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Assisted reproductive therapy a possible 
minefield in Malaysia

Pank Jit Sin

The current state of assisted reproduc-
tive therapy (ART) in Malaysia is akin 
to a no-man’s land, according to a spe-

cialist. 
Speaking at the National Ethics Seminar, 

Professor Zainul Rashid Md Razi, a consul-
tant obstetrician and gynecologist at Uni-
versiti Kebangsaan Malaysia, said there are 
currently no governing bodies in charge of 
overseeing the field of ART. 

Providing examples of how things have 
gone wrong in other countries, Zainul said it is 
time for rules and regulations to be put in place 
before potential ethical problems crop up.

In order to ensure that no untoward inci-
dences occur following fertility treatment to 
patients, their future babies and the staff in-
volved in ART, Zainul said it is imperative to 
have strict regulations and guidelines, a code 
of practice and a code of ethics for clinicians.  

“ART is not a walk in the park. Many com-
plications can crop up along the way and 
these can lead to many unethical practices.” 
Unethical practices would include using ART 
for monetary or personal gain, or to add to the 
achievement of clinicians’ centers of practice. 

Malaysia has been pondering an ART Act 
since 1998, said Zainul, without any concrete 
progress being made. A finalized ART Act 
should encompass guidelines such as:
• Who can go for treatment
• Who can perform such treatment
• Where ART should be performed
• The security of the gametes and embryos
• Number of embryos to be transferred at 

each implantation
• Duration of gamete or embryo freezing
• Proper reporting of results (to prevent ma-

nipulation of success rates, etc.)

Referring to the example of a 70-year-old 
woman in India who gave birth to her first 
child through ART and who died a few years 
later, Zainul questioned the ethical soundness 
of the decision of the doctor who carried out 
the procedure. He said although it is every 

‘‘ ART is not a walk in the park. 
Many complications can crop up 

along the way and these can lead to 
many unethical practices

If regulations are not quickly put into place, ART could eas-
ily get into hot soup in Malaysia.
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woman’s right to have a child of her own, the 
rights and the welfare of the children born to 
elderly women should also be taken into con-
sideration. 

Malaysian ART centers maintain high 
standards

In Malaysia, fertility clinics require that 
the fertility clinician be an accredited special-
ist trained in a reputable center for at least 1 
year and with hands-on practice. The special-
ist is also required to be registered with the 
National Specialist Register, with infertility as 
a subspecialty. 

Furthermore, the clinical director of a fer-
tility center must be a clinician who has been 
accredited by the National Specialist Regis-
try. He or she should also have a minimum 
2 years experience in dealing with infertility 
cases. 

The requirement doesn’t stop there – any 
embryologist hired to work in a fertility clinic 
has to have a bachelor’s degree in science. In 
addition, the embryologist must have prior 
hands-on experience in at least 50 cycles of in 

vitro fertilization (IVF) and be registered with 
the National Embryologist Register. 

More stringent requirements are needed of 
the scientific director of a fertility center. The 
person must be an embryologist and have 
performed at least 100 IVF cycles. 

Furthermore, the physical structure of the 
fertility laboratory must have the minimal re-
quirement of an ART laboratory, an ART op-
erating theater, clinic, andrology laboratory 
and a specific area for the storage of records. 

Zainul said new IVF centers must conform 
to the requirements set by the Ministry of 
Health and the Department of Standards Ma-
laysia, which will confer accreditation only 
after they inspect the centers.  

‘‘ ...although it is every woman’s 
right to have a child of her own, the 

rights and the welfare of the chil-
dren born to elderly women should 

also be taken into consideration
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Restructuring healthcare costs using 
casemix
Excerpted from the keynote address by the director of the United Nations University International 
Institute for Global Health (UNU-IIGH), Tan Sri Dato’ Dr. Mohamed Salleh Mohamed Yasin,  
at the 6th International Casemix Conference 2012, Kuala Lumpur, 6 June.

The health services  
rendered for vulnerable 

members of society have been 
provided free of charge

‘‘

In the past decade, governments, payers 
for healthcare and employers in many 
countries have realized that they may no 

longer be able to pay for escalating healthcare 
bills. The  MOH has allocated RM15 billion 
for the operation of all its programs to en-
hance quality services and efficiency in the 
healthcare system. Even with the increase of 
its annual budget for health, the government 
cannot sustain this increase over the long term 
unless an appropriate national healthcare fi-
nancing mechanism is instituted.

In Malaysia, health services are highly sub-
sidized by the government at minimum to no 
cost for primary, secondary and tertiary gov-
ernment healthcare facilities. This has ensured 
a safety net for the needy. The health services 
rendered for vulnerable members of society 
have been provided free of charge.  A study 
done in 2006 by the MOH on the Malaysian 
National Health Account estimated that Ma-
laysians spend about 3.5 percent of gross do-
mestic product (GDP) on health, of which 61 
percent comes from the government.

The government is aware of the various 
challenges faced by the local health sector. 
Demographic shifts, changing disease pat-
terns, improved lifestyle and socioeconomic 
status have led to rising client demand and 
expectations for the best and latest treatment.

With the improvement in treatment mo-
dalities and rapid demographic transition, 
the government will not be able to afford a 
publicly funded healthcare system for much 
longer. However, every individual needs to 

be protected from financial risks against ill-
health.  

In line with the policy objectives of the 
WHO, the government recognizes the need to 
develop and design a more efficient and eq-
uitable health financing mechanism. Hence, 
policymakers and experts in healthcare fi-
nancing have been looking at various options 
of healthcare financing which, while building 
on the successes of the present system, will 
further enhance quality, accessibility, afford-
ability and equity, and address the present 
lack of integration between public and private 
healthcare sectors. 

One of the fundamental issues of health-
care financing is the healthcare provider pay-
ment mechanism, or how healthcare provid-
ers will be reimbursed for their services.

Almost 60 to 70 percent of healthcare ex-
penditure in most countries goes to hospital 
reimbursement. This enormous expenditure 
is the government’s investment for the popu-
lation’s health and well-being. The communi-
ties and users of the health service demand 
and expect that hospitals produce high qual-
ity and efficient services. This, however, can-
not be achieved if there is no effective mecha-
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Casemix not only identifies diseases  
from the doctor’s diagnosis, but also classifies 

diseases according to severity

‘‘

nism to fairly allocate the limited resources 
available to hospitals and reliably monitor 
their performance.

The casemix system, which is a hospital-
based system, seems to be one of the best 
methods available for this purpose. It is a 
system for patient classification used to mea-
sure hospital outcome. This system combines 
types of disease treated in a hospital with cost 
and outcome of treatment given to patients. 
Increasingly, it is being used for output mea-
surement, resource allocating such as fund-
ing, payment and charging methods, qual-
ity improvement, comparative analyses and 
monitoring of trends over time.

Casemix not only identifies diseases from 
the doctor’s diagnosis, but also classifies dis-
eases according to severity. Information on 
the severity of the illness is important to en-
sure that delivery of more specific and inten-
sive care is given to appropriate patients to 
ensure effective outcomes. This information 
is also important to hospital administrators 
to allow them to plan and maximize the uti-
lization of manpower and resources for the 
benefit of patients. Casemix also classifies 
disease treated in a hospital according to the 
amount of resources needed by each patient. 
It is, therefore, a useful management tool to 
group patients in clinically meaningful cate-
gories with homogenous resource consump-
tion.

By adopting casemix, the government and 

other healthcare funders will have a structure 
of disease conditions on which they can assign 
cost weightings and determine how much 
funding a hospital would need to treat each 
disease type. Each hospital can bid for funds 
according to the cost of treatment, allowing 
hospitals to be more appropriately funded in 
the future. The traditional system of funding 
is based on the number of beds and the previ-
ous year’s budget, both of which fail to con-
sider the types of diseases treated and their 
severity. With the application of casemix, fi-
nanciers and policymakers can compare re-
sources needed to deliver healthcare services 
in their hospitals.

With this system, hospitals will have to op-
timize their resources by adapting standard 
treatment processes spelt out in clinical prac-
tice guidelines and pathways based on best 
practices. Responsibilities of each member 
of the team are identified and planned right 
from the beginning, enhancing communica-
tion among healthcare professionals. Patients 
will then receive the best and most effective 
treatment according to their severity. With 
this system, the outcome of patient care will 
also be monitored over time to ensure that it 
meets specified quality targets.

The UNU-IIGH, in collaboration with the 
International Training for Casemix and Clini-
cal Coding, has developed, designed and en-
hanced the casemix grouper that will address 
these needs.  
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Closing in on Alzheimer’s blood test    

US researchers have taken a leap for-
ward in developing a blood test for 
Alzheimer’s disease (AD) after their 

study identified a group of biomarkers. 
The study, published in the August 28 

issue of Neurology, has made headway in a 
field that previous research leads have been 
hard to duplicate. 

Researchers at the Emory University 
School of Medicine in collaboration with 
the University of Pennsylvania and Wash-
ington University measured the level of 190 
different proteins present in the blood of 
600 participants, including healthy volun-
teers and those with AD or mild cognitive 
impairment (MCI). 

It was found that 17 of the 190 protein lev-

els differed in people with 
MCI or AD. When these 
markers were compared to 
data from a cohort of 566 
people who participated in 
the multicenter AD Neu-
roimaging Initiative, only 
four markers remained: 
apolipoprotein E, B-type 

natriuteric peptide, C-reactive protein and 
pancreatic polypeptide. 

“The specificity of this panel still needs to 
be determined, since only a small number 
of patients with non-AD dementias were 
included,” said Dr. William Hu, assistant 
professor of neurology at Emory University 
School of Medicine.      

Secondhand smoke impairs cough reflex    

Exposure to secondhand smoke reduc-
es sensitivity to cough-eliciting respi-
ratory irritants in otherwise healthy 

children and adolescents, says a group of 
researchers at the Monell Center, Philadel-
phia, US. [Nicotine Tob Res 2012 doi: 10.1093/
ntr/nts198]

Their findings may help provide answers 
as to why children of smokers are more likely 
to develop pneumonia, bronchitis and other 
diseases, and are more prone to experiment 
with smoking during adolescence. 

In the study, 38 children aged 10 to 17 
years inhaled increasing concentrations 
of capsaicin from a nebulizer. Capsaicin is 
found in chilli peppers and is a potent cough 

stimulus. Seventeen participants were regu-
larly exposed to smoke at home, while 21 
were never exposed to smoke at home. 

It was found that those regularly exposed 
to secondhand smoke required twice as 
much capsaicin to trigger cough compared 
to non-exposed children. This meant that 
children exposed to smoke were less sensi-
tive to the irritating environmental stimu-
lus. 

