c a t e c h i n s .  E p i g a l l o c a t e c h i n -
3-gallate (EGCG) is the most 
abundant green tea catechin 
(GTC), representing 50-80% of 
the total catechin content. It is also 
considered to be the most bioactive 
component of green tea.3 

How GTC reduces body weight 
and fat  has been elucidated 
by Rains et al. GTC influences 
sympathetic nervous system (SNS) 
activity, thereby increasing energy 
expenditure and fat oxidation. 
Caffeine, naturally present in green 
tea, also influences SNS activity, 
and may act synergistically with 
GTC to increase energy expenditure 
and fat oxidation. Other potential 
mechanisms include modifications 
i n  a p p e t i t e ,  u p - r e g u l a t i o n  o f 
enzymes involved in hepatic fat 
oxidation, and decreased nutrient 
absorption.3

T h e  s t u d y  b y  D u l l o o  e t  a l 
demonstrated this when healthy 
subjects were randomly assigned to 
receive green tea extract (caffeine 
50 mg and EGCG 90 mg), caffeine 
(50 mg), or placebo, which they 
ingested at breakfast, lunch, and 
dinner. Relative to placebo, the 
green tea extract is associated with 
thermogenic properties4: 
● Increased 24-h energy expenditure 

by 4%, p<0.01).
● Decreased 24-h respiratory 

quotient from 0.88 to 0.85, p<0.001.
● Higher 24-h urinary norepinephrine 

excretion (40%, p<0.05).
In contrast, caffeine alone is not 
associated with any of such effects.4

Green tea and weight 
management
The success of green tea extract 
in weight management has been 
demonstrated in these studies. 
● In moderately obese individuals, 

green tea extract taken as two 
capsules twice daily (containing 
total daily dose of cathechins 375 
mg, of which 270 mg is EGCG) 
is associated with continuing 
reduction in body weight and 
waist circumference. At the end of 
this study, mean body weight was 
decreased by 4.60% and waist 
circumference by 4.48%.5

● Among sedentary and obese 
individuals on a regular diet which 
contained 65% carbohydrates, 
1 5 %  p r o t e i n ,  2 0 %  f a t  a n d 
providing calories of 8373 kJ/day, 
green tea extract 250 mg taken 
at breakfast, lunch and dinner 
resulted in progressive weight 
loss with differences of 2.70, 
5.10, and 3.3 kg during the  4 th,  8 th 
a n d  1 2 t h  w e e k  measurement, 
respectively.6 Body weight loss 
at  the 8 th and 12 th week were 

Role of EGCG in Hi Green Extract on metabolism  
and weight management 

significant in comparison to baseline (p<0.005).6

● Similar success is also seen in the study by Nagao et 
al, where individuals with visceral fat-type obesity who 
consumed green tea extracts amounting to daily dose of 
583 mg of catechins, experienced greater decreases in 
body weight, body mass index, body fat ratio, body fat 
mass, waist circumference, hip circumference, visceral 
fat area, and subcutaneous fat area. Additionally, 
cardiovascular risk factors such as systolic blood pressure 
and levels of low-density lipoprotein (LDL) cholesterol 
were also reduced to a greater extent in those who 
consumed green tea extract.7

References: 1. WHO. Obesity and overweight. Fact sheet No. 311, updated March 2013. 
Available at: www.who.int/mediacentre/factsheets/fs311/en/index.html Accessed on: 4 
September 2013. 2. WHO Global Health Observatory: Overweight and obesity. Available 
at: www.who.int/gho/ncd/risk_factors/overweight/en/index.html Accessed on: 4 September 
2013. 3. Rains TM, et al. J Nutr Biochem 2011;22:1–7. 4. Dulloo AG, et al. Am J Clin Nutr 
1999;70:1040–1045. 5. Chantre P, Lairon D. Phytomedicine 2002;9:3–8. 6. Auvichayapat 
P, et al. Physiol Behav 2008;93:486–491. 7. Nagao T, et al. Obesity (Silver Spring) 
2007;15:1473–1483.
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Alistair Hall
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University of Leeds, UK

Hypertension Management:
Do All Agents Improve Mortality?
At the National Heart Association of Malaysia’s Annual Scientific Meeting, Professor Alistair Hall, cardiologist from 
the University of Leeds, UK, was invited to speak on the management of hypertension. He stressed that the primary 
goal of blood pressure-lowering regimens should be to prevent mortality.

treatment (24% for ramipril compared with 23% for telmisartan).5  
Dry cough is the most common adverse effect associated with 

ACEIs. A review of 125 randomized controlled trials revealed a 
significantly higher rate of ACEI-associated cough reported in the 
trials than in the Physicians' Desk Reference (PDR) or drug label.12 
Benazepril, enalapril, trandolapril, quinapril, captopril, fosinopril and 
lisinopril had higher rates in the trials than in the PDR. Perindopril 
was the exception with significantly lower incidences of cough in 
the trials than reported in the PDR.12 

ACEI combination therapy with indapamide or 
amlodipine for better management  
Only half (53.1%) of patients with hypertension in the US had their 
BP under control.2 In other countries, the rates were much lower.13 
The goal of treating patients for hypertension should not only be to 

lower BP but also to prevent MI and stroke, as successful lowering 
of BP does not necessarily translate to lower rates of mortality.  
Using an ACEI such as perindopril (particularly in combination 
with indapamide or amlodipine), confers BP reductions as well as 
additional mortality benefits, therefore providing clinicians with an 
effective option to manage their patients with hypertension.

In summary
The primary goal of treatment for patients with hypertension 
is to reduce the long-term risk of CV mortality. The prevention 
of such risks through the use of ACEIs in combination with 
indapamide or amlodipine, will ultimately keep the patients 
alive for longer.

Figure 1: Improved mortality outcomes with ACEIs3

Figure 2: Significant mortality reductions with perindopril8

References:1. Ezzati et al. Lancet. 2002;360:1347-1360 2. Turnbull F et al. Lancet 2003;362:1527-1535 3. Strauss MH, Hall AS. Circulation 2006;114:838-854 4. Lacourcière Y et al. Hypertension 2004 ; 44 :576 5. The ONTARGET Investigators. N Engl J Med 2008; 358:1547-1559 
6. The Heart Outcomes Prevention Evaluation Study Investigators. N Engl J Med 2000; 342:145-153 7. Weber R, et al. Stroke 2012;43(9):2336-2342 8. Van Vark LC et al. Eur Heart J 2012; 33(16):2088-97 9. Cockcroft JR. Am J Cardiovasc Drugs 2007;7(5):303-317 10. Patel A et al. 
Lancet 2007;370(9590):829-840 11. Beckett NS. Evid Based Med 2008;13:136. doi:10.1136/ebm.13.5.136 12. Bangalore S et al. Am J Med 2010;123:1016-1030 13. Sharma AM et al. J Hypertens 2004;22(3):479-486
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Hypertension: A major risk factor for mortality

By 2030, hypertension will directly lead to 7 million deaths 
annually across the globe.1 A review of selected risk factors 
found that hypertension caused 12.7% of deaths in 2000, 

higher than deaths due to smoking (8.6%) and high cholesterol 
(7.9%).1 Although clinicians now have considerably more options 
to treat their patients who have cardiovascular (CV) disease, 
blood pressure (BP) is still poorly managed. Twenty nine different 
randomized trials on the effects of various BP-lowering regimens 
on major CV events, found that, lowering BP had an impact on 
stroke, but did not significantly reduce coronary disease and total 
mortality.2

ACEIs and ARBs: Are they effective in preventing 
mortality?
A meta-analysis of studies on the effects of angiotensin-converting-
enzyme inhibitors (ACEIs) and angiotensin II receptor blockers 
(ARBs) showed differences in myocardial infarction (MI) and CV 
death. The ACEIs reduced the incidence of total death, CV death, 
stroke and MI, while the ARBs only reduced stroke (Figure 1).3 Total 
mortality was not reduced by ARBs because these agents did not 
reduce MI incidence.3 

In one trial, PRISM (Prospective Randomized Investigation of the 
Safety and Efficacy of Micardis Versus Ramipril Using ABPM), an ARB 
(telmisartan) was more effective than an ACEI (ramipril) in reducing 
BP.4 Nevertheless, in the ONTARGET (ONgoing Telmisartan Alone 
and in combination with Ramipril Global Endpoint Trial), telmisartan 
and ramipril did not differ in their effects on vascular events despite 
previously reported differences in 24-hour BP control.5

In the HOPE (Heart Outcomes Prevention Evaluation) trial, 
ramipril lowered mortality more than placebo.6 In ONTARGET, death 
rates were the same for ramipril and telmisartan.5 However, in the 
PRoFESS (The Prevention Regimen For Effectively Avoiding Second 
Strokes) and TRANSCEND (Telmisartan Randomized AssessmeNt 
Study in ACE iNtolerant subjects with cardiovascular Disease) trials, 
telmisartan was no better than placebo with regards to mortality 
rates.7 

Similarly, a meta-analysis of randomized clinical trials of renin-
angiotensin-aldosterone system inhibitors which involved almost 
160,000 patients, found that, ARBs had no effect on all-cause 
mortality (Figure 2).8 For ACEIs, three trials, ASCOT-BPLA (Anglo-
Scandinavian Cardiac Outcomes Trial Blood Pressure Lowering Arm), 
ADVANCE (Action in Diabetes and VAscular disease: Coversyl Plus 
and DiamicroN MR Controlled Evaluation) and HYVET (HYpertension 
in the Very Elderly Trial) have demonstrated statistically significant 
reductions in mortality. Importantly, all three trials assessed a 
combination treatment including another ACEI, perindopril.9,10,11 

Patients with stable plaques, even if they have incidences of MI, 
have a reduced risk of mortality than those with fragile plaques. The 
stability of the fragile plaques can be enhanced through the use of 
statins or ACEIs.

ACEIs and ARBs: Are they equally well tolerated?
ACEIs have always been thought to be less well tolerated by patients 
than ARBs, but the results from ONTARGET showed that there is not 
much difference in the total number of patients who discontinued 
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Beta-blockers are considered one of the most important 
pharmacological innovations of the twentieth century, having 
revolutionised the management of angina pectoris. Thus, three 
generations of beta-blockers have already been developed for the 
treatment of angina and hypertension since the 1960s, differing mainly 
in their receptor selectivity and their ability to induce vasodilation.1 
Unlike their earlier counterparts, third-generation beta-blockers are 
generally associated with a greater decrease in blood pressure, less 
or no increase in plasma glucose and plasma lipids, and less or no 
decrease in nocturnal melatonin secretion.

Among the third-generation beta-blockers, nebivolol demonstrates 
antioxidant properties and is the only agent that works by increasing 
vascular NO availability as a consequence of stimulation of NO release 
(Figure 3). The NO-mediated endothelial effects have been found to 
prevent atherosclerosis, vascular smooth muscle proliferation, and 
platelet aggregation—all important contributors to the pathogenesis 
of myocardial infarction and other cardiovascular complications.2 
Combined with its powerful beta-1 adrenergic receptor antagonism, 
nebivolol exhibits excellent antihypertensive efficacy and better 
tolerability than the older beta-blockers.3

The primary indications for which nebivolol has been developed and 
studied include systemic hypertension, heart failure and coronary 
artery disease.4 In hypertensive patients, nebivolol has been shown to 
increase cardiac output and decrease peripheral vascular resistance 
with a mild bradycardic action.5 Its effects on haemodynamic 
parameters at rest and at peak exercise in hypertensive patients 
with diastolic dysfunction are similar to those of atenolol, although 
nebivolol is associated with a lower reduction in the cardiac index, a 
greater increase in the stroke volume index and a decline in the mean 
pulmonary artery pressure and pulmonary wedge pressure.6

Apart from offering greater convenience due to its once-daily oral 
dosing, nebivolol may provide more cardiovascular benefits than 
traditional agents, particularly in non-Caucasians and in patients with 
isolated systolic hypertension, diabetes, peripheral vascular disease, 
and obstructive respiratory comorbidities.
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Figure 3. Pharmacological and therapeutic profile of 
nebivolol

The role of nitric oxide and nebivolol in cardiovascular treatment
Professor Louis Ignarro
Department of Molecular and Medical Pharmacology
University of California, Los Angeles
USA

During the 44th Annual Convention of the Philippine Heart Association held at the EDSA Shangri-La Hotel in Manila, Nobel prize 
awardee Professor Louis Ignarro discussed the protective role of nitric oxide (NO) in the cardiovascular system, highlighting 
its contribution to the well-recognised benefits of the novel antihypertensive nebivolol. Dr Romeo Divinagracia 
further explained how unique features of nebivolol account for its improved efficacy and tolerability versus 
first- and second-generation beta-blockers.

Nitric Oxide and the Future of 
Cardiovascular Management
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Since the discovery of nitric oxide (NO) and cyclic guanosine 
monophosphate (cGMP) as vascular smooth muscle relaxants 
many years ago, a great deal of basic and clinical research has been 
conducted on the physiological and pathophysiological roles of NO in 
cardiovascular function.1 To date, NO is known to elicit a protective and 
beneficial action in many disease states such as essential hypertension, 
stroke, coronary artery disease, vascular complications of diabetes, 
impotence and other disorders involving the vascular system (Figure 1).1,2

Figure 1. Multiple systems affected by nitric oxide 
physiology1,2

CNS, central nervous system; NO, nitric oxide.

NO is a unique, gaseous, lipid-soluble molecule synthesised in 
mammalian cells that readily diffuses through cell membranes and 
acts as a neurotransmitter in specialised vascular beds.1 Previously 
recognised as the endothelium-derived relaxing factor (EDRF), NO is 
biosynthesised endogenously from L-arginine, oxygen and reduced 
nicotinamide adenine dinucleotide phosphate (NADPH) by various 
NO synthase (NOS) enzymes.

The NO pathway was found to be responsible for the vasodilating and 
antianginal effects of nitroglycerin more than a century after the drug 
was initially discovered.3 Being a free radical with a short half-life, NO 
reacts not only with oxygen, but also with iron and sulphur species and 
owes much of its biological activity to its unpaired electron, initiating 

a cascade of reactions that ultimately lead to vascular smooth muscle 
relaxation, improvement in blood flow and inhibition of blood clotting 
by interfering with platelet aggregation.

Non-pharmacological factors that normally increase endogenous 
synthesis of NO include aerobic exercise and a healthy diet, whereas 
eating fatty or salty meals and having a sedentary lifestyle produce 
the opposite effect. Aside from nitroglycerin, there are very few drugs 
available that utilise the NO system to manage hypertension, prevent 
endothelial dysfunction and atherosclerosis, reduce oxidative stress 
or inhibit vascular smooth muscle proliferation. Other potential uses 
may also include the treatment of memory disorders, irritable bowel 
syndrome, bladder incontinence and glaucoma.

Nebivolol is a unique and highly cardioselective beta-1-adrenergic 
receptor blocker that possesses additional vasodilator properties 
attributable to NO (Figure 2). It relaxes vascular smooth muscle 
primarily by endothelium-dependent mechanisms involving beta-
adrenergic receptors.4 Specifically, nebivolol appears to interact with 
the endothelial NO pathway in two complementary ways. It stimulates 
NOS activity and reduces the NO-scavenging radical superoxide 
anion, by redirecting deranged NOS activity from superoxide to NO 
production.5

Figure 2. Mechanism of action of nebivolol

NO, nitric oxide; NOS, nitric oxide synthase; ODC, ornithine decarboxylase.

In animal studies, nebivolol has also been found to inhibit aortic 
smooth muscle cell proliferation by inhibiting ornithine decarboxylase 
(ODC) and polyamine production.6 Furthermore, it exhibits a 
complementary antioxidant activity, through which the pathological 
reactive oxygen species (ROS)-induced depression of intracellular NO 
levels can be prevented.5

Nebivolol is a racemic combination of d-nebivolol and l-nebivolol 
that differs chemically from other beta-blockers, with an absolutely 
symmetrical configuration developing from a central nitrogen 
atom.7 Neither nebivolol nor its enantiomers show any intrinsic 
sympathomimetic activity or undesirable beta-blocker effects, such as 
a decrease in cardiac output.

Clinically, the efficacy and safety of nebivolol were demonstrated in 
the SENIORS study, a large trial involving patients with a history of 
hospital admission for heart failure within the previous year or known 
ejection fraction of 35% or below.8 In this study, 2,128 patients aged 70 
years or above were randomly assigned to receive nebivolol (titrated 
from 1.25 mg once daily to 10 mg once daily) or placebo.

After a mean follow-up of 21 months, the primary outcome, which was 
a composite of all-cause mortality or cardiovascular hospital admission 
(time to first event), occurred in 31.1% of patients on nebivolol 
compared with 35.3% of those on placebo (hazard ratio [HR] 0.86, 95% 
confidence interval [CI] 0.74-0.99; P=0.039). There was no significant 
influence of age, gender or ejection fraction on the effect of nebivolol 
on the primary outcome. Death from all causes occurred in 15.8% and 
18.1% on nebivolol and placebo, respectively (HR 0.88; 95% CI 0.71–
1.08; P=0.21).

With its distinctive dual action of endothelium-induced NO-mediated 
vasodilation leading to decreased total peripheral resistance with a 
concomitant lowering of blood pressure, coupled with its peculiar 
highly selective antagonism of beta-1 receptors, nebivolol is currently 
recommended for the treatment of essential hypertension and mild 
and moderate chronic heart failure, in addition to standard therapies. 
Good hypertension control has been shown to produce up to a 25% 
reduction in the risk of myocardial infarction, a 35% decrease in the risk 
of stroke and a 45% reduction in risk of heart failure.9-11
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Weight management strategies in 
primary care

Dr. Kevin Teh
Medical Director, Singapore Lipo, Body and Face,  
a subsidiary of the Singapore Medical Group, 
Singapore

Obesity and being overweight is defin-
itively linked to chronic diseases like 
cardiovascular disease and diabetes 

mellitus. It can shorten a patient’s life and 
adds a heavy disease burden on the country’s 
health system as a whole. 

Current trends 
While being underweight is not very com-

mon in modern society, being overweight is 
increasing in numbers. In 1992, the prevalence 
of obesity (defined by the WHO as BMI>30) in 
Singapore was 5.1 percent. In 2004, it was 6.9 
percent, and by 2010, incidence of obesity had 
risen to 10.8 percent. The numbers for simply 
being overweight (BMI > 25) has increased 
from 21.1 percent in 1992, to 25.6 percent in 
2004. Up to a third of Singaporeans could cur-
rently benefit from losing weight.

Role of primary care in weight management
Primary care physicians are vital in high-

lighting the negative effects of weight in a 

targeted and timely manner. Patients often ig-
nore their weight issues, as it is common to be 
overweight or even obese. 