“This study suggests that even if an ex-
posed child is not coughing, his or her re-
spiratory health may still be affected by 
secondhand smoke,” said Paul Wise (Ph.D), 
a sensory scientist and co-director of the 
study.     
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‘Smart choices’ to help babies thrive

Leonard Yap

Mothers have a lot of choices to con-
sider when it comes to comple-
menting their baby’s dietary needs, 

and it is always good to have a little help, says 
a panel of experts.

When breast milk alone is no longer enough 
to meet the nutritional needs of an infant, 
complementary food should be added to the 
diet. “Complementary feeding describes the 
offering of solid food alongside breast milk 
to infants from 6 months. This is important 
because breast milk alone cannot provide all 
the nutrients and energy needed by the infant 
at this age. Mothers should offer their infants 
appropriate complementary food so that they 
will continue to receive the nutrients and en-
ergy needed to grow and thrive,” said Tee E 
Siong, (Ph.D.), president of the Nutrition So-
ciety of Malaysia (NSM), at the launch of the 
second phase of the Mother’s Smart Choice 
(MSC) program recently.

Complementary feeding should be transi-
tioned in a timely fashion from 6 months on-
wards. The right amount of food, frequency 
and consistency of feeding, plus a variety of 
foods to cover the needs of a growing child 
whilst maintaining breastfeeding, is extremely 
important, Tee said.

Complementary feeding is not just about 
babies learning how to eat solid foods, but 
also about experiencing new flavors and tex-
tures, said Associate Professor Poh Bee Koon, 
head of Universiti Kebangsaan Malaysia’s de-
partment of nutrition and dietetics, and an ex-
pert panel member of MSC. 

The MSC program was launched in 2011 to 
inculcate better nutritional habits for future 
generations of Malaysians. It includes the 

participation of the NSM, Malaysian Paediat-
ric Association (MPA), Obstetrical and Gyn-
aecological Society of Malaysia (OGSM), and 
the National Population and Family Develop-
ment Board (LPPKN).  

The MSC program will continue to imple-
ment activities to complement the govern-
ment’s efforts to nurture future generations 
of healthy children. To cultivate a breastfeed-
ing culture, the program has published a free 
guidebook titled Breastfeed with Confidence. As 
of mid-July, 11,000 copies of the guidebook 
have been distributed to 50 hospitals.

The second phase of the MSC program fo-
cuses on cultivating a complementary feeding 
culture. The MSC program has published a 
guidebook titled Complementary Feeding Con-
fidence, which contains recipes by local chef 
Marina Mustafa. It contains useful informa-
tion to help parents in the next phase of feed-
ing to ensure their children’s healthy growth. 
The guidebook will be distributed to several 
hospitals within the Klang Valley.  

After six-months of age, breast milk alone is not enough to 
provide sufficient nutrition to a baby.
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PPIs safe for long-term use
Saras Ramiya

Selected proton pump inhibitors (PPIs) 
are safe for long-term use in patients 
with chronic gastrointestinal (GI) condi-

tions, a study shows.
The new landmark international study 

looked at the long-term effects of pantopra-
zole in patients with chronic GI conditions 
such as peptic ulcers and reflux esophagitis. 
[Aliment Pharmacol Ther 2012;36(1):37-47] 

Following healing of peptic ulcers or reflux 
esophagitis during 4 to 12 weeks’ treatment 
with pantoprazole (40 to 80 mg/day), patients 
received open-label maintenance treatment 
with pantoprazole (40 to 160 mg/day) for up 
to 15 years in a single center combined study. 
Safety assessments were conducted using en-
doscopy, clinical examination and laboratory 
investigations.

The safety set, which comprised 142 adults 
who received continued pantoprazole treat-
ment for over 15 years, showed healing rates 
of 95.8 percent after 12 weeks without in-
creased risks of specific serious conditions 
like stomach cancer.

“This study shows that pantoprazole effec-
tively controls the production of acid and heals 
upper gastrointestinal ulcers and wounds in 
the long term without identifiable side ef-
fects,” said principal investigator Professor G. 
Brunner, of the Division of Gastroenterology 
and Hepatology, University Medical School, 
Hannover, Germany, in a press release based 
on a regional GI media summit organized by 
Takeda Pharmaceutical Company Limited in 
Kuala Lumpur. 

“In light of this longest safety data on pan-
toprazole, doctors and patients have even 
more assurance that PPI therapy is safe for 
long term treatment of severe GERD and gas-
trointestinal conditions,” he added.

GI problems on the rise
GI disorders in Asia have been increasing in 
prevalence, as shown in studies. “As a result 
of dietary changes, rising obesity and stress 
in many parts of Asia, doctors are now see-
ing a rising number of cases of severe and 
chronic GI conditions, such as GERD, pep-
tic ulcers and heartburn,” said Dr. Denis C. 
Ngo, of the University of Santo Tomas (UST) 
Hospital, Manila. [J Gastroenterol Hepatol 
2008:23:8-22]

In the Philippines, the prevalence of erosive 
esophagitis rose from 2.9 percent to 6.3 per-
cent over 6 years; in Malaysia, the incidence 
rose from 2.0 percent to 8.4 percent over a 10-
year period; time trend studies showed that 
esophagitis rates in Taiwan more than doubled 
from 5.0 percent to 12.6 percent over a 7-year 
period. [J Gastroenterol Hepatol 2007;22:1650-5, 
Aliment Pharmacol Ther 2009;29:774-80, J Clin 
Gastroenterol 2009;43:926-32]

The prevalence of symptom-based GERD 
in Eastern Asia (China, Japan, Korea and Tai-
wan) rose from 5.2 percent in 2005 to 8.5 per-
cent in 2010. [BMC Gastroenterol 2010;10:94] In 
Malaysia, the incidence of reflux esophagitis 

Expanding waistlines across Asia have contributed to 
increased incidence of severe and chronic gastrointestinal 
conditions.
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increased from 2.7 percent to 9.0 percent dur-
ing the time period from 1991-1992 to 2000-
2001, while Indonesia’s Cipto Mangunkusu-
mo Hospital reported the prevalence of GERD 
increasing from 5.7 percent in 1997 to 25.1 per-
cent in 2002. [Gastroenterology 2004;126:A443, 
Canc Res Treat 2003;5:83]

Currently, 2.5 percent to 4.8 percent of 
Asians experience weekly symptoms of 
heartburn and/or acid regurgitation. [Gut 
2005;54:710-7] Besides heartburn, patients 
with GERD and gastrointestinal disorders 
suffer difficulty swallowing (dysphagia), re-
duced vitality, disturbed sleep and consid-
erable lower quality of life greater than that 

observed in other chronic conditions such as 
diabetes, arthritis or congestive heart failure. 
[Dig Dis 2004;22(2):108-14]

There is a high prevalence of GERD in indi-
vidual Asian countries, ranging from 12.4 per-
cent in Taiwan and up to 17 percent in China, 
and 29.8 percent in Hong Kong. [J Neurogas-
troenterol Motil 2011;17(1):14-27, World J Gas-
troenterol 2004;10:1647-51, Aliment Pharmacol 
Ther 2003;18:595-604] 

“These conditions are so severe that pa-
tients do not require just quick relief for GI 
conditions, but more sustained control with 
proton pump inhibitors (PPIs) over the long 
term,” said Ngo.  
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First endobronchial valve implant  
for pneumothorax performed

Pank Jit Sin

A group of local specialists has success-
fully performed an endobronchial 
valve (EBV) implant to treat pneumo-

thorax. 
Dr. Lim Kim Hatt, a consultant respiratory 

physician at  Gleneagles Kuala Lumpur, per-
formed the surgery assisted by anesthetist Dr. 
K. Mohandas. This was the first time in Ma-
laysia an EBV was used in such an indication 
ie, to treat an air leak in the lung. 

EBVs are usually implanted in the airways 
of chronic obstructive pulmonary disease 
(COPD) patients to reduce lung volume, and 
also in emphysema patients whose lungs are 
unable to completely empty themselves. 

Initially, the patient had a chest tube in-
serted into the right lung, which was partial-
ly collapsed, and it was hoped that the lung 
would re-inflate by itself. The leak in the lung 
was the result of a ruptured bullae in the top 
lobe of the patient’s right lung, leading to the 
collapse of all three lobes. 

However, the patient showed no improve-
ment after 3 weeks, even with the chest tube in 
place. Lim decided it was best to give the EBV 
implant a try. The patient was sedated dur-
ing the procedure. Subsequently, the patient’s 
chest tube was removed and the lung was fully 
re-inflated at the end of 4 hours. 

‘‘ EBV implantation was 
selected for the patient  
because the patient had 

various comorbidities, which 
made it extremely dangerous 

to perform surgery.

Although EBV implantation to treat pneu-
mothorax has never been performed in Ma-
laysia, it is rather common in Singapore and 
Hong Kong. 

EBV implantation was selected for the pa-
tient because the patient had various comor-
bidities, which made it extremely dangerous 
to perform surgery. 

Lim said the patient was suffering from 
diffuse parenchymal lung disease, chronic 
respiratory failure and severe pulmonary hy-
pertension. Typically, such a patient is at high 
risk of dying if he or she was placed under 
general anesthesia. The mainstay of treatment 
for a patient with such a condition involves 
surgery under general anesthesia in order to 
suture and seal the leak.  
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House officers – facing the challenges

H ouse officers in the Ministry of 
Health are an unenviable lot these 
days – well, in most aspects, I would 

presume. 
They seem to be able to do no right. These 

poor souls are being blamed for everything – 
from the 36 medical colleges in the country (no 
demand, no supply, right?), to the ‘Houseman 
Glut’ (as reported in The Star on 27 November 
2010) and even their very own ‘shift system.’ 

It does not bode well for these new kids on 
the block when a few rotten apples, with poor 
attitudes towards their work, give the entire 
team a bad image.

Dr. Sivabala Selvaratnam
Honorary Secretary
Malaysian Medical  
Association  
(MMA) Perak Branch
2012-2013 

their duties to the best of their abilities. I dare 
say that it felt like military school being a 
house officer then. One had to be ‘broken’ in 
order to be rebuilt into a stronger, more resil-
ient doctor. I suppose such training was the 
accepted norm then. 

Is it fair for us to expect these same stan-
dards from house officers today? Would this 
‘new breed’ of doctors withstand the training 
dispensed in the days of yore? Times have 
changed and so, too, the landscape as far as 
training is concerned. 

On one hand, we have a system that is im-
ploding – 36 medical universities and count-
ing (producing over 7,000 doctors annually), 
thus forcing the shift system into being. 

While on the other hand, we have non-stop 
interference from parents and relatives who 
believe they know best how a house officer 
should be trained! Is there a solution to assist 
our house officers in facing their challenges? 

It is with this in mind that Dr. Japaraj Rob-
ert Peter and his team at MMA Perak have 
come up with the first step towards assisting 
house officers face the challenges during their 
training. 