Doctors should advocate patient awareness 
of the real danger of metabolic syndrome. 
After patients have passed the ‘pre-contem-
plation’ stage, doctors can give concrete tips, 
dietary and exercise advice and pharmaco-
logical assistance. As our patients continue on 
their journey, we can be the ones to motivate 
and stop them from giving up.

Identifying candidates for weight manage-
ment strategies

A patient who has either an aesthetic or 
physical trigger should engage in weight 
management strategies. Patient may realize 
that their clothes don’t fit anymore or people 
around them have started commented on their 
weight. They don’t feel good about themselves 
and are increasingly self-conscious. The other 
trigger is a life event such as having a mild 
ischemic cardiac event or a transient ischemic 
attack that makes the patient suddenly realize 
that they need to take action.

GPs should look out for patients with a 
BMI of over 27.5, especially those who have 
an inability to lose weight despite being on a 
treatment program. A motivated person can 
usually lose 5-10 percent of his or her body-
weight over 6-12 months. If they cannot do so, 
they should be assisted psychologically and 
pharmacologically. 

Those who have family risks of cardiovas-
cular or diabetes mellitus should be given 
prompt help to thwart early onset of disease. 
Doctors should ask the patient if they have 
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sleep apnea, osteoarthritis or a history of 
smoking and check for hypertension, hyper-
lipidemia and impaired glucose tolerance.

Doctors should evaluate for medical condi-
tions that contribute to weight gain like hy-
pothyroidism, polycystic ovarian syndrome, 
corticosteroid use and altered mental status 
(eg, depression, anxiety, neuroses). Weight 
gain can also be caused by secondary effects 
of medications such as insulin, risperidone, 
olanzepine, clozapine, valproate and gaba-
pentin. Occasionally, weight gain is due to an 
undetected pregnancy.

Treating weight problems
A multidisciplinary approach to weight 

management is important and should com-
bine dietary change, physical activity and be-
havioral modification. Dietary modification is 
the simplest and most important component 
of this in the initial phases of weight loss, but 
often the hardest to implement. 

A lowered caloric intake is the basis for 
weight loss and a sustained reduction of 
1,000 kcal per day could result in a reduc-
tion in bodyweight of 1kg per week. Sustain-
ing a lowered caloric intake is not very easy, 
however, even in the most motivated patient. 
Someone’s eating and sleeping habits must be 
analysed carefully for dietary modification to 
work. The best diet is the one that works for 
the individual patient. 

No matter what diet modification is work-
ing for your patients, always continue to 
guide them to enhance levels of fiber in their 
diet, as well as supplement vitamins and min-
erals for them. 

Pharmacological assistance with appe-
tite suppressants (such as phentermine) and 
high quality natural supplements are useful 
to augment the doctor’s armamentarium to 
combat obesity. 

Finally, for sustainable weight loss, ensure 
patients start on light to moderate exercise. 
Anything is fine. Just get them moving! Cur-
rent Singapore health guidelines recommend 
3 hours of physical activity per week. This 
can be broken up throughout the week. For 
example, a patient can engage in three exer-
cise sessions each week of 1 hour each. Find 
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something the patient enjoys and recommend 
they keep the intensity level light to moder-
ate. Advise patients that training hard is not 
smart when it comes to weight loss. 

Psychological tips and neurolinguistic pro-
grams may also be effective to ‘train the mind’ 
and to avoid triggers. Creating the right en-
vironment for weight loss at home is a social 
tool to make the weight loss sustainable. Pa-
tients can enlist their spouses and children to 
motivate them by eating and dieting togeth-
er and avoid situations that encourage un-
healthy eating habits.

Specialist referral
If patients have comorbidities that need 

specialist treatment (eg, hypothyroidism for 
investigation, ischemic heart disease), they 

should be co-managed with the appropri-
ate specialist. If they are morbidly obese 
(BMI>35) and have failed repeated attempts 
to control their diet and lifestyle, they may be 
candidates for bariatric surgery.

GP challenges to patient weight management
The main challenge is that weight man-

agement and behavior modification takes a 
lot of time and effort. This kind of time is of-
ten not available to a busy GP whose practice 
is not primarily related to weight manage-
ment. A GP may also need the help of nutri-
tionists, dieticians, exercise trainers (and so 
on) to truly have an ecosystem for success. A 
complete and holistic solution is the best for 
a patient, but is something not always read-
ily available.                                                      
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Proton pump inhibitors (PPIs) have been a standard treatment for acid reflux diseases 
since they first became available at the end of the 1980s. At a recent symposium 
sponsored by Takeda as part of the Asian Pacific Digestive Week 2013, recently held 
in Shanghai, China, experts discussed the strengths and limitations of existing PPI 
therapies and a new formulation that seeks to overcome limitations.

Overcoming the limitations of existing 
PPI therapies for acid reflux diseases

Acid-related disorders in Asia 
Gastroesophageal reflux disease (GERD), 

uncommon in the Asia-Pacific until a few de-
cades ago, now represents a sizable disease 
burden in the region with about 60 million 
people believed to be affected, said Professor 
K.L. Goh, University of Malaya, Kuala Lumpur, 
Malaysia.

Goh presented data from a longitudinal 
follow-up study on GERD symptoms showing 
an increase with time in the prevalence of as-
sociated erosive esophagitis (EE) in Singapore, 
Malaysia, Philippines and Taiwan. [J Gastroen-
terol Hepatol 2011;26 Suppl 1:2-10]

PPI therapy has been the mainstay of GERD 
treatment since its approval for clinical use in 
1989. It is one of the most widely prescribed 
drugs in the world today and is effective for 
healing EE and relief of GERD symptoms.

But there remain some unresolved issues 
with PPI therapy, said Goh. These include: per-
sisting breakthrough symptoms, particularly 
at night; inability to manage regurgitation; 
duration of action less than 24 hours, and the 
need to take it before food.

Goh presented findings from surveys, such 
as an American Gastroenterological Associa-
tion online survey involving 1,064 GERD pa-
tients receiving once-daily PPI for ≥3 months 

which sought to assess symptom control, use 
of additional OTC remedies, and physician-
patient dialogue about GERD. 

It found that while 70 percent of the pa-
tients were either “completely” or “very” sat-
isfied with their symptom relief with PPI, 
65 percent continued to experience break-
through symptoms at night. This has serious 
implications for patients in terms of sleep dis-
turbance and impairment of daytime work 
performance.
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Fifty-six percent of the GERD patients also 
used other OTC antacids and acid reducers, 
while 9 percent resorted to prescriptions for 
an additional PPI. The survey highlighted the 
lack of dialogue with of physician on symp-
tom relief, with 57 percent of physicians never 
asking the patients and 41 percent of patients 
never telling the physicians about inadequate 
symptom relief.

In Asia, the GERD in Asia Pacific Survey 
(GAPS) involving 450 patients in Korea, Tai-
wan, Indonesia, Philippines, Thailand and 
Hong Kong also found that 94 percent of 
PPI-treated patients had some breakthrough 
symptoms, 62 percent had experienced these 
symptoms at night, and 23 percent patients 
did not get a good night’s sleep. 

Patients are not fully satisfied with their cur-
rent PPI treatment. They are looking for a drug 
that can free them from pain for 24 hours, is 
safe for long-term use, and is able to provide 
fast relief and with easy dosing. Current PPIs 
are inadequate in those respects. As a result, 
61 percent of patients manage their GERD 
symptoms with multiple adjunctive regimens. 

In addressing unmet clinical needs, a new 
generation of PPI is needed that extends the 
duration of effect, provides flexible adminis-
tration, decreases the need for supplemental 
medication, and improves patients’ quality of 
life, concluded Goh.

PPIs for the treatment of acid-related 
disorders

The duration of a PPIs’ action is determined 
by its pharmacokinetic (PK) and pharmaco-
dynamic (PD) properties, explained Profes-
sor David C. Metz, Perelman School of Medi-
cine, University of Pennsylvania, Philadelphia, 
Pennsylvania, US. 

All PPIs have a similar PK profile with stud-
ies showing that only 6 to 25 percent of these 
drugs remain in the bloodstream 4 hours 
post-dose, and only about 1 to 5 percent of it 
8 hours later.

Metz presented data from a study which 
showed the superiority of the PPI pantopra-
zole 40mg over the H2-receptor antagonist 
(H2RA) ranitidine 300mg for gastric ulcer 
healing [J Gastroenterol 1995;30:111]. 

In patients with EE, symptom resolution at 
4 and 8 weeks was similar with all PPIs.

But there is still room for improvement, 
said Metz. Symptoms can persist or recur 
despite continued treatment, particularly at 
night. And healing rates are lower with PPIs 
in patients with moderate-to-severe grades 
of EE, while adherence to optimal dosing regi-
mens remains challenging. 

According to Metz, however, new genera-
tion PPIs have improved duration of activ-
ity with longer serum half-life (esomeprazole, 
dexlansoprazole) and delayed-release (dex-
lansoprazole).

Dexlansoprazole has an improved PK profile 
over lansoprazole and comes in a dual delayed-
release (DDR) formulation.  It releases active 
drug in two pH-dependent phases. Granule 1 
comprises 25 percent of total dose and is re-
leased at pH 5.5 within 2 hours of dosing. Gran-
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ule 2 comprises 75 percent of total dose and is 
released at pH 6.75 several hours after dosing. 
This DDR formulation results in a plasma con-
centration of PPI with two distinct peaks.