MMA Perak’s 1st National House Officer 
Survival Skills Course on 24 and 25 Novem-
ber has been designed to be comprehensive, 
yet entertaining. Experienced and prominent 
speakers in their respective fields have been 

‘‘Would this ‘new breed’ of doctors withstand  
the training dispensed in the days of yore?  

Times have changed and so, too, the landscape  
as far as training is concerned. 

Not too long ago, it was a totally differ-
ent scenario. House officers then very often 
never got a chance to see the sun rise (or set) 
for a few consecutive days. Yet, they perse-
vered and worked relentlessly to evolve, to 
be equipped to take on the world. It did not 
matter which university one graduated from 
(generally speaking). 

Most, if not all, were willing to be molded, 
were willing to learn and willing to discharge 
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roped in to enlighten participants on how to 
best achieve a work-life balance. 

The topics planned include Essential Re-
quirements by MOH during Housemanship, 
Career Pathways of a Doctor, Harassment and 
How to Handle it, What if I am Not Cut Out 

to be a Doctor?, Confessions of a House Of-
ficer, Financial Planning for Doctors, How to 
be a Team Player, Healthy Lifestyle for House 
Officers, What are the Current Medico-legal 
Issues facing Doctors? etc. These topics are 
not the sort to get the required coverage in 
medical schools.

The speakers will include Dr. S.R. Mana-
lan (MMA president), Dato’ Dr. N.K.S. Thar-
maseelan (MMA president-elect), Dato’ Dr. 
Kuljit Singh (consultant ENT surgeon and 
editor of Berita MMA), Associate Professor 
Harlina Haliza (Universiti Kebangsaan Ma-

laysia Medical Centre), Dr. Yek Sing Chee 
(MMA Perak vice chairman), Dr. Kauthaman 
(senior consultant physician at Melaka Hos-
pital) and others. 

Let us all come together in assisting the 
young, as well as the new, in standing tall and 
facing their challenges! 

‘‘ ...While on the other hand, we have non-stop interference 
from parents and relatives who believe they know best how a 

house officer should be trained! 
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3-D sonography may help IUD placement 

10th Royal College of Obstetricians and Gynaecologists International Scientific 
Congress, 5-8 June, Kuching, Malaysia

Radha Chitale

Three-dimensional (3-D) sonographic 
imaging technology could be help-
ful for more than examining babies in 

utero. 
As “one of the most important advances 

in modern sonography,” according to Dr. 
Beryl Benacerraf, of Harvard Medical School 
and president of Diagnostic Ultrasound As-
sociates in Boston, Massachusetts, US, 3-D 
volume acquisition of 2-D ultrasound has a 
variety of applications including identifying 
intrauterine devices (IUDs) that are embed-
ded within the uterus, a potentially danger-
ous condition. 

Volume displays make use of tomograph-
ic ultrasound imaging in which a number of 
image ‘slices’ are taken about 1-4 mm apart, 
to capture all the relevant anatomy over 
about 30 minutes. 

Volume imaging allows doctors to see an-
atomic sections from any angle, not just the 
one at which the image was taken. 

“This has the potential of making the ac-
quisition plane irrelevant in the future,” 
Benacerraf said. 

The benefit of 3-D sonography is a more 
accurate picture of what is inside the uterus. 

This application is particularly useful for 
IUD insertion and monitoring in women, 
whose cervixes can vary significantly in size 
and shape, which can affect the IUD. 

In one study, 167 consecutive women 
with a uterine IUD were evaluated with 3-D  

3-D imaging can provide an 
accurate picture of the inside of 
the uterus.

sonography for 
the width of the 
endometrial cav-
ity at the base 
of the uterus to 
evaluate varia-
tions in size be-
tween women 
who had an 
embedded IUD 

and those who did not. [J Ultrasound Med 
2010;29:1453-6]

The data showed that 28 (16.5 percent) 
women had an IUD embedded in the myo-
metrium or the cervix and that all of the 
IUDs that appeared to be placed low in a  
2-D rendering were in fact embedded after 
examination of a 3-D rendering. 

Women with embedded IUDs also had 
more bleeding and pain compared to women 
with normally placed IUDs (P=0.0001). 

Width measurements of 29 women 
with embedded IUDs and 132 with non-
embedded IUDs showed that the former 
had smaller fundal uterine cavities (25 ±  
0.8 mm) compared with those with non-em-
bedded IUDs (32 ± 1.0 mm, P=0.0003). 

Benacerraf noted that the average uterine 
cavity is 29 mm, for nulliparous women it is 
27 mm, and for those with at least one preg-
nancy it is 32 mm. 

“[The mean widths suggest] that patients 
should consider an ultrasound to measure the 
uterine cavity prior to having an IUD insert-
ed,” she said.  



Reduced 
dosing 

frequency

Increased 
patient 

convenience

Better pain 
control

Better 
compliance

GSK-103_SR_5.indd   1 7/19/12   1:57 PM



20 Conference Coverage1-15 September 2012

Promising new antidiabetic drug

72nd Scientific Sessions of the American Diabetes Association, 
8-12 June, Philadelphia, Pennsylvannia, US

Rajesh Kumar

The investigational antidiabetic drug 
empagliflozin, a sodium glucose co-
transporter-2 (SGLT-2) inhibitor, has 

demonstrated promising results in a phase II 
trial.

SGLT-2 inhibitors, which lower high 
blood glucose independently of insulin by 
blocking glucose re-uptake in the kidneys 
and thereby excreting excess glucose via the 
urine, lower HbA1c and weight, irrespective 
of beta cell function or insulin resistance.

In the trial, 659 adults with type 2 diabe-
tes who had participated in earlier 12-week 
phase II-b trials of the drug were then ran-
domized to receive open-label treatment 
with either 10 mg or 25 mg of empagliflozin 
(as monotherapy or add-on to metformin), 
metformin alone, or sitagliptin plus metfor-
min for an additional 78 weeks.

At week 90, patients assigned to empa-
gliflozin 10 mg alone achieved a 0.34 per-
cent reduction in HbA1c from baseline and a 
weight loss of 2.24 kg. Monotherapy with the 
25mg dose led to a HbA1c reduction of -0.47 
percent, along with weight loss of 2.61 kg, 
versus metformin alone (-0.56 percent and  
1.28 kg, respectively).

When used as an add-on to metformin, 
significant decreases from baseline in mean 
HbA1c levels and weight loss were observed 
with empagliflozin 10 mg (-0.34 percent; -3.14 
kg) and 25 mg (-0.63 percent;  4.03 kg), versus 
sitagliptin (-0.40 percent,  0.41 kg). 

The Boehringer Ingelheim/Eli Lilly-spon-
sored study showed the drug in both 10 mg 
or 25 mg doses was generally well tolerated. 

More than 90 percent of the adverse events 
(AEs) reported in the trial were mild or mod-
erate in severity. Between 0.9 percent and 3.6 
percent of patients on empagliflozin report-
ed hypoglycemic vents, versus 7.1 percent 
on metformin monotherapy and 5.4 percent 
on sitagliptin. 

AEs related to urinary tract infections were 
reported in 3.8 to 12.7 percent of patients 
on empagliflozin, 3.6 percent of patients on 
metformin monotherapy and 12.5 percent of 
patients on sitagliptin. AEs related to genital 
infections were reported in 3.0 percent to 5.5 
percent of patients on empagliflozin, 1.8 per-
cent of patients on metformin monotherapy 
and none in the patients on sitagliptin. 

Empagliflozin is now in phase III clini-
cal development, with more than 14,500  
patients planned to be enrolled.

 “Type 2 diabetes is characterized by three 
main factors: persistent hyperglycemia, im-
paired insulin secretion and increased insu-
lin resistance,” said Dr. Hans-Juergen Woer-
le, vice-president of the medicine therapeutic 
area (metabolism) at Boehringer Ingelheim, 
Ingelheim am Rhein, Germany.

“SGLT-2 inhibitors such as empagliflozin 
represent an innovative, insulin-indepen-
dent mode of action. To date, clinical data 
have demonstrated that these drugs have the 
potential to improve persistent hyperglyce-
mia irrespective of the two other factors.” 
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Studies demolish theories of glargine-
cancer link 

72nd Scientific Sessions of the American Diabetes Association, 
8-12 June, Philadelphia, Pennsylvannia, US

Rajesh Kumar

Three major observational studies ex-
amining the use of long-acting insu-
lin have found no increased risk of 

a wide range of cancers in patients using  
glargine, contradicting previous suggestions 
of a glargine-cancer link. 

Researchers in the US and Europe indepen-
dently compared the use of insulin glargine 
for diabetes patients with other long-acting 
insulins and found no basis for the previous 
suggestion made by a series of studies pub-
lished in 2009. 

One study group from Kaiser Permanente 
examined data on 115,000 patients with dia-
betes who were taking either insulin glargine 
or neutral protamine Hagedorn (NPH) insu-
lin. They compared cancer risk in new insulin 
users as well as patients who had switched 
from NPH to glargine. There was a median 
duration of 1.2 years for glargine use and 1.4 
years for NPH. 

This study found a ‘suggestion’ of an as-
sociation between insulin glargine use and a 
modest increase in breast cancer risk, but only 
among new insulin users (HR 1.6, 95% CI 1.0 
to 2.8). However, in patients who had been on 
insulin for a longer period of time and had 
switched from NPH to glargine, there was no 
increased risk. 

“We think this may be a chance finding,” 
said principal investigator Dr. Laurel Habel, 

research scientist at the Kaiser Permanente 
Northern California division of research in 
Oakland, California, adding there was no 
biological reason why the cancer risk would 
be seen only in new users. 

The group found no association with pros-
tate, colorectal cancer or all cancers combined 
in new users or in prior users.

“The preponderance of the evidence sug-
gests that there is no increased risk of cancer 
associated with relatively short-term use of 
insulin,” said Dr. John Buse, director of the 
diabetes center at the University of North 
Carolina School of Medicine in Chapel Hill, 
North Carolina.

The second group of researchers at the 
University of North Carolina used a large 
automated healthcare database to identify 
43,306 patients initiating glargine and 9,147 

The initial scare with glargine and cancer seems to have 
been debunked with the new studies.
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initiating NPH, all of whom were free of can-
cer when they initiated insulin use. The mean 
duration of treatment was 1.2 years for the 
glargine group and 1.1 years for those taking 
NPH. Follow-up was discontinued when a 
patient experienced a change in their insulin 
treatment. 

“We found no evidence of an increased 
risk for cancer and we specifically found no 
increased risk for breast cancer in the small 
group that stayed on these drugs for more 
than 24 months,” said principal investiga-
tor Dr. Til Stürmer, professor of epidemiol-
ogy and director of the center of excellence 
in pharmacoepidemiology and public health 
at the University of North Carolina Gillings 
School of Global Public Health. “Our study 
adds to the important evidence about long-
term outcomes of these antidiabetic treat-
ments,” said Stürmer.