Therefore, said Metz, newer generation 
PPIs are associated with an improved PK pro-
file which may lead to improved PD and clini-
cal outcomes.

Myths and reality about PPI safety 
Professor Prateek Sharma, Division of Gas-

troenterology and Hepatology, University of 
Kansas School of Medicine, Kansas City, Mis-
souri, US, discussed reported associations for 
harm with PPI use which have received con-
siderable attention in the media. 

In particular, PPIs have been linked with 
a potential interaction with the antiplatelet 
agent clopidogrel, reduced bone mass den-
sity (BMD) and fractures, Clostridium difficile, 
and iron and magnesium deficiency.  

One hypothesis has been put forward that 
PPIs reduce the biological action of clopido-
grel through competitive metabolic effects of 
CYP2C19. 

Sharma presented data from a prospective 
double-blind, placebo-controlled random-
ized trial involving 105 patients taking aspirin 
and clopidogrel after undergoing percutane-
ous coronary intervention (PCI) which showed 
that omeprazole significantly decreased clop-
idogrel’s inhibitory effect on platelet P2Y12 as 
assessed by VASP phosphorylation test. 

“Aspirin-clopidogrel antiplatelet dual ther-
apy is widely prescribed worldwide, with PPIs 
frequently associated to prevent gastrointes-
tinal bleeding. The clinical impact of these re-
sults remains uncertain but merits further in-
vestigation,” the researchers concluded. [J Am 
Coll Cardiol 2008;51:256-260]

Another trial assessed the cardiac risk of 
taking concurrent PPIs and clopidogrel con-
cluded that the use of the two after hospi-
tal discharge following acute coronary syn-
drome was associated with an increased risk 
of adverse outcomes, when compared with 
the use of clopidogrel without a PPI. [JAMA 
2009;301:937-944] 

One study suggested that the potential of 
PPIs to attenuate the efficacy of clopidogrel 
could be minimized by the use of dexlanso-
prazole or lansoprazole rather than esome-
prazole or omeprazole. [J Am Coll Cardiol 
2012;59:1304-1311] 

Mixed evidence exists on PPI use and re-
duced BMD and fractures, Clostridium difficile 
syndrome, and iron and magnesium deficien-
cy. Therefore, as with any medical interven-
tion, clinical risk and benefit of PPI therapy 
should be evaluated on a case-by-case basis, 
concluded Sharma.

Future treatments
Potassium competitive acid blockers such 

as TAK-438 are a very promising novel class 
of acid inhibiting drugs that offer very potent 
acid inhibition, rapid onset of action and pro-
vide full effect from the first dose, said Profes-
sor Gerald Holtmann, director of Gastroen-
terology & Hepatology, Princess Alexandra 
Hospital, Queensland, Australia.

In a preclinical trial, TAK-438 showed 
more potent and longer lasting inhibitory 
action on gastric acid secretion than the 
PPI lansoprazole and a rapid onset of action  
due to the rapid achievement of peak plasma 
concentration. However, more clinical data 
are needed to establish the safety profile of 
and therapeutic gain from TAK-438 over cur-
rently established therapies, said Hotmann.   
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Impact of self-treated hypoglycemia 
in T2DM patients, physicians

The GAPP2 (Global Attitude of Patients 
and Physicians 2) survey was a large 
online project conducted in six coun-

tries (US, Canada, Japan, Germany, UK and 
Denmark) between January and March 2012, 
and supported by Novo Nordisk. [GAPP2 
(June 2012). Available at: www.novonordisk.
com/include/asp/exe_news_attachment.
asp?sAttachmentGUID=0c3e4848-c482-
4be2-9274-a36f0152fcb6 Accessed on: 22 
October]

The survey, an online self-complete ques-
tionnaire, was conducted among patients 
with type 2 diabetes mellitus (T2DM) diag-
nosed at ≥40 years and on insulin therapy (a 
90-item questionnaire), and healthcare pro-
fessionals (primary care practitioners [PCPs], 
specialists, and nurses) involved in the care 
of these patients (a 58-item questionnaire).                   

Key findings focused on the impact of self-
treated hypoglycemia in the following sub-
set of survey participants [Curr Med Res Opin 
2012;28(12):1947-58]: 
l	3,042 T2DM patients on basal (long-act-

ing) insulin analogs or basal-bolus insulin 
therapy.

l	1,222 physicians (PCPs and specialists). 

Is self-treated hypoglycemia common 
among T2DM patients on basal insulin 
analogs?
Despite the growing consensus amongst 
clinician respondents on the lower hypogly-
cemia risk of insulin analogs compared to 

NPH insulin, over one-third (36 percent) of 
patients reported experiencing self-treated 
hypoglycemia (a minor or non-severe hy-
poglycemia event not requiring medical as-
sistance) in the last 30 days, with 30 percent 
having a diurnal (daytime) event and 13 per-
cent a nocturnal event (during sleep). [Curr 
Med Res Opin 2012;28(12):1947-58] A greater 
percentage of patients on basal-bolus insulin 
regimen reported self-treated hypoglycemia 
compared with those on basal insulin analogs 
only (45 percent vs 25 percent, p<0.0001).

How does self-treated hypo affect blood 
glucose management in T2DM patients? 
Close to one-in-four patients (22 percent) ad-
mitted to the following three types of basal 
insulin dosing irregularities in response to a 
self-treated hypoglycemia event: missed (7 
percent), mistimed (defined as taking a dose 
±2 hours from the prescribed time) (4 per-
cent), and reduced (11 percent) doses. 

Notably, there was a statistically signifi-
cant association between reported dos-
ing irregularities and reported self-treated 
hypoglycemia events. [Curr Med Res Opin 
2012;28(12):1947-58] For instance, those 
who missed a basal insulin dose in the last 30 
days were significantly more likely to report 
self-treated hypoglycemia over the same pe-
riod of time compared to those who did not 
(41 percent vs 34 percent, p=0.004) (Figure 
1). [Brod M, et al. GAPP2. Poster presented 
at the American Diabetes Association (ADA). 
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June 2012.]
In addition, 40 percent of patients increased 

their blood glucose monitoring (BGM). How-
ever, two findings of greater clinical concern 
was the fact that 14 percent reported inten-
tionally keeping their blood glucose above 
the recommended level, and 16 percent in-
tentionally did not take their basal insulin 
as prescribed to reduce the risk of nocturnal 
events. [Curr Med Res Opin 2012;28(12):1947-
58] In other words, fear of hypoglycemia led 
patients to prioritize immediate avoidance 
of hypoglycemia (by intentional non-adher-
ent dosing behavior) over-achieving and/
or maintaining optimal glycemic control for 
prevention of long-term complications. [Pa-
tient Educ Couns 2007;68(1):10-5, Curr Med 
Res Opin 2012;28(12):1933-46]

How does self-treated hypoglycemia 
affect physician management of T2DM 
patients?
As mentioned, although a large proportion 
of the surveyed physician cohort agreed that 
insulin analogs were better at minimizing 
the risk of hypoglycemia events compared 
to NPH insulin, 56 percent reported starting 
patients on a lower insulin dose than recom-
mended because of the risk of hypoglycemia. 
On most occasions, physicians reported that 
they would advise patients who had several 
hypoglycemia episodes to increase their 
BGM (29 percent), reduce short-term (19 per-
cent), reduce long-term or split their basal in-
sulin dose (3 percent). The data support prior 
findings that physicians would treat patients 
more aggressively if they were not concerned 
about hypoglycemia, as they were aware that 
most of their patients had uncontrolled gly-

cemia. [Curr Med Res Opin 2012;28(12):1947-
58]

How does self-treated hypoglycemia af-
fect patient function and wellbeing?
As expected, minor hypoglycemia episodes 
characterized by symptoms such as sweat-
ing, weakness, trembling, difficulty concen-
trating and confusion have a substantial 
impact on patient functioning (ability to 
accomplish everyday tasks) and wellbeing. 
In particular, self-treated hypoglycemia was 
reported to negatively affect patients’ ability 
to focus and concentrate (40 percent), thus 
affecting work productivity (32 percent) and 
attendance (22 percent). Self-treated hypo-
glycemia also took a heavy toll on patients’ 
overall quality of life by negatively impacting 
their physical activity (36 percent) and ability 
to act spontaneously (31 percent) (Figure 2). 
[Curr Med Res Opin 2012;28(12):1947-58]

What are the characteristics of T2DM 
basal insulin analog users at higher risk 
of self-treated hypoglycemia?
A chi-squared automatic interaction detec-
tion (CHAID) analysis employed in this sur-

Figure 1: Higher probability of self-treated hypoglycemia reported in 
patients who missed basal insulin dose.
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vey revealed a primary association between 
higher levels of self-treated hypoglycemia 
and patient worry about these events. Based 
on the CHAID analysis, the profile of at-risk 
patients, who comprised 38.2 percent of the 
surveyed patient population and accounted 
for 65.8 percent of all reported hypoglyce-
mia events, included those who expressed 
worry about hypoglycemia, were on basal-
bolus insulin regimens, deliberately reduced 
basal insulin doses (regardless of regimen) or 
were dissatisfied with their insulin treatment 
(regardless of regimen). [Curr Med Res Opin 
2012;28(12):1947-58]

Conclusion: Key clinical implications
A considerable proportion of T2DM patients 
treated with basal insulin analogs only or 
basal-bolus insulin experienced self-treated 
hypoglycemia which had clinically detrimen-
tal consequences. Self-treated hypoglycemia 
and associated irregular basal insulin dos-
ing among patients ultimately resulted in 
deterioration in glycemic control (and ensu-
ing long-term complications) and reduced 
quality of life. Hence, there is a strong need 
for both PCPs and specialists to proactively 
educate insulin-treated T2DM patients, even 
those on basal insulin analogs only, on what 
exactly hypoglycemia is and how to deal 

with it appropriately. Finally, given the high-
er risk of self-treated hypoglycemia found 
in a particular subset of patients, physicians 
should identify these at-risk patients and 
take the necessary measures to minimize the 
frequency and negative impact of hypogly-
cemia events in these patients.                          