The Northern European Study of Insulin 
and Cancer was the largest of the three stud-
ies, comprising 447,821 diabetic patients us-

ing insulin, over 1.5 million person-years of 
observation and 17,500 new cases of cancer 
in the cohorts. The average follow-up time 
waslonger at 3.1 years for those on glargine 
and 3.5 years for other insulins. 

This study looked at the risk for all cancers, 
as well as individually for breast, lung, pan-
creas, colorectal and prostate cancers. 

“There was no difference in risk between 
glargine and other insulins found in any of 
the pre-defined primary and secondary hy-
potheses of this study,” said principal investi-
gator Dr. Peter Boyle, president of the Interna-
tional Prevention Research Institute in Lyon, 
France.  

‘‘However, in patients who  
had been on insulin for a longer  
period of time and had switched 
from NPH to glargine, there was  

no increased risk 
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Radha Chitale 

A  2011 survey of nurses from three Sin-
gapore hospitals showed over a third of 
obstetrics and gynecology (O&G) nurs-

es and over one-fifth of pediatric nurses had not 
participated in any official continuing education 
courses over the past year. 

Although 98 percent of the 128 O&G nurse 
respondents believe that continuing education 
is “essential,” 37 percent had not completed any 
courses or skill improvement over the prior year, 
according to a survey by Danone Dumex Singa-
pore together with the Obstetrical and Gynae-
cological Society of Singapore (OGSS) and the 
Singapore Pediatric Society (SPS). 

Eighteen-percent of respondents had attend-
ed at least six educational courses. Of the nurses 
who attended any educational courses, the aver-
age number of sessions attended was four. 

Surveyed O&G nurses from Mount Alvernia 
Hospital, Raffles Hospital and Thomson Medi-
cal Center were registered nurses for an average 
16 years and worked in their specialty for an av-
erage 11 years. 

The total number of survey respondents in-
cluded 70 pediatric nurses from KK Women’s 
and Children’s Hospital, Mount Alvernia Hos-
pital and Thomson Medical Center. Nurses had 
been registered for 11 years and specialised 
nurses for 8 years, on average. 

Twenty-three percent of pediatric nurses had 
not participated in continuing education over 
the previous year. Those who did participated 
in an average of three programs. 

Pediatric nurses with the most experience at-
tended more courses than nurses with under 10 
years of experience. 

All pediatric nurse respondents and most 

Many nurses not refreshing their skills

O&G nurses considered continuing educa-
tion essential, citing gaining knowledge and 
improving competence as the most impor-
tant benefit. Nutritional needs and managing  
illness were the topics of most educational  
interest.

Nutrition in early life impacts diseases later 
in life including allergy, obesity, heart disease 
and diabetes.  

Organizations such as SPS hold ongoing 
day-long seminars, symposiums, and hour-
long talks during the work day for nurses to 
improve their skills, said Professor Anne Goh, 
SPS president. In-house training courses are 
also available to nurses. 

However, Dr. Fong Yoke Fai, OGSS presi-
dent, said nurses often cite being too busy with 
work to attend. 

Ms. Susan Kok, assistant director of nursing 
at Mount Alvernia Hospital, noted that nurses 
recently graduated from school do not feel an 
urgent need to attend, nor may they have the 
time, especially if they are tending to families 
of their own. 

The Ministry of Health requires nurses to 
be trained and up to date, but does not specify 
minimum continuing education hours per year 
– that is left to the discretion of each hospital. 

Kok said nurses at her hospital are encour-
aged to complete 80 hours of continuing edu-
cation each year, and would support nurses 
having time off to attend training. 

“I want to ensure that nurses always have 
the opportunity to attend training so that they 
can become more competent and more confi-
dent to deal with today’s advances in medical 
technology.”                                                            
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Rajesh Kumar

Nanyang Technological University 
(NTU) recently showcased its simu-
lation technology for medical educa-

tion to potential medical students from across 
Singapore.

Around 600 students from junior colleges 
and polytechnics were granted the opportuni-
ty to see what goes on behind the closed doors 
of an operating theatre. Highlights of the 
event included a live presentation of trauma 
surgery by real surgeons and realistic human 
organ props.

The simulated surgery will form part of the 
medical training at the NTU’s new Lee Kong 
Chian School of Medicine, established in col-
laboration with the Imperial College of Lon-
don, which will soon start selecting students 
for its first academic session beginning next 
year. 

The demonstration was accompanied by 
a running commentary by Professor Roger 
Kneebone from Imperial College London, 
one of the pioneers of simulation technology 
in medical education globally and inventor 
of the “igloo”, a low-cost inflatable operation 
theatre used to simulate the real setting.

At the six experiential learning booths set 
up by the NTU, the students were able to 

sample the cutting-edge simulation train-
ing including augmented reality technology, 
view and feel life-like models of gashes and 
wounds, and learn how to keep a patient calm 
while a minor surgery is underway.

“Taking cognizance of changes in the world 
of medicine, we are changing the learning ex-
perience for the doctors of tomorrow using all 

the new media and latest technological inno-
vations, so they are equipped to cope with it,” 
said Professor Martyn Partridge, senior vice-
dean of the school.

Rather than focusing on classrooms and 
lectures, the school will emphasize on an im-
mersive and collaborative learning experience 
from day one so that the students can learn by 
watching and doing.   

NTU showcases medical education for 
future doctors

Dr. Laura Coates from Imperial College London guiding 
prospective medical students in a mock surgery.

‘‘ Taking cognizance of changes in the world of medicine, we are changing 
the learning experience for the doctors of tomorrow using all the new media 

and latest technological innovations, so they are equipped to cope with it
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New Novena hospital blends hotel 
experience with healthcare 
Radha Chitale 

Parkway Pantai Group’s slick new hospi-
tal, which opened last month in Nove-
na, blends the service of a luxury hotel 

with the function of a hospital. 
“This is going to be the hospital of the fu-

ture,” said Dr Lee Hong Huei, CEO of the new 
Mount Elizabeth Novena Hospital. 

The 333-bed facility currently houses about 
100 specialist clinics in cardiology, neurology, 
orthopaedics and others, with about 70 more 
expected by the end of the year. 

Thirteen customizable operating theatres 
are operational and the hospital has invested 
in scanning machines that layer tissue imag-
ing with physiological activity, which reduces 
examination time. 

The main innovation in hospital design, 
Lee said, is that Mount Elizabeth Novena does 
not feel like a hospital, from the fountain at re-
ception to the carpeted hallways to the hotel-
trained head chef. 

“Consumers are more intelligent and de-
manding,” he said. “They are looking for ef-
fective healthcare and quality of service.” 

Patients can also expect to pay for the ex-
perience. All hospital rooms are private, start-
ing with ‘premium’ rooms priced at S$578 per 
night. 

The top tier suites, which include indoor 
and outdoor living areas, kitchenettes and 
space for two security details, are S$12,888 per 
night. 

Lee said they expect about 50 percent of pa-
tients will be from overseas while the rest will 
be local, similar to the ratio seen in other Park-

way Pantai Group hospitals. 
But he hopes the hospital can integrate into 

the established medical community in the  
Novena area, and is open to collaborating 
and sharing resources with the nearby public 
Tan Tock Seng Hospital and specialists at the  
Novena Medical Centre.                                     

Lobby/reception area.

The Chairman Suite, which costs almost S$13,000 per night.
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Study suggests cause of implantation  
failure in IVF
Christina Lau

Scientists have discovered a molecular 
determinant of successful implantation 
that may explain why pregnancy does 

not occur in some women undergoing in vitro 
fertilization (IVF).

Using mouse endometrial epithelial cells, 
Professor Hsiao-Chang Chan of the School of 
Biomedical Sciences, Chinese University of 
Hong Kong and colleagues found that activa-
tion of the epithelial sodium channel (ENaC) 
plays a key role in embryo implantation. 
[Nat Med 2012, e-pub 24 June; DOI: 10.1038/
nm.2771]

“We demonstrated that ENaC expressed on 
uterine epithelial cells can be activated by a ser-
ine protease, trypsin, released by an implant-
ing embryo. This triggers a sequence of events 

ENaC involvement in decidualization and implantation

‘‘ The problem with  
human reproduction is embryo  
abnormality. Miscarriages arise 
largely from abnormal embryos 

that are implanted

Turn to page 28

that lead to enhanced production and release of 
prostaglandin E2, a key factor in implantation,” 
she reported. “In the animals, maximum acti-
vation of ENaC occurs at the time of implanta-
tion, as indicated by ENaC cleavage. Blocking 
or knocking down uterine ENaC resulted in  
implantation failure.” 

Interestingly, they also found that uter-
ine ENaC expression before IVF treatment 

was markedly lower in 
women with implanta-
tion failure than in those 
with successful preg-
nancy. 

As ENaC expression 
is subject to regulation 
by ovarian hormones, 
the researchers hypothe-
sized that its normal ex-
pression pattern may be 
altered during IVF with 
ovarian hyperstimula-
tion, which may contrib-
ute to the low pregnancy 
rate achieved through 
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SHS linked to COPD, stroke
Naomi Rodrig

A prospective, long-term study con-
ducted in Xian, China demonstrated 
that people exposed to second-hand 

smoke (SHS) are at increased risk of death 
from stroke and chronic obstructive pulmo-
nary disease (COPD) as well as from lung can-
cer and heart disease. [Chest 2012. DOI:10.1378/
chest11-2884]

The study followed up 910 subjects (439 
men) over 17 years, examining the relation-
ship between SHS and tobacco-related deaths. 
At baseline, 44.2 percent of them were exposed 
to SHS at home, 52.9 percent in the workplace, 
and 67.1 percent at home or work. 

During the study period, 249 subjects died. 
Compared with controls, people who were  
exposed to SHS had increased mortality due to 
coronary heart disease (relative risk [RR], 2.15), 
ischemic stroke (RR, 2.88), lung cancer (RR, 2.00), 
COPD (RR, 2.3) and all causes (RR, 1.72). The 
study also demonstrated significant dose-re-
sponse relationships between cumulative SHS  
exposure and increased risk of cause-specific 
and total mortality.

The authors noted that the evidence linking 
SHS to COPD and ischemic stroke is scarce.  
While the current study is not sufficient to  
establish a causal relationship, it provides new 
evidence to support the role of SHS in COPD- 
and stroke-related deaths.   

the treatment. “Thus, defects in ENaC, either 
in expression or function, may be one of the 
underlying mechanisms for spontaneous mis-
carriage and implantation failure during IVF,” 
they noted.

“The problem with human reproduction 
is embryo abnormality. Miscarriages arise 
largely from abnormal embryos that are im-
planted. Unless it can be shown that trypsin 
pre-treatment significantly increases the rates 
of implantation and successful pregnancies, 
I believe implantation is mainly a function 
of the embryos rather than a function of the 
endometrium,” commented Dr. Clement Ho, 
Specialist in Reproductive Medicine in private 
practice in Hong Kong. 

“If you look at the findings from another 
angle, it may be that only competent embryos 

release trypsin and implant,” he told Medical 
Tribune. “Also, it’s unclear how the authors 
studied uterine ENaC expression in women 
when their work was on mouse models.”

Furthermore, successful implantation hing-
es on synchronization of embryo and endome-
trial maturity. “The implantation window falls 
on days 5 to 7 after ovulation. The transferred 
embryos, even if competent, may miss this win-
dow if endometrial maturation is advanced by 
just 2 days,” Ho explained. “In patients under-
going ovarian hyperstimulation, endometrial 
maturation is often advanced by an early rise 
in progesterone, which in my experience, is  
associated with lower pregnancy rates. It 
is accepted that ovarian hyperstimulation  
alters endometrial receptivity, but it is also a 
necessary evil.”   

From page 27
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Mainland websites selling cancer 
‘biosimilars’
Christina Lau 

A local concern group is warning pa-
tients of the dangers of buying can-
cer ‘biosimilars’ from mainland web-

sites, which charge a fraction of the prices of 
branded originals and offer express deliv-
ery to Hong Kong.

Among many mainland websites that 
sell drugs without a prescription, one was 
found to sell ‘biosimilar’ versions of erlo-
tinib and gefitinib. These products are said 
to be Indian-made “generics” that are iden-
tical to the branded originals – except that 
they are 66-86 percent cheaper.

“Because of the huge price difference, 
some patients in Hong Kong have started 
online discussions about the purchase of 
these ‘biosimilars’. Some have even made 
the purchase, and one forum participant 
told others about how the condition of a 
family member got worse after taking the 
drug,” said Dr. Fernando Cheung of the 
Lung Cancer Treatment Concern Group.

“The sources, quality, safety and efficacy 
of those ‘biosimilars’ are questionable,” said 
Cheung. “These products can cause harm to 
patients with advanced lung cancer, who 
are in a frail condition. In addition, it is ille-
gal to import these products as they are not 
registered with relevant local authorities.”

Although erlotinib and gefitinib are ap-
proved for first-line treatment of advanced 
lung cancer in Hong Kong, they are listed 
as self-financed items in the Hospital Au-
thority’s Drug Formulary. The patents of er-
lotinib and gefitinib are yet to expire. “The 
drugs are not covered by the government’s 
safety net,” said Cheung. “Patients in need 

can only get financial assistance from the 
Community Care Fund for use of gefitinib 
with effect from August. Those unable to af-
ford targeted therapy will have to resort to 
chemotherapy, which comes with more side 
effects and a lower efficacy.”

According to Concern Group member Dr. 
Patricia Poon of the Radiotherapy and On-
cology Center, Hong Kong Baptist Hospital, 
erlotinib and gefitinib were shown to pro-
long progression-free survival of advanced 
lung cancer patients by 9.1 and 3.2 months, 
respectively, vs chemotherapy (median, 13.7 
and 9.5 months, respectively). 

“The Lung Cancer Treatment Concern 
Group therefore urges the government to 
include both targeted therapies in its safety 
net as soon as possible,” said Cheung. 

Addressing the recent Oncology Forum 
of Hong Kong, Professor Vivian Lee, School 
of Pharmacy, Chinese University of Hong 
Kong, warned that ‘biosimilars’ of targeted 
cancer therapies – which are produced us-
ing complex biotechnological processes – 
can never be identical to the original prod-
ucts.

“Unlike generics of small-molecule 
drugs, which have the same properties and 
activity as the branded products, the pro-
duction of complex antibodies or proteins 
involves many steps, and even a small de-
viation at any step will result in a differ-
ent molecule, with different therapeutic 
properties or side effect profile,” she ex-
plained. “In some cases, use of ‘biosimilars’ 
has caused serious adverse reactions, so  
extreme caution is necessary.”

Turn to page 30
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As many targeted cancer agents are due 
to lose patent protection in the near future, 
regulatory authorities worldwide are pre-
paring to address the problem by issuing 
strict requirements for approval of ‘bio-

similars’. “All new biomolecules, includ-
ing ‘biosimilars’ of cancer drugs, will be 
considered as new drugs; as such, they will 
be required to undergo testing in phase III  
clinical trials,” advised Lee.    

End-of-life care decisions:  
Is it time in Hong Kong?
Naomi Rodrig

A recent survey among terminal can-
cer patients indicated that it was fea-
sible to discuss advance directives on 

end-of-life- care with Chinese patients with 
advanced malignancy, and over 60 percent of 
them had signed such documents. [Hong Kong 
Med J 2012;18:178-185]

Advance directives, or living wills re-
garding end-of-life care decisions, are com-
mon in Western countries, but the con-
cept is less acceptable in Asia. Living wills 
empower patients, while sparing doctors 
and relatives from making difficult deci-
sions on the patient’s behalf, particularly  
withholding life-sustaining treatment.

Investigators from the Department of 
Clinical Oncology in Tuen Mun hospital 
collected data from 191 eligible Chinese pa-
tients. All patients were hospitalized in pal-
liative care, having failed all available thera-
peutic options for their malignancy. Mentally  
incompetent patients were excluded. 

Overall, 120 patients (63 percent) had 
signed an advance directive form – a docu-
ment declaring the patient’s understanding of 
their disease status, aims of future treatment 

preferred and refusal of futile treatment or 
resuscitation. Patients’ understanding and ac-
ceptance of poor prognosis was the most sig-
nificant factor for signing a living will. Any 
family objection was also an important factor, 
although it did not reach statistical signifi-
cance. 

These data are in contrast to government 
policies. “It is not the appropriate time to 
implement advance directives of terminal 
care at this stage through any form of legis-
lation,” said former Secretary for Food and 
Health, Dr. York Chow in June. However, he 
suggested more public education is needed, 
“with a view to introducing the concept…. in 
a gradual and progressive manner.”              

From page 29
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Christina Lau

The use of HPV testing as a first-line 
screening tool for cervical cancer will 
be investigated in Hong Kong, as recent 

studies suggest that local women have a posi-
tive attitude towards the test that accurately 
identifies infection with high-risk types of the 
virus.

 “We are recruiting Chinese women aged 
30 to 60 years to participate in our study on 
the use of HPV testing as a first-line cervical 
cancer screening tool. Participants will receive 
a free HPV test together with Pap smear at 
designated clinics of the Family Planning As-
sociation of Hong Kong [FPA],” said Professor 
Hextan Ngan of the Department of Obstetrics 
and Gynecology, University of Hong Kong 
(HKU). [www.obsgyn.hku.hk] 

  “In Hong Kong, HPV testing is cur-
rently used as a second-line test for those 
with atypical squamous cells of undeter-
mined significance [ASC-US] on cytology. 
The test may have a role in first-line cervical  
screening,” she continued. 

 “ASC-US account for 60-80 percent of all 
abnormality in cervical cytology,” said Profes-
sor Annie Cheung of HKU’s Department of 
Pathology. “We found that 56 percent of local 

women with ASC-US are positive for high-
risk HPV. The sensitivity and negative predic-
tive value of the HPV DNA test approached 
100 percent.”

 According to Cheung, women with 
ASC-US who are positive for high-risk 
HPV have a 20 times increased risk of  
detecting high grade squamous intraepithe-
lial lesions or more advanced malignancy 
at follow-up, compared with women with 
ASC-US who are negative for high-risk HPV. 
“As such, those with ASC-US and high-risk 
HPV should be referred for colposcopy di-
rectly without waiting for repeat smears,”  
stressed Cheung.

 In another recent study, the HKU research-
ers found that local Chinese women are posi-
tive about HPV testing. “In the study, 292 
women who attended the FPA Wan Chai clin-
ic were asked to complete self-administered 
questionnaires before and after reading an 

HPV test to be studied in first-line cervical 
cancer screening

‘‘ If you can only  
vaccinate boys, you can probably 

prevent more cervical cancers 
than only vaccinating girls

Turn to page 33
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Polypharmacy in psychiatry:  
Beware of pitfalls
Naomi Rodrig

In addition to often causing undesirable 
side effects, psychiatric medications have 
been associated with multiple drug-drug 

interactions. Hence, pharmacists play an im-
portant role in alerting both physicians and 
patients to potential pitfalls, and adjusting 
medications or drug dosing, experts argued.

 “Pharmacokinetic interactions are usual-
ly related to CYP enzymes involved in drug 
metabolism and bioactivation, which affect 
changes in drug levels in the blood. For exam-
ple, fluoxetine interacts with warfarin through 
the CYP 2C9 enzyme, and with antibiotics and 
antifungal agents such as clarithromycin or 
ketoconazole through CYP 3A4. There is also 
drug-drug interaction between omeprazole 
and fluoxetin, so patients on proton pump 
inhibitors should be warned,” said Profes-
sor Siu-Wa Tang, Director of the Institute of 
Brain Medicine (International), Hong Kong. 
“To further complicate matters, CYP poly-
morphism is ethnicity based, with inter-racial  
differences in drug oxidation.”

 Tang stressed that drug-drug interactions 
between antidepressant classes are also com-
mon, and may be complementary or an-
tagonistic. For instance, both the serotonin-
norepinephrine reuptake inhibitor (SNRI) 
venlafaxine and the selective serotonin reup-

take inhibitor (SSRI) paroxetine have been 
shown to decrease clearance and increase 
the half-life of the tricyclic antidepressant  
(TCA) imipramine. 

 He noted, however, that polypharmacy is 
common in psychiatry because complete remis-
sion with a single antidepressant is achieved in 
only 50 to 60 percent of patients. “Doctors often 
resort to polypharmacy, which may have cata-
strophic consequences. A case in point is a com-
bination of MAOIs [monoamine oxidase in-
hibitors] and SSRIs, which results in markedly 
elevated 5HT [5-hydroxytryptamine] concen-
trations in the synapse and can be disastrous,”  
he said.

 Caution is also indicated when prescrib-
ing bupropion, indicated for major depres-
sive disorder. The drug is associated with 
a dose-related risk of seizures, which may 
be further increased when coadministered 
with other agents that can reduce the seizure 
threshold, including antidepressants, CNS 
stimulants, acetylcholinesterase inhibitors, 
phenothiazines, and dopaminergic block-
ing agents such as neuroleptics and metoclo-

‘‘ ... drug-drug interactions 
between antidepressant classes 
are also common, and may be 

complementary or antagonistic
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pramide. “These agents are often individu-
ally epileptogenic and may have additive  
effects when combined,” stressed Tang.