Figure 2: Negative impacts of self-treated hypoglycemia on patients’ 
functioning and well-being. 
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The realm of nutritional supplementation is fast catching up to mainstream medicine. 
As more is learnt of the role that nutrients play in preventing disease progression and 
genesis, it becomes more evident that supplementation is no longer optional nor is it 
the ‘expensive urine’ touted by the doctors of yore. Dr. Foo Chee Shean, a GP with a 
strong interest in primary prevention, believes that proper and adequate nutrition is 
the key to many of today’s degenerative diseases. Foo spoke to Medical Tribune about 
his experience and the research he has done on nutritional supplements to arrive at his 
conclusion.

Prevention of degenerative diseases 
possible through complementary 
nutritional supplementation

Degenerative diseases and causes

Medicine is tasked with prevention 
and cure of diseases, said Foo. How-
ever, he noted that medicine in its 

current state has been delegated to the role 
of treating diseases at the secondary (where 
disease has manifested itself ) and tertiary 
(prevention of disease complications) stages. 
As an example, doctors would treat someone 
suffering a heart attack with either a surgical 
procedure or pharmaceutical therapy. Addi-
tional medications such as antihypertensives, 
statins and aspirin are usually prescribed to 
prevent or delay the onset of another infarct. 
This does not address the root cause of dis-
ease, which means that it could manifest itself 
again at a later date.

Here, modern medicine has somehow 
managed to overlook the most important as-
pect of medicine – that of primary prevention. 
Through primary prevention, diseases such as 
heart disease, osteoporosis, macular degen-

eration and diabetes could be avoided or de-
layed. Not only will prevention help people to 
live healthier for longer, it would also translate 
into savings in terms of money spent on med-
ication and visits to the doctor. 

Foo pointed out that degenerative diseases 
do not develop overnight. Rather, the decline 
begins early in life and gradually builds up un-
til a person reaches 50 to 60 years of age and 
they manifest usually in the form of heart dis-
ease, arthritis or diabetes. One phenomenon 
observed by Foo, and echoed by many health-
care practitioners, is the declining age for the 
onset of degenerative diseases. Foo said: “We 
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now see patients with heart problems and hy-
pertension as early as the mid-30s to 40s.” This 
can be attributed to high stress levels, lack of 
physical activity, bad food choices and poor 
nutritional intake.  

In order to prevent degenerative diseases, 
Foo said it is important to ensure an individual 
receives optimum cellular nutrition in order 
to make up for daily deficiencies and to over-
come the oxidative stresses bombarding the 
body.

Sources of oxidative stress and aging 
Oxidative stress refers to the damage done 

by reactive oxygen species (ROS) to the body. 
ROS are formed by normal cellular metabo-
lism and by environmental and exogenous 
sources such as ultraviolet or heat exposure. 
ROS, such as superoxide and peroxides, are 
free radicals.  Free radicals are atoms or mol-
ecules that have a single unpaired electron on 
the outer shell. This makes the atom or mole-
cule unstable, requiring the assimilation of an 
electron from nearby atoms or molecules.  In 
the process this creates another free radical.  
This results in a chain reaction, which contin-
ues until it meets an antioxidant, which do-
nates an electron to the free radical without 
being transformed into one itself. The act of 
stealing electrons from random targets in the 
body is what constitutes free-radical damage 
and aging.  

Foo broached the topic of free radical the-
ory and its relationship to aging. The free radi-
cal theory of aging states that organisms age 
due to accumulation of free-radical damage 
over a period of time. Foo likens free radicals 
to hungry predators that damage cell mem-
bers – puncturing the wall; attacking protein 
molecules such as enzymes ;and, worst of all, 
damaging DNA. It is DNA damage that con-
tributes to mutation and triggers malignant 

changes that lead to cancer. 
According to Foo, a typical person intro-

duces more than 100 types of deleterious 
chemicals into his/her body daily. These come 
in the form of preservatives, flavoring, color-
ing and other additives. All these are part and 
parcel of the “convenience of modern living,” 
said Foo. Unfortunately, the very same chemi-
cals that go into processed foods also contrib-
ute to free-radical formation and oxidative 
stress in the body. 

Other contributors to the formation of ROS 
and oxidative stress include alcohol consump-
tion, cigarette smoking,  exposure to ultravio-
let rays, pollution, physical and mental stress, 
and even excessive exercise. With all the dam-
age and oxidative stress encountered on a 
daily basis, Foo said it is impossible for the 
body’s endogenous antioxidative mechanism 
to cope with the damage onslaught, hence 
the need for supplementation of antioxidants. 

Our foods are nutrient deficient
Foo also brought up the problem of industrial-
ized food production.  Many of the foods that 
we eat have been highly refined and stripped 
of important nutrients. Instead of eating fresh 
fruits and vegetables and whole grains that 
are packed with the nutrients we need, most 
of us are eating packaged convenience foods.  
As a result nearly none of us get even the RDA 
amount of vitamins and minerals we need.  In 
addition farmers employ a plethora of insec-
ticides and fungicides to maximize their yield 
and to keep the plants looking beautiful. Pes-
ticide residues are contributors to toxic and 
oxidative stress in the body as well. The same 
holds true for farmed animals – hormones, an-
tibiotics and other chemicals are used to speed 
up harvest time. All these molecules inevita-
bly end up in our bodies. With these in mind, 
it becomes evident that even as we eat, we 
are introducing toxic chemicals, whilst at the 
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same time getting less nutrition for the same 
amount of food.  Here again, the importance of 
supplementation crops up as the answer to the 
diminishing nutrients in our daily food intake 
and as an additional antioxidant buffer. 

Not all supplements are created equal
Of equal importance is the process by which 
supplements are manufactured. Vitamins, 
minerals, herbs and phytonutrients that are 
used to make supplements need to be pro-
duced under controlled manufacturing pro-
cesses to ensure they meet purity and poten-
cy requirements.  These materials then need 
to be blended and manufactured into tablets, 
capsules, soft gels and powders in facilities 
that also use controlled processes.  And they 
need to be tested after manufacture to ensure 
that they contain all of these ingredients in the 
right amounts and are free of contaminants.

Many of the supplements available today 
fail to follow these guidelines, and simple do 
not provide the nutrients listed on the label in 
the tablets inside the bottle. 

Having made the case for supplementa-
tion, Foo pointed out that it is equally impor-
tant to make a supplement wirth the proper 
balance and amount of nutrients. To Foo, the 
science that goes into the decision on which 
supplement to consume is a major consid-
eration and determinant. In his experience, 
the nutraceutical company known as Usana 
HealthSciences has some of the most com-
prehensive scientifically backed supplements 
in the market. Foo’s own research is backed by 
the Nutrisearch Comparative Guide to Nutri-
tional Supplements, a book which compares 
more than 1,600 supplements in US and Can-
ada. Here, Usana’s range of supplements con-

sistently comes out on top in terms of com-
pleteness, bio-availability, potency and safety. 

RDA no longer sufficient for today’s 
lifestyle
Foo cautioned that there is a need to make 
sure a person takes six servings of colorful 
fruits and vegetables on a daily basis. The 
colors are representative of the various an-
tioxidant compounds found in those fruits 
and vegetables. The role of nutritional sup-
plements is to provide the body with a wide 
spectrum of exogenous antioxidants. 

When asked about the frequently touted 
recommended daily allowance (RDA), Foo 
said the recommendations were formulated 
during the World War II era and only updated 
sporadically. While the recommendations are 
sufficient to prevent deficiency diseases from 
occurring, they are by no means sufficient by 
today’s standards. Foo advocates what he calls 
the optimum level of nutrition, which is many 
times higher than the RDA. As an example, 
Foo said the recommended RDA for vitamin 
E  intake is 15 IU a day. This figure is far below 
the 200 - 400 IU per day required for the pre-
vention of heart disease. With the accumula-
tion of evidence and a shift from prevention 
of deficiency towards optimal health , Foo 
said the current range of supplements such 
as enzymes, antioxidants and multinutrient 
supplements have found their way to doctors’ 
clinics, and for good reason, to complement 
curative medicine  A good supplementation 
regime is the missing link to the other pillars 
of optimal health (exercise, balanced diet and 
healthy lifestyle practice).  Exercise alone adds 
5 years of health to life, but the four pillars go 
many times beyond.                                               
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Despite ready availability of evidence-based 
guidelines, practitioners continue to face 
clinical and logistical difficulties in acute 
coronary syndrome (ACS) management. At an 
AstraZeneca-sponsored symposium during 
the recent European Society of Cardiology 
(ESC) Congress 2013 in Amsterdam, the Netherlands, a panel of international experts 
addressed issues regarding optimal antithrombotic therapy and clinical decision-
making in ACS management.