 Inappropriate use of psychotropic drugs in 
polypharmacy has been associated with an in-
creased risk of falls among elderly inpatients, 
according to a Japanese study reported by 
Professor Yukihiro Noda, Faculty of Phar-
macy, Meijo University, Japan. “Among our 
elderly patients who were prescribed multi-
ple drugs, the ratio of sedative-hypnotics or 
anxiolytics use in those with a documented 
fall was over 80 percent, suggesting that 
both drug types increased fall risk,” he re-
ported, adding that the increase was mainly  
attributed to long-acting benzodiazepines.

 “However, following an educational cam-
paign on benzodiazepine prescribing deliv-
ered by our pharmacy staff, the incidence of 
falls decreased markedly,” he advised.

Professor William Kehoe, Chair of Phar-
macy Practice, University of the Pacific, 
Stockton, USA, emphasized the importance 
of a multidisciplinary team for improving 
medication safety. “Our geropsychiatric 
team, which is managing mainly Alzheim-
er’s inpatients, includes psychiatrists, nurs-
es, case managers and clinical pharmacists, 
all working together to assess the patient 
and their medications, ensuring appropri-
ate use of antipsychotics for each individual  
patient,” he said.                                          

From page 31

educational message about HPV and HPV 
testing. The proportion of women willing to 
be tested for HPV was 93 and 97 percent, re-
spectively,” reported Ngan. [Psychooncology 
2010;19:1329-1339]

 To prevent cervical cancer, the experts 
agreed that vaccination is important. “It is 
important not only to vaccinate girls. Clear-
ly, boys should be vaccinated as well,” said 
Professor Harald zur Hausen, recipient of 
the 2008 Nobel Prize in Physiology or Medi-

cine for his discovery of HPV as the caus-
ative agent of cervical cancer. “If you can only  
vaccinate boys, you can probably prevent more 
cervical cancers than only vaccinating girls.”

 At present, a new nanovalent HPV vac-
cine is being tested in a clinical trial. “We 
have participated in the trial, but the interim 
data aren’t available yet,” Ngan told Medical  
Tribune. “I’m not sure if the manufacturer has 
made public what HPV types the nanovalent 
vaccine protects against.”                               
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HK boosting mental health services
Wey-Feng Ong

The spate of violent incidents involving 
persons with mental illness in recent 
years has resulted in tragedies for lo-

cal communities and the Hong Kong society-
at-large. These incidents have also brought 
to the forefront the dire lack of modern men-
tal health services. “Only 1 percent of Hong 
Kong residents are currently receiving mental 
health treatment, whereas the prevalence of 
anxiety and depressive disorders are over 10 
percent in most developed cities,” remarked 
Prof. Linda Lam, Chairperson of the Depart-
ment of Psychiatry, Chinese University of 
Hong Kong, in a 2011 interview with BBC.

The status of psychiatry services in Hong 
Kong was again a subject of debate at a recent 
LEGCO meeting, where the provision of these 
services for residents of North Lantau New 
Town was queried by legislators. With the 
lack of an acute hospital, psychiatric patients 
in North Lantau are currently managed in pri-
mary care by the Tung Chung Health Centre 
and referred to specialist clinics or designated 
general outpatient clinical (GOPC) covered 
by the Integrated Mental Health Programme 
(IMHP) for follow up. 

“Most patients living in the North Lantau 
New Town area who require additional psy-
chiatric specialist support are followed-up 
at Kwai Chung Hospital under the Kowloon 
West Cluster. To further strengthen these ser-
vices, HA will consider launching psychiatric 
specialist services in the planned North Lan-
tau Hospital to provide residents with more 
comprehensive mental healthcare,” advised 
Food and Health Secretary, Dr. Wing-Man Ko, 
in reply to the queries.

 This upgrade is part of a wider govern-
ment scheme to address the growing needs. 
The Taskforce on Mental Health Service Plan 
was convened in 2009 to formulate the Hos-
pital Authority (HA) Mental Health Service 
Plan, with the vision of providing “a person-
centred service based on effective treatment 
and recovery of the individual”.

 Following a review on the current and an-
ticipated needs, the taskforce emphasized the 
need for high-quality care with the aim to re-
store patients to health, or to effectively man-
age their condition, while focusing on patient 
and carers’ needs in a timely manner. 

Using an outcome-driven mental health 
service model, the taskforce proposed that 
psychiatric illnesses should be identified 
early and managed in the primary care set-
ting whenever possible. They also recom-
mend that treatment should be rendered in 
a relaxed and informal setting, and involve  
patients and their families. 

 Another recommendation is for ‘one-stop’ 
mental health services by multidisciplinary 
teams, so that psychiatric patients do not 
need to search for various service providers. 
For example, under the IMHP, stable patients 

Turn to page 35



35 Regional1-15 September 2012

are managed in the Common Mental Disor-
der Clinics by a multidisciplinary team con-
sisting of psychiatrists, family medicine spe-
cialists, nurses and general practitioners in a  
community setting. 

Community-based services should be fur-
ther developed, with greater collaboration 

with disability-support and rehabilitation 
providers, as well as social services. Since 
October 2010, the HA has partnered with 
private organizations to progressively imple-
ment community-based mental health servic-
es by setting up one-stop psychiatric centres 
throughout Hong Kong.   

Epidemic of drug-resistant TB in China
Naomi Rodrig

The incidence of multidrug-resistant 
(MDR) tuberculosis (TB) in mainland 
China is reaching epidemic proportions, 

according to a recent report from the Chinese 
Center for Disease Control and Prevention. [N 
Engl J Med 2012;366:2161-2170]

The study estimated the proportion of TB 
cases in China that were resistant to antibiotics  
by means of cluster-randomized sampling of 
TB cases in the public healthcare system and 
testing for resistance. First-line anti-TB drugs 
tested included isoniazid, rifampin, ethambu-
tol and streptomycin; second-line drugs were 
ofloxacin and kanamycin. The investigators 
then used published estimates of TB incidence 
in China to calculate the incidence of MDR TB.

Among 3,037 patients with new cases of TB 
and 892 with previously treated TB, approxi-
mately 1 in 4 had disease that was resistant to 
isoniazid, rifampin, or both, and 1 in 10 had 
MDR TB. Overall, 5.7 percent of new cases and 
25.6 percent of previously treated patients had 
MDR TB, defined as resistance to at least iso-
niazid and rifampin. 

Furthermore, some 8 percent of the pa-
tients had extensively drug-resistant (XDR) 
TB, defined as resistance to at least isoniazid, 
rifampin, ofloxacin and kanamycin. 

In 2007, there were 110,000 incident cases of 
MDR TB and 8,200 incident cases of XDR TB, 
the majority of them resulting from primary 
transmission. 

According to the authors, previous TB treat-
ment at public hospitals was the most impor-
tant risk factor for MDR TB. Patients with mul-
tiple previous treatments who had received 
their last treatment in a TB hospital had a 13.3-
fold increased risk of MDR TB. 

“Among 226 previously treated patients 
with MDR TB, 43.8 percent had not complet-
ed their last treatment,” they wrote. “Among 
those who had completed treatment, TB devel-
oped again in most of the patients after their 
treatment in the public health system.”

“China has a serious epidemic of drug-
resistant TB. MDR TB is linked to inadequate 
treatment in both the public health system and 
the hospital system, especially TB hospitals,” 
the authors concluded.  

From page 34
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Dr. Yves St. James Aquino

A meta-analysis by Dr. Rodolfo Mag-
banua et al., showed myocardial 
protection of pre-operative treat-

ment with trimetazidine (TMZ) in patients 
undergoing coronary artery bypass graft-
ing. The study done in the Hearth Institute 
in St. Luke’s Medical Center, Quezon City 
collected two randomized, double-blind, 
placebo-controlled clinical trials using TMZ 
as intervention for decreasing post-operative 
creatinine kinase-MB (CK-MB) levels among 
patients who underwent coronary artery by-
pass grafting.

The first study involved 60 patients 
divided in two groups (trimetazidine versus 
placebo) at a dose of 20 mg TID, starting from 
12 to 15 days after pre-operative period up to 
5 to 8 days after post-operative period [Arq 
Bras Cardiol 2011;97(3):209-216)]. The second 
much older study involved 30 patients 
randomized to receive either trimetazidine 
or placebo, with treatment starting 3 weeks 
preoperatively [Ann Thorac Surg. 1999 
Dec;68(6):2173-6.]

Intervention in the studies involved oral 
dosing regimens, considering the duration 
of pre-operative treatment of TMZ. Control 
groups were to receive placebo. The outcome 
measurement included CK-MB levels in the 
peri-operative period in both groups. CK-MB 
levels are indicated in persons who complain 
of chest pain to determine possibility of cardiac 
etiology of pain. The test helps to distinguish 
whether the increase in CK is due to damage 
to the heart or other muscles. CK-MB is also 

monitored in cardiac patients receiving 
medications such as antiplatelet drugs.

Results of meta-analysis of the studies 
favored trimetazidine over placebo with -7.24 
(-9.10,-5.38; 95% CI) mean difference. The 
two randomized controlled trials showed 
that pre-operative treatment seemed to yield 
lower post-CABG CK-MB levels, suggesting 
myocardial protection. 

Myocardial injury has been noted to 
occur during cardiac operations, causing 
serious arrhythmias, myovascular damage, 
new necrosis, mechanical stunning and low 
cardiac output syndrome post-op, according 
to the study authors. 

TMZ, an anti-ischemic drug that modifies 
metabolic function, has been thought to 
optimize cardiac metabolism by decreasing 
fatty acid oxidation through the selective 
inhibition of mitochondrial 3-ketoacyl CoA 
thiolase. TMZ also buffers against oxidative 
stress associated with free fatty acid, lessens 
oxygen demand by decreasing oxygen 
consumption, and improves mitochondrial 
metabolism and cardiac performance during 
ischemia, the authors discussed.

According to the study, the lower CK-
MB levels in the TMZ group suggested 
myocardial protection, but the relatively 
small number of population in both  
studies may render the results insignificant 
and cannot be completely taken as a 
myocardial protective effect. Study authors 
recommend more studies are needed to  
find out if pre-operative TMZ would 
translate to cardioprotective benefits in large 
populations.                                                    

Pre-op trimetazidine shows promise in 
myocardial protection  
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Gabriel Angelo Sembrano, RN

K nown for lowering cholesterol lev-
els by inhibiting the enzyme HMG-
CoA reductase, statins have pleio-

tropic effect and have been commonly used 
for patients with coronary artery diseases, 
according to Dr. Koji Hasegawa, Governor of 
Japan International Society of Cardiovascular 
Pharmacotherapy. “These pleiotropic effects 
include inhibition of inflammation and fibro-
sis,” he added.

Hasegawa pointed out that “statins may 
be useful in treating chronic heart diseases” 
but roles of different types of statins have 
yet to be clarified. “Effects of statins on heart 
failure may be distinct among different types 
of statin agents,” he added. 