Quick bedside clinical decisions influence 
outcomes in ACS

Quality care in ACS
“Care for ACS is not ideal. Delays, missed 

opportunities, safety concerns, and poor 
long-term adherence to quality systems af-
fect the success of ACS management,” said 
Professor Eric Peterson of Duke University 
Medical Center, Durham, USA. 

 ‘Time is myocardium’
Increased delay between onset of symp-

toms and initiation of treatment is associ-
ated with increased mortality and myocar-
dial damage in ST-elevation MI (STEMI). “It is 
estimated that 1.6 patient lives per 1,000 are 
lost per hour delay in randomization,” com-
mented Peterson. The outcome in acute MI 
patients is best when thrombolytic thera-
py is induced within the first ‘golden’ hour, 
with an estimated benefit of 80 additional 
patients alive at 1 month per 1,000 treat-
ed compared with conventional therapy.  
[Lancet 1996;348:771-775]

Gaps in provision of evidence-based care 
Up to 25 percent of opportunities to pro-

vide guideline-recommended care were 
missed in current practice in non-ST elevation 
ACS (NSTE-ACS) patients who were treated at 
350 US hospitals. [JAMA 2006;295:1912-1920] 
“However, every 10 percent increase in guide-
line adherence resulted in a 10 percent de-
crease in mortality,” said Peterson. (Figure 1) 

DIDO time beyond 30 minutes increases 
mortality

Door-in to door-out (DIDO) time is defined 
as the duration of time from arrival to dis-
charge at the first or STEMI referral hospital. A 
recent study showed that in-hospital mortal-
ity due to longer reperfusion delays was sig-
nificantly higher among patients with DIDO 
times >30 vs ≤30 minutes (5.9 vs 2.7 percent; 
p<0.001). [JAMA 2011;305:2540-2547] 

 “ACS quality improvement initiatives can 
be highly successful in transforming care 

Prof. BuenoProf. de WinterProf. Peterson
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processes and improving patient outcomes. 
Adopting these initiatives leads to better, 
faster, and more consistent care,” concluded 
Peterson.

Evaluation of invasive strategies
“Invasive management is a part of an in-

tegrated approach in NSTE-ACS, involving a 
combination of medical management, risk 
stratification, and revascularization,” said Pro-
fessor Robbert de Winter of the Academic 
Medical Center, Amsterdam, the Netherlands. 

According to the ESC guideline’s decision-
making algorithm, STEMI patients should re-
ceive immediate reperfusion without waiting 
for cardiac marker results. Urgent coronary 
angiography (<2 hours) is recommended for 
high-risk patients (ie, refractory angina, with 
associated heart failure, life-threatening ven-
tricular arrhythmias, or hemodynamic insta-
bility). [Eur Heart J 2011;32:2999-3054] 

Early intervention based on risk stratifica-
tion provides a significant benefit in the pre-
vention of death, MI, or stroke in NSTE-ACS 
patients. [N Engl J Med 2009;360:2165-2175] In 
NSTE-ACS patients, routine use of an invasive 
strategy reduced the 5-year absolute and rela-
tive risks of cardiovascular death or MI by 3.2 
and 19 percent, respectively. The greatest ab-
solute risk reduction (risk difference, 11.1 per-
cent) was seen in highest-risk patients. (Figure 
2) [J Am Coll Cardiol 2010;55:2435-2445]

ECG: An indispensable tool
Resting 12-lead ECG is the first-line diag-

nostic tool in assessing patients with suspect-
ed NSTE-ACS. [Eur Heart J 2011;32:2999-3054] 
A recent study showed that >25 percent of 
ACS patients presenting with isolated ante-

rior ST-segment depression had an occlud-
ed artery at the time of angiography. These 
patients had larger infarcts and significantly 
worse clinical outcomes. However, <5 per-
cent of patients with ECG findings of an oc-
cluded artery were recognized by clinicians 
as having an occluded artery, and none had 
urgent angiography. [J Am Coll Cardiol Intv 
2010;3:806-811]

Up to 12 percent of STEMI cases are ini-
tially missed at the time of presentation in 
the emergency room. [J Am Coll Cardiol Intv 
2010;3:806-811] Sometimes an ECG pattern 
may present as NSTE-ACS and evolve to an 
STE-ACS pattern or vice-versa, and is mis-
interpreted by the clinician. [J Electrocardiol 
2012;45:463-475] “Improved methods need 
to be developed and training provided to al-
low identification of STE-ACS equivalent ECG 
patterns,” said de Winter. “When there is any 
doubt, an echocardiogram should readily be 
made, looking for wall motion abnormalities.”

Early vs delayed cath in NSTE-ACS
If a patient is to undergo coronary angio-

graphy, timing is the next issue.  The CRUSADE 
(Can Rapid Risk Stratification of Unstable An-
gina Patients Suppress Adverse Outcomes 
with Early Implementation of the ACC/AHA 
guidelines) study showed that a delay of 
nearly 24 hours in weekend vs weekday (46.3 
vs 23.4 hours; p<0.0001) presentations of pa-
tients with NSTEMI and unstable angina did 
not increase the incidence of adverse events. 
[Circulation 2005;112:3049-3057]

An early percutaneous coronary interven-
tion has not conclusively been shown to re-
duce mortality in patients with NSTE-ACS, 
and there are conflicting data from published 
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studies as to whether an immediate or early 
invasive approach is better than delayed 
catheterization within 72 hours. The evidence 
is inconclusive to draw a firm decision in fa-
vor of or against an early invasive approach 
in the NSTE-ACS population. [Ann Intern Med 
2013;158:261-270] A 5-year follow-up of pa-
tients with NSTE-ACS showed no association 
between a procedure-related MI and long-
term CV mortality. [Circulation 2012;125:568-
576]

Notwithstanding the superiority of inva-
sive coronary revascularization vs conserva-
tive medical treatment in high-risk NSTE-ACS 
patients, the optimal timing of evaluation is 
still unclear. [Ann Intern Med 2013;158:261-
270] 

“All NSTEMI patients should receive reper-
fusion as soon as practicable. Risk stratifica-
tion determines which patients who have 
been stabilized by medical therapy need to 
undergo early invasive evaluation,” reiter-
ated de Winter.

Antithrombotic therapy: Current real-
world practice

“There is room for improvement in the cur-
rent management of ACS patients globally,” 
said Professor Héctor Bueno of the Universi-
dad Complutense de Madrid, Spain. A large 
variation exists in the current patterns of use 
of antiplatelet and antithrombotic therapy in 
ACS. Lack of awareness and poor adherence to 
guidelines lead to suboptimal pharmacothera-
py in ACS. [Am Heart J 2003;146:999-1006]

EPICOR study
The EPICOR (Long-term Follow-up of An-

tithrombotic Management Patterns in Acute 

Coronary Syndrome Patients) study was de-
signed to describe the current global pat-
terns of physicians’ practices in the use of 
antithrombotic drugs (ATD). [Am Heart J 
2013;165:8-14] Patients (n=10,568) with non-
fatal ACS who survived to hospital discharge 
were enrolled from 555 hospitals across Eu-
rope and Latin America. 

Preliminary results showed that 246 and 
343 patients experienced at least one isch-
emic event and non-fatal in-hospital bleeds, 
respectively. “There was a significant associa-
tion between an increasing total number of 
ATD and the risk of total non-fatal in-hospital 
bleeding episodes. However, no significant 
association was found between the num-
ber of ATD and in-hospital ischemic events,”  
said Bueno. 

Eastern European and Latin American 
countries showed less aggressive patterns of 
antiplatelet therapy than Northern European 
and Southern European countries. Coronary 
angiography was employed much less fre-
quently in ACS patients first hospitalized in 
centers without catheterization facilities. [Eur 
Heart J 2012;33:311; Eur Heart J 2012;33:145]

Pre-hospital management 
A subanalysis of EPICOR revealed that 

among patients receiving pre-hospital care, 
90 percent had a pre-hospital ECG while less 
than half received drugs: 44 percent received 
aspirin, 18 percent received clopidogrel, and 
very few received prasugrel or abciximab. 

Pre-hospital management was more fre-
quent in STEMI than in NSTE-ACS. More STE-
MI patients had an ECG than NSTE-ACS pa-
tients (45 vs 36 percent). Pre-hospital aspirin 
and clopidogrel were given to only 48 per-
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cent and 26 percent of STEMI patients with 
a pre-hospital ECG, respectively, and to 27 
percent and 8 percent of NSTE-ACS patients.  
[Sinnaeve PR, ESC 2012, abstract P1871]

“From an international perspective, pre-

scription is still an issue for the use of ATD 
in ACS. Global studies need to be conducted 
to address the current situation with regard 
to patterns of long-term ATD use and their  
consequences,” concluded Bueno.            
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Figure 1. Association between hospital guideline adherence and mortality in NSTE-ACS.
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Figure 2. Meta-analysis: Benefit of routine invasive strategy in NSTE-ACS. 
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Choosing the optimal antiplatelet 
therapy for acute coronary 
syndrome (ACS) is a challenge. 
Evidence-based guidelines now 
recommend the use of ticagrelor 
(Brilinta®, AstraZeneca) in both 
ST-elevation MI (STEMI) and non-ST elevation ACS (NSTE-ACS). At an AstraZeneca-
sponsored symposium during the European Society of Cardiology (ESC) Congress 
2013 in Amsterdam, the Netherlands, experts discussed recent updates to ACS 
management.