The Subanalysis of Scandinavian Simvas-
tatin Survival Study of Dr. John Kjekshus 
et al., involving 4,444 patients with coro-
nary heart disease but without evidence 
of heart failure showed that the simvas-
tatin group presented 21 percent high-
er in the proportion of patients that did 
not experience heart failure compared to 
the placebo group [Diabetes Care. 1997;20: 
614-20]. 

A similar result was also shown by 
Dr. Koichi Node et al., in a study entitled 

Short-term Statin Therapy Improves Cardiac 
Function and Symptoms in Patients With Id-
iopathic Dilated Cardiomyopathy. This study 
demonstrated that patients treated with 
simvastatin had a lower (p<0.01) New York 
Heart Association functional class com-
pared with patients receiving placebo. 
This corresponded to improved left ven-
tricular ejection fraction in the simvastatin 
group (p<0.05) but not in the placebo group  
[Circulation. 2003; 108: 839-843].

Hasegawa stressed that “while simvas-
tatin appeared to ameliorate heart failure,” 
some studies demonstrated no beneficial ef-
fects of rosuvastatin. 

In a separate study by Kjekshus et al., 
entitled Controlled Rosuvastatin Multinational 
Study in Heart Failure (CORONA), the 
rosuvastatin group demonstrated (p=0.12) 
no statistically significant difference in 
the number of deaths from cardiovascular 
causes, nonfatal myocardial infarctions 
and nonfatal strokes as compared with 
the placebo group [N Engl J Med 2007;357: 
2248-2261]. 

The same result was found in the random-
ized, double-blind, placebo-controlled trial 

Heart expert reports updates on statin 
use for heart failure

‘‘ Effects of statins on heart 
failure may be distinct among 
different types of statin agents

Turn to page 39

‘‘While simvastatin appeared 
to ameliorate heart failure, 

some studies demonstrated no  
beneficial effects of rosuvastatin
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Dr. Yves St. James Aquino

T he Philippines Department of Health 
(DoH) and the Food and Drug Ad-
ministration have announced recalls 

of certain drugs. The following companies 
and their products were included in recent 
advisories.

Pfizer Consumer Healthcare voluntarily 
recalled its Robitussin DM product contain-
ing dextromethorphan HBr 15 mg and guai-
fenesin 100 mg per 5 ml due to error in la-
beling. The dosage label, which should have 
indicated 1/2 teaspoonful equivalence to 2.5 
mL, indicates 1 teaspoonful. 

The Cathay Drug Company informed FDA 
that it voluntarily recalled Profurex 750 mg 
sterile powder for injection (IM/IV) product 
with Lot No. P116069 due to manufacturing 
deficiencies.  The product is manufactured 
by Biolab Co., LTd of Thailand. According to 
the advisory, a report has noted that a broken 
glass was found inside a vial of the profurex 
750 mg sterile powder for injection. 

Novartis Healthcare Philippines, Inc. re-
called its Varemoid Forte 200 mg product 

SCT Batch 1201 due to “presumed contami-
nation with Pseudomonas aeruginosa and Bur-
kholderia cepacia.” According to the advisory, 
root cause analysis showed that the problem 
was caused by the new lot of Narogel used 
which was initially negative, but upon the 
conduct of confirmatory tests already ap-
peared to be positive for the said bacteria.

The advisory warns that these products 
may present health risk to the consuming 
sector of the public, and anyone who may 
have bought the affected products are ad-
vised to stop using the products and coordi-
nate with the mentioned establishments.

Lastly, GlaxoSmithKline Philippines, Inc. 
has informed FDA as it recalled Valda Lem-
on Pastilles due to mislabeling. The affected 
products were wrongly packed with a Valda 
Menthol tin base instead of a Valda Lemon 
tin lid, said the advisory. The affected batch-
es include batch 220212M and batch 220212L, 
both manufactured last February 22, 2012 in 
Malaysia. Individuals who have bought the 
affected products are advised to coordinate 
with the mentioned establishment.                  

DoH and FDA report product recalls 

on the effects of rosuvastatin in patients with 
chronic heart failure by GISSI-HF investiga-
tors. The researchers concluded that there 
was no significant difference in the time of 
death – to all causes – between those who 
were taking rosuvastatin and those under 
placebo (p=0.094) [The Lancet 2008 Aug 29].

According to Hasegawa, the main causes 
of heart failure are hypertensive heart dis-

eases, old myocardial infarction, valvular 
heart diseases and cardiomyopathy.

“Especially the hypertensive heart dis-
eases and old myocardial infarction, these 
two disease states are associated with com-
mon enlarged heart diseases; so the frequen-
cy of these disease states are increasing not 
only in Asia but also all over the world,” 
said Hasegawa.                                            

From page 38
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Managing dermatologic toxicities of 
targeted cancer drugs
Naomi Rodrig

Cancer therapies targeting the epider-
mal growth factor receptor (EGFR) are 
notorious for their dermatologic side 

effects, which often need to be addressed in 
general practice, according to Dr. Alex Chan, a 
pharmacy specialist at the National University  
of Singapore.

“EGFR inhibition with the monoclonal an-
tibodies cetuximab and panitumumab, or ty-
rosine kinase inhibitors [TKIs] such as gefi-
tinib or erlotinib, is associated with abnormal 
chemokine expression and cell differentiation, 
stimulating the recruitment of inflammatory 
cells, which leads to cutaneous injury,” he ex-
plained. “This can manifest as pruritus or rash, 
hair loss, eyelash abnormalities, nail changes 
and hair loss, all of which might be quite pain-
ful and disturbing for patients.” 

Chan noted that the severity of rash has 
been positively correlated with tumor re-
sponse to cetuximab in clinical trials. “Further-
more, greater rash severity was also associated 
with longer median survival in patients receiv-
ing cetuximab, erlotinib or gefitinib. Therefore, 
it may be useful to inform patients that rash 
actually indicates response to their cancer ther-
apy,” he suggested. 

  On initiation of EGFR-targeted therapy, 
patients should be advised to moisturize dry 
body areas, minimize exposure to sunlight, and 
shower with bath oil for trapping moisture. 
“If rash develops, suggest cold compresses to 
minimize itchiness, and avoidance of friction or 
pressure on the affected areas,” advised Chan.

 For more severe cases, pharmacotherapy 
is indicated, and should be tailored to the 
type of lesion, such as emollients to allevi-

ate dryness or topical antiseptics to dry pus-
tules. “Topical or oral antimicrobials are 
indicated to treat severe erythroderma asso-
ciated with secondary infections, while cor-
ticosteroids have anti-inflammatory effects,” 
he said. “Antihistamines may be also used  
to provide relief for pruritus.”

 Chan stressed that treatments of skin toxicities 
should be easy to administer and provide rapid 
results, to ensure patient compliance. However, 
most of them also have adverse effects, such as 
photosensitization or gastrointestinal upset with 
antibiotics, or skin atrophy with chronic use of 
steroids. “Many reports advise against the use of 
retinoids, as they have overlapping adverse re-
actions with EGFR inhibitors and may interfere 
with their anti-tumor  activity,” he noted.

“Current research is focusing on topical vita-
min K3, which has demonstrated efficacy in pre-
venting erlotinib- and cetuximab-induced skin 
toxicities in animal studies,” added Chan. 

 In general, he advised that physicians consult 
clinical practice guidelines for the prevention 
and treatment of EGFR inhibitor-associated der-
matologic toxicities. Published last year by the 
Multinational Association of Supportive Care 
in Cancer (MASCC) Skin Toxicity Group, the 
guidelines provide detailed recommendations 
for managing skin as well as other dermatologi-
cal toxicities, including grading of evidence for 
the various treatment options. [Support Care Can-
cer 2011;19:1079-1095]

 When dermatologic toxicities become intoler-
able despite treatment, dose modification of the 
EGFR inhibitor, treatment holiday or treatment 
discontinuation might be prescribed by the at-
tending oncology specialist.   
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Dr. James Salisi 

Elevated interleukin-10 (IL-10) levels pre-
dict long-term adverse events such as 

deaths and non-myocardial events but are 
not significantly associated with composite 
outcomes, Dr. Julien Ann Jeciel and Dr. Phil-
ip Chua concluded in a meta-analysis they 
conducted in Cardinal Santos Medical Cen-
ter.

IL-10 is an important molecular media-
tor that regulates inflammation. Elevated 
serum levels of IL-10 mark systemic inflam-
matory response and thus has been explored 
as a marker for acute coronary syndrome. 
Past studies measuring serum levels of IL-
10 in patients with acute coronary syndrome 
(ACS) showed that elevated IL-10 levels were 
independently associated with increased 
risk of death and non-fatal MI in patients 
with acute coronary syndrome. 

So, the investigators set out to determine 
whether elevated serum IL-10 is associated 
with risk of cardiovascular events by analyz-
ing these past studies and comparing their 
results. 

Studies with patients having symptoms of 
ischemia that could be verified by ECG and 
increased biomarkers or chest pain within the 
next 48 hours and patients admitted with a di-
agnosis of acute myocardial infarction (STEMI, 
NSTEMI), unstable angina and stable angina 

were included. While studies with patients 
having incomplete follow up and widely vary-
ing baseline characteristics were excluded.

Three studies fulfilled the inclusion criteria 
and reported death and non-MI as outcomes 
on follow up. The primary endpoints in the 
studies included had significant heterogene-
ity with p=0.09, and upon analysis using the 
random effect model showed that the overall 
relative risk is 1.06 with 95% confidence in-
terval of 0.57 to 1.96. However, an association 
between the composite outcomes and IL-10 
levels was not significant. 

This study further describes the role of 
IL-10 in the etiology of ACS as an immuno-
regulatory and anti-inflammatory cytokine 
that down-regulates and limits inflammation, 
which is a major component in the progres-
sion of atherosclerosis and acute thrombotic 
events.                                                                  

Elevated IL-10 predicts long-term 
adverse outcomes
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PATCHED profiles ACHD patients

Gabriel Angelo Sembrano, RN

P atients with adult congenital heart 
diseases (ACHD) seen at the Philip-
pine General Hospital Adult Con-

genital Heart Disease (PATCHED) out-pa-
tient clinic are mostly in their third decade, 
females, acyanotic and with simple lesions 
(eg, ASD, VSD and PDA), according to a 
cross-sectional survey by Dr. Angelo Dave 
Javier et al. His team also found out that 
there are only a few number of patients who 
underwent prior corrective surgery. 

The study aimed to describe the clinical 
profile of ACHD patients aged 16 years and 
above who were managed at the PATCHED 
clinic from August 2011 to April 2012. Us-
ing standard data collection forms, demo-
graphic and clinical data were obtained. 
Means were then taken for continuous data 
and percentages for nominal-level data. 

From the inclusion criteria of the study, a to-
tal of 60 patients – pertaining to 118 ACHD out- 
patient consults in 9 months – were ob-
served. The latter figure presented 2.8 per-
cent of the 4,173 adult cardiology consults.