Changing landscape of antiplatelet 
therapy in ACS 

Short-term vs long-term therapy in 
NSTE-ACS 

Definitive clinical evidence is still unavail-
able to establish the optimal duration of dual 
antiplatelet therapy (DAPT) with aspirin and a 
P2Y12-receptor inhibitor after percutaneous 
coronary intervention (PCI). A subgroup anal-
ysis of the EXCELLENT (Efficacy of Xience/Pro-
mus Versus Cypher to Reduce Late Loss After 
Stenting) trial showed that among diabetic 
ACS patients, rates of MI and target vessel re-
vascularization were significantly higher with 
6-month vs 12-month DAPT after implanta-
tion of drug-eluting stents (4.5 vs 1.1 percent; 
p=0.03 and 5.3 vs 1.9 percent; p=0.04, respec-
tively). [Circulation 2012;125:505-513] 

“For patients with NSTE-ACS, the major 
guidelines recommend maintaining DAPT 
irrespective of revascularization strategy 
in all patients for over 12 months, unless 

there are contraindications such as exces-
sive bleeding,” said Dr. Martine Gilard of the 
Brest University Hospital, Brest, France. [Eur 
Heart J 2011;32:2999-3054; J Am Coll Cardiol 
2012;60:645-681] “However, in patients who 
need oral anticoagulant therapy, clopidogrel 
is preferred in combination with aspirin and 
warfarin.”  

Continuing benefit of ticagrelor
The phase III PLATO (Platelet Inhibition and 

Patient Outcomes) trial compared the revers-
ible and direct-acting oral P2Y12-receptor 
antagonist ticagrelor with clopidogrel in ACS 
patients with or without ST elevation. [N Engl 
J Med 2009;361:1045-1057] Ticagrelor treat-
ment was associated with consistent benefits, 
with a relative risk reduction of 21 percent in 
cardiovascular (CV) death vs clopidogrel at 12 
months (4.0 vs 5.1 percent; p=0.001). This im-

Prof. ClemmensenDr. ValgimigliProf. DanchinDr. Gilard
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portant finding suggested that long-term ti-
cagrelor therapy should be continued in ACS 
rather than switching to alternative agents. 
[Circulation 2013;127:673-680]

“The results of larger ongoing trials will 
give more precise answers on the issue of 
optimal DAPT duration,” said Gilard. [Am 
Heart J 2010;160:1035-1041; Am Heart J 
2009;157:620-624; JACC Cardiovasc Interv 
2011;4:1129-1132]

Risk stratification in ACS: Room for 
improvement

ACS risk stratification plays a pivotal role 
in facilitating timely decisions on pharmaco-
logical management and coronary revascu-
larization strategies, tailored to the individual 
patient. [Eur Heart J 2011;32:2999-3054] 

‘The sicker patient paradox’
Analysis of a large cohort of non-ST-seg-

ment elevation MI (NSTEMI) patients from 
FAST-MI (French Registry of ACS) 2010 re-
vealed that, paradoxically, patients with the 
lowest risk were more likely to undergo an 
invasive investigation such as PCI and be 
treated with more aggressive pharmacologi-
cal therapies. “In ‘real-life’ clinical practice, the 
sicker patients are less well treated than low-
risk patients,” said Professor Nicolas Danchin 
of the Hôpital Européen Georges Pompidou, 
Paris, France.

In FAST-MI, only half of the patients in the 
highest quartile of the GRACE (Global Reg-
istry of Acute Cardiac Events) risk score (RS) 
had a PCI, compared to 75 percent in the first 
quartile of GRACE RS. Thus, an inverse rela-
tion existed between patient risk and rate of 
PCI and higher use of invasive strategy (IS). 

[JACC Cardiovasc Interv 2012;5:893-902] 
“Age is a major driver of RS. The GRACE 

RS performs better than age alone within a 
given age category [eg, ≥75 years]. It pro-
vides the most accurate risk stratification, 
and should be used routinely in clinical prac-
tice,” said Danchin. [Eur Heart J 2011;32:2999-
3054] 

“Our data confirm that anemia is an im-
portant predictor of short- and medium-
term mortality after ACS. Combining this 
variable with the GRACE RS can improve risk 
stratification in high-risk groups, and should 
be included for long-term prognostic evalu-
ation in these patients,” he said. [Next Docu-
ment Rev Port Cardiol 2012;31:279-285] 

“Prognostic factors such as diabetes and 
three-vessel disease should also be included 
in ACS risk stratification, in addition to the 
current risk factors,” he concluded.

ESC and ACCFAHA guidelines on oral 
antiplatelet therapy in ACS

Obvious differences e/xist in the ESC and 
American College of Cardiology Foundation/
American Heart Association (ACCF/AHA) 
guidelines with respect to recommendations 
for oral antiplatelet therapy in NSTEMI. [Eur 
Heart J 2011;32;2999-3054; J Am Coll Cardiol 
2012;60:645-681] “Compared to the flexible 
American guidelines, the ESC guidelines 
are more prescriptive and provide a stricter 
guide,” said Dr. Marco Valgimigli of the Uni-
versity of Ferrera, Ferrara, Italy.

Recommendations for P2Y12-receptor 
inhibitors

The ESC guidelines recommend the ad-
dition of a P2Y12-receptor inhibitor to aspi-
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rin as soon as possible, whereas the ACCF/
AHA guidelines are more flexible on when 
P2Y12-receptor inhibitors should be started 
in NSTEMI. Both guidelines declare superior-
ity of ticagrelor over clopidogrel. The ESC guide-
lines recommend ticagrelor for all patients at 
moderate-to-high risk of ischemic events, re-
gardless of initial treatment strategy (including 
those pretreated with clopidogrel). (Table) “The 
ACCF/AHA guidelines do not endorse any one 
P2Y12-receptor inhibitor over the other,” said 
Valgimigli. [Thromb Haemost 2013;110:5-10]

“The boundaries between STEMI and NSTE-
ACS are elusive,” remarked Valgimigli. The im-
mediate management is different for patients 
presenting with vs without ST-elevation. ST-
elevation is sometimes transitory, transforming 
the case, leading to a decision of reperfusion. 
[Eur Heart J 2007;28:2685-2692] For PCI, the ESC 
guidelines now recommend ticagrelor with no 
restrictions in STEMI patients, and prasugrel is 
recommended only for clopidogrel-naïve pa-
tients with no prior history of stroke or transient 
ischemic attack and aged <75 years. In contrast, 
the ACCF/AHA guidelines recommend clopi-
dogrel, prasugrel and ticagrelor with the same 
classification. [Eur Heart J 2012;33:2569-2619; J 
Am Coll Cardiol 2013;61:e179-347]

“Implementation of a uniform treatment 
strategy in ACS minimizes the risk of not prop-
erly and quickly recognizing the type of ACS. It 
also allows for the coexistence of multiple treat-
ment approaches that may be necessary down 
the road,” he concluded.

Evaluating the evolving evidence in 
NSTEMI

“Clinicians treating NSTEMI patients need to 
make prompt decisions on medical stabiliza-

tion, IS, and medical management,” said Profes-
sor Peter Clemmensen of the University of Co-
penhagen, Copenhagen, Denmark.

Despite emphasis on the use of IS for pa-
tients with NSTE-ACS in guidelines, data from 
global registries indicate that 27-56 percent 
and up to 78 percent of NSTE-ACS patients do 
not undergo diagnostic angiography and re-
vascularization, respectively, during the initial 
hospitalization. Further, high-risk non-invasively 
managed patients are treated less aggressively 
with evidence-based medications. [Am Heart J 
2008;155:397-407]

Ticagrelor: A better choice
A substudy of PLATO showed that ticagre-

lor was more effective than clopidogrel in 
preventing events in ACS patients for whom 
an early IS was planned. The primary end-
point of CV death, MI and stroke occurred in 
fewer patients receiving ticagrelor vs clopido-
grel (9.0 vs 10.7 percent; p=0·0025). [Lancet 
2010;375:283-293] In patients with an entry 
diagnosis of NSTE-ACS, ticagrelor reduced the 
primary endpoint (p=0.029) without a differ-
ence in overall major bleeding. (Figure) [J Am 
Coll Cardiol 2013;61:E1]

The TRILOGY ACS (Targeted Platelet In-
hibition to Clarify the Optimal Strategy to 
Medically Manage ACS) study showed that 
in medically managed patients with un-
stable angina or NSTEMI, prasugrel did not 
reduce the frequency of CV death, MI or 
stroke, but in this long-term study, nor did 
it increase the risk of bleeding compared to 
clopidogrel. [N Engl J Med 2012;367:1297-
1309] In the ACCOAST (Comparison of Pra-
sugrel at the Time of PCI or as Pretreatment 
at the Time of Diagnosis in Patients with 
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NSTEMI) study, prasugrel pretreatment did 
not lower the rate of major ischemic events 
in patients scheduled to undergo catheter-
ization within 48 hours after admission. 
[N Engl J Med 2013;369:999-1010] “During 
pretreatment before invasive evaluation in 
NSTEMI, prasugrel increased bleeding risk,” 
commented Clemmensen. 

Initial medical management
“The initial medical management of NSTEMI 

patients should include aspirin and ticagre-
lor as the preferred antiplatelet agents and 
fondaparinux [a low molecular weight heparin] 
or bivalirudin as the preferred anticoagulant,  
regardless of the subsequent treatment strat-
egy,” he concluded.                                                         

Table. ESC recommendations on P2Y12-receptor inhibitors
Recommendations Class Level

A P2Y12 inhibitor should be added to aspirin as soon as possible and maintained over 12 
months, unless there are contraindications such as excessive risk of bleeding.

I A

Prolonged or permanent withdrawal of P2Y12 inhibitors within 12 months after the 
index event is discouraged unless clinically indicated.

I C

Ticagrelor (180 mg loading dose, 90 mg twice daily) is recommended for all patients at 
moderate-to-high risk of ischemic events (eg, elevated troponins), regardless of initial 
treatment strategy and including those pretreated with clopidogrel (which should be 
discontinued when ticagrelor is commenced).

I B

Prasugrel (60 mg loading dose, 10 mg daily dose) is recommended for P2Y12 inhibitor-
naïve patients (especially diabetics) in whom coronary anatomy is known and who 
are proceeding to PCI unless there is a high risk of life-threatening bleeding or other 
contraindications.

I B

Clopidogrel (300 mg loading dose, 75 mg daily dose) is recommended for patients who 
cannot receive ticagrelor or prasugrel.

I A

PCI = percutaneous coronary intervention Adapted from Euro Heart J 2011;32:2999-3054.
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Newer technologies, materials improve 
QoL, reduce revision surgery for TKA

The advent of new technologies and 
improvements in material science 
translates into better quality of life for 

patients who need to undergo knee replace-
ment surgery, says a specialist. 

Speaking to Medical Tribune, Dr. Lee Chee 
Kuan, a consultant orthopedic surgeon, said 
patients should not delay surgery to replace 
their damaged knees. While it was common 
practice to delay knee replacement surgery 
many decades ago, this no longer holds true. 

The key consideration here is quality of 
life (QoL). In order to experience good QoL, 
patients should not wait until their pain is un-
bearable before seeking treatment. Lee said: 
“If we live to be a 100, we want to have a good 
quality of life instead of suffering from various 
types of pain or discomfort.”

A clear indication to seek help is when knee 
pain becomes the limiting factor in daily ac-
tivities such as walking, or when there is pain 
even at rest. 

“Nowadays, the aim of [knee] replacement 
surgery is to reduce/remove pain and to gain 
mobility,” said Lee. Should either one of these 
aims not be achieved, the surgery is consid-
ered a failure.

Avoid delaying surgery
“Do not wait until you cannot walk or are 
wheelchair-bound before opting surgery.” He 
said the best time to undergo knee replace-
ment procedures would be when patients are 
in their 60s, when they can continue to lead 
active lives. Lee said it is important to note 
that surgery is also only indicated when non-
surgical options have been exhausted. 

Delaying surgery is also unwise because as 
a person ages,  comorbidites also add up. In 
some cases, by the time a patient is mentally 
ready to receive a new knee, comorbidites 
such as heart and lung disease preclude the 
possibility of surgery. 

While traditional cobalt chrome implants 
can last around 15 years, Lee said the newer 
implants, such as those made from oxidized 
zirconium and ceramics (Oxynium®, Smith 
& Nephew), have been tested to simulate 30 
years of wear and tear, and still continue to 
function optimally. 

Furthermore, traditional cobalt chrome im-
plants have a small amount of nickel mixed 
in during the manufacturing process. A small 
percentage of the human population (about 
5 to 8 percent) is allergic to nickel. In patients 
who are allergic to nickel, the use of cobalt 
chrome implant would be precluded. In such 
cases, a zirconium and ceramic implant would 
be a suitable alternative. The oldest knee im-
plant utilizing zirconium oxide is already 25 
years and still intact, Lee said. 

Lee also alluded to the increase in patients 

Dr. Lee Chee Kuan
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from the younger age group experiencing 
osteoarthritis of the knee due to engaging in 
physically demanding sports in their youth. 
It’s no longer uncommon to see patients in 
their late 40s to early 50s. In these patients, if 
a knee replacement is indicated, utilizing co-
balt chrome implants would necessitate revi-
sion surgery in their early 60s, which is highly 
undesirable. Again, an implant which is highly 
resistant to wear will reduce the necessity and 
probably of a revision within the lifespan of 

the patient.  
While revision rates are unavailable for 

Malaysia, registries in other countries put the 
rate at between 5 and 10 percent. Whenever 
possible a revision should be avoided, as pa-
tients who need revision are usually quite 
advanced in age and may not be able to take 
the stress of the procedure. Furthermore, in 
cases where revision is necessitated by a frac-
ture, the surgery can become complicated,  
said Lee.                                                                       
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MALAYSIA EVENTS

2014

JANUARY

11th Malaysian Society of Hypertension Annual 
Scientific Meeting 2014
17/1 to 19/1; Kuala Lumpur
Info : Secretariat 
Email : msh2014asm@gmail.com
www.msh.my

MMA GP Seminar and Scientific Meeting 2014
18/01; Kuala Lumpur
Info : Ms Muthu/Ms Nadia
Tel : (03) 4041 1375
Fax : (03) 4041 8187

MARCH

Coloproctology
6/3 to 9/3; Kuala Lumpur
Info : Secretariat 
Tel : (03) 4023 4700 /
  (03) 4025 4700 /
  (03) 4025 3700
Fax : (03) 4023 8100
Email : secretariat@colorectalmy.org
www.colorectalmy.org

3rd Penang Conference on Clinical Emergencies 
organized by MMA Penang Branch
6/3 to 9/3 2014; Penang
Info : Secretariat (Mr. SP Palaniappan)
Tel : (04) 2229 188
Fax : (04) 2229 188 /
  (04) 2262 994
Email : emergenmed@gmail.com
www.mma.org.my/MediaandEvents/EventsMarch2014/
tabid/440/Default.aspx

9th International Medical Education Conference 
(IMEC-2014)
11/3 to 13/3; Kuala Lumpur
Tel : (03) 2731 7358 / 2731 7331
Fax : (03) 8656 7299
Email : imec@imu.edu.my
www.imu.edu.my/imec/

MAY

2014 WONCA Asia
21/5 to 24/5; Kuching; Sarawak
Tel : (03) 2162 0566
Fax : (03) 2161 6560
Email : wonca2014@console.com.my
www.wonca2014kuching.com.my

JUNE

20th ASEAN Federation of Cardiology Congress 
2014
12/6 to 15/6; Kuala Lumpur
Info : Secretariat
Tel : (03) 7955 6608
Fax : (03) 7956 6608
www.nham-conference.com/?event=3&cmd=home

ANNOUNCEMENT

Workshop 2013: Diabetes Prevention and  
Management

29/11 to 30/11; Subang USJ

Info : Ms. Parameas

Tel : (03) 79574062 / 63

Fax : (03) 79604514

Email : pdm@diabetes.org.my

www.diabetes.org.my
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30th Annual Congress of the Malaysian Society 
of Nephrology
20/6 to 22/6; Kuala Lumpur
Info : Secretariat
Tel : (03) 4022 5882
Fax : (03) 4022 6882
Email : msn@msn.org.my
www.msn.org.my

NOVEMBER
2014 IASCC Asia Pacific Lung Cancer Conference 
(APLCC)
6/11 to 8/11; Kuala Lumpur
Info : Secretariat
Tel : (03) 6241 3850
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INTERNATIONAL EVENTS

2014
JANUARY

International Science Symposium on HIV & 
Infectious Diseases 
30/1 to 01/02; Chennai, India
Info : Secretariat
Email : HIVSymposium@yrgcare.org 
hivscience.yrgcare.org

FEBRUARY

10th Asia Pacific Congress of Hypertension
12/2 to 15/2; Cebu City, Philippines
Email : apch2014@kenes.com
www.apch2014.com

3rd Global Congress for Consensus in Pediatrics 
& Child Health
13/2 to 16/2; Bangkok, Thailand
Email : cip@cipediatrics.org
www.cipediatrics.org

19th World Congress on Controversies in 
Obstetrics, Gynecology & Infertility
20/2 to 23/2; Macau, China
Email : cogi@congressmed.com
www.congressmed.com/cogimacau

MARCH

16th World Congress of Gynaecological 
Endocrinology
1/3 to 4/3; Florence, Italy
Info : Secretariat
isge2014.isgesociety.com

5th Congress of Asia-Pacific Pediatric Cardiology 
Society
6/3 to 9/3; New Delhi, India
Email : appcs2014@gmail.com
www.appcs2014.org

Asian Pacific Association for the Study of the 
Liver
12/3 to 15/3; Brisbane, Australia
Email : gesa@gesa.org.au
www.apasl2014.com

Royal College of Gynaecologists World Congress
28/3 to 30/3; Hyderabad, India
Email : info@rcog2014.com
www.rcog2014.com

63rd Annual Scientific Session & Expo of the 
American College of Cardiology 
29/3 to 31/3; Washington D.C., US
Email : resource@acc.org
http://accscientificsession.cardiosource.org/ACC.aspx

16th Asia Pacific League of Associations Against 
Rheumatism
31/3 to 5/4; Cebu, Philippines
Email : aplar2014@kenes.com
http://aplarcongress.org/

APRIL

21st Regional Conference of Dermatology  
(Asian-Australasian) incorporating the 6th Annual 
Meeting of the Asian Academy of Dermatology 
and Venerealogy
9/4 to 12/4; Danang, Vietnam
Info : Secretariat
Email : secretariat@asianderm.org
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Academy of Medicine, Singapore 

81 Kim Keat Road, #11-00 NKF Centre
Singapore 328836 

DID: (65) 6593 7868
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