The results showed that the average age 
of patients is 35.4 years old with a male to 
female ratio of 1 to 2.7. Most of the patients 
(92%) have unrepaired shunt lesions and 
around 25 percent of the total patient popu-
lation has cyanotic CHD, of which 40 per-
cent are primary CHDs while 60 percent are 
due to Eisenmenger physiology. Also pres-
ent are atherosclerotic risk factors like es-
sential hypertension, diabetes mellitus and 
dyslipidemia.

Researchers have found that the most com-

mon diagnosis in the unit is atrial septal defect 
(ASD) at 48 percent. This is followed by pat-
ent ductus arteriosus (PDA) at 20 percent and 
ventricular septal defect (VSD) at 17 percent. 
In terms of the medication given to ACHD 
patients, digoxin is the most commonly used 
drug at 43 percent. This is followed by angio-
tensin-converting enzyme inhibitor or angio-
tensin receptor blocker at 33 percent, diuretics 
at 23 percent and beta-blockers at 13 percent. 

The study also pointed out that for those 
patients diagnosed with ASD, the average  
defect size is 1.66 cm with an average Qp:Qs 
of 2.71 and a pulmonary arterial pressure 
(PAP) of 74.29 mmHg. Patients diagnosed 
with VSD have an average defect size of 1.18 
cm, Qp:Qs of 2.86 and PAP of 77.80 mmHg. 
For those who were diagnosed with PDA, the 
average defect size is 0.75 cm, Qp:Qs of 1.86 
and a PAP 34.50 mmHg. 

Survival rates increase among CHD pa-
tients to adulthood thanks to progress in pe-
diatric cardiology and cardiac surgery. There 
are approximately 1 million ACHD patients 
in North America, and this number rises by 5 
percent annually. A definite figure pertaining 
to the number of ACHD patients in the Phil-
ippines is not available, but extrapolated data 
provide an estimate of around 200,000. 

Established in August 2011, the PATCHED 
out-patient clinic is “unique because it is  
situated in a resource-limited, tertiary, gov-
ernment-run, university hospital manned by 
both adult and pediatric cardiology fellows 
and sees not only adult patients but also those 
of the grown-up, late-adolescent age group,” 
study author stated.                                               
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Dr. Yves St. James Aquino

T he Department of Health recently re-
leased a statement regarding updated 

reporting of suspected cases of HFMD in hos-
pitals around the country. This is part of DoH 
efforts to detect severe disease caused by En-
terovirus-71 (EV-71).

Secretary Enrique Ona of the Department 
of Health instructed the Bureau of Quaran-
tine to further increase the screening of all ar-
riving travelers to prevent the spread of the 
respiratory-neurological syndrome that have 
killed at least 60 children in Cambodia since 
April this year.

“In recent years, HFMD has caused out-
breaks in several countries in the Asian region 
and has become an emerging threat following 
the almost complete eradication of polio. In 
contrast to polio, there are no available vac-
cines against EV-71 infections,” said the DOH 
statement released last July.

Southeast Asian countries, and the rest 
of the world, were alerted by the “mys-
tery disease” that resulted in deaths of 
children in Cambodia. The mystery virus  
was eventually identified by the World 
Health Organization (WHO) and Cam-
bodia’s Ministry of Health as EV-71, 
which was present in samples collected  
from patients. 

EV-71 has been associated with the dead-
ly form of hand, foot and mouth disease 
(HFMD). The health department cautions 
members of the community not to confuse 
HFMD with foot and mouth disease in ani-
mals, which affect cloven-hoofed animals, 

such as sheep, goats and pigs.
According to US Centers for Disease Con-

trol and Prevention, HFMD is a viral illness 
affecting infants and children, and sometimes 
adults, caused by Enteroviruses, which in-
clude polioviruses, coxsackieviruses, echovi-
ruses and enteroviruses. In infected persons, 
the viruses are found in the nose and throat 
secretions, fluid in blisters and stools. It is 
transmitted from person to person by direct 
contact.

The local health department explained that 
HMFD commonly affects young children, 
and may present with mild illness character-
ized by a few days of fever with skin rashes 
or lesions around the mouth, hands and feet. 
In addition, severe infections may cause neu-
rological diseases. Patients and caretakers 
are instructed to watch out for warning signs 
such as muscle twitching, paralysis and/or 
impaired consciousness, which would most 
probably entail hospital admission.

There are still no vaccinations, and efforts 
are focused on preventing the disease. DoH 
recommends proper hygiene and frequent 
hand washing to avoid transmission of the vi-
rus. Shared toys or teaching tools in school or 
daycare should also be wiped clean or disin-
fected regularly.

At present, throat specimens are sent to 
the Research Institute of Tropical Medicine 
to confirm the presence of the virus. Hospi-
tals are asked to submit reports of cases to 
the National Epidemiology Center, which 
is tasked to collect data as part of the Dis-
ease Surveillance System, according to the 
statement.  

Philippines health department urges 
updated reporting of HFMD
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Surg Br 2005;87:1454-8] Patients usually have 
an underlying source of infection. Back or 
neck pain is the most consistent symptom of 
pyogenic infection and is observed in 90 per-
cent of patients. It may be severe and is associ-
ated with paraspinal muscle spasm. The pain 
may occur at night and is usually present, re-
gardless of activity level. Radicular leg or arm 
pain is less common, but may be present with 
neurologic involvement, which occurs in 10 
percent of patients. Pyrexia is documented in 
approximately 50 percent of cases. 

Infections of the spine

Spinal infections account for 2 to 4 per-
cent of skeletal infection cases. The es-
timated incidence of vertebral osteomy-

elitis in the general population is 1.0 to 5.5 per 
250,000 population, with an increase among 
the elderly. The estimated incidence of epi-
dural abscess in the general population is ap-
proximately 0.25 to 12 per 10,000 population. 

The most common infecting organism is 
Staphylococcus aureus (55 to 90 percent). Oth-
er causes of pyogenic infections of the spine 
include Streptococcus, Pneumococcus, Entero-
coccus, Escherichia coli, Salmonella, Pseudomo-
nas aeruginosa and Klebsiella. Non-pyogenic 
(granulomatous) infections originate from 
Mycobacterium tuberculosis, Brucella, fungi and 
parasites.

Pyogenic spondylodiscitis is a bacterial in-
fection of the bony spinal column, interver-
tebral discs and ligaments of the extradural 
spine. Vertebral osteomyelitis is infection in 
the vertebral body itself. It may be caused by 
either a bacteria or a fungus. Discitis, or disc 
space infection, is an inflammatory lesion of 
the intervertebral disc that occurs more com-
monly in children than in adults. An epidural 
abscess is an infection that develops in the 
space around the dura. 

The clinical presentation of vertebral osteo-
myelitis depends on the infection site, organ-
ism type and the immune status. [J Bone Joint 
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Other clinical findings depend on the ex-
tent of the infectious process. A patient with 
a psoas abscess may have pain with hip ex-
tension. Cervical abscess formation can lead 
to torticollis or dysphagia. Radiculopathy, 
myelopathy or complete paralysis can occur 
with neural compression. Direct spread of the 
infection into the epidural space can cause 
meningitis. The diagnosis of spinal infection 
is often delayed in the elderly and immuno-
compromised patients  because of poor im-
mune response and the lack of clinical find-
ings.

Laboratory studies may be useful, but are 
usually nonspecific. White blood cell count 
will be elevated in 50 percent of cases of acute 
pyogenic osteomyelitis. The erythrocyte sed-
imentation rate (ESR) is a more sensitive test 
and is elevated in more than 90 percent of 

patients. Monitoring the C-reactive protein 
level is more helpful in following the course 
of treatment. Blood cultures are taken during 
fever spikes, but may be negative in up to 75 
percent of patients. Blood and urine cultures 
should be obtained before the administra-
tion of antibiotics.

Plain radiograph findings lag behind clini-
cal symptoms by up to 2 to 8 weeks. Disc 
space narrowing is the earliest and most con-
sistent finding. Computer tomography (CT) 
scans provide good detail of bony anatomy, 
including any sequestra or involucra. It can 
reveal destruction of vertebral body and frag-
mentation of the endplates.

Three-phase technetium-99m bone scan 
is sensitive (90 percent), but nonspecific (78 
percent), for spinal infections. It can be posi-
tive in the setting of osteoporotic fractures 

and neoplasms. Gallium-67 
citrate scans have similar 
sensitivity (89 percent), 
specificity (85 percent) and 
accuracy (86 percent) as 
technetium scans in evalu-
ating pyogenic spinal infec-
tions. The combination of 
these studies (gallium and 
technetium scans) have an 
accuracy of 94 percent.

Magnetic resonance im-
aging (MRI) is the best mo-
dality for the diagnosis and 
evaluation of spinal infec-
tions because it provides 
excellent imaging of soft 
tissue, neural elements and 
inflammatory changes in 
the bone. It has an extremely 
high sensitivity (96 percent) 
and specificity (93 percent) 

Anatomic  
Location Structure Condition

Anterior 
Spine

Vertebral body Vertebral osteomyelitis

Spondylodiscitis
Tuberculous spondylitis

Intervertebral disc Discitis
Paravertebral space Paravertebral abscess

Psoas abscess
Retropharyngeal abscess

Posterior 
Spine

Subcutaneous space Superficial wound infec-
tion
Infected seroma

Subfascial space Deep wound infection
Paraspinous abscess

Posterior elements Osteomyelitis
Spinal canal Epidural space Epidural abscess

Meninges Meningitis
Subdural space Subdural abscess
Spinal cord Intramedullary abscess

Table 1: Classification of spinal infections.
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in detecting infections of the vertebral column.  
[J Am Acad Orthop Surg 2002;10(3):188-97]

The definitive diagnosis of spinal infection 
requires the identification of the causative or-
ganism through a positive blood culture or 
from a biopsy and culture from the infected 
site. Spinal biopsies may be done percutane-
ously, using CT scans or fluoroscopy to local-
ize the focus of infection.

The accuracy of closed biopsy techniques 
varies and has been reported to be about 70 
percent, while open biopsies are diagnostic 
in more than 80 percent of cases. Antibiotics 
must not be started until the biopsy is done 
and sufficient tissue is obtained for culture, 
gram stain and histology. 

The aim of treatment is to eradicate the in-
fection, restore and preserve the structure and 
function of the spine, relieve pain and pre-
vent relapse. Conservative management con-
sists of antimicrobial therapy, physiotherapy 
and immobilization. In patients without neu-
rological deficits, medical treatment is typi-
cally the first line of treatment. Eight weeks 
of parenteral antibiotics is recommended, 
typically with a drug regimen consisting of 

two or more antibiotics. Adequate preopera-
tive nutritional support and management of  
predisposing factors are essential to ensure a 
successful outcome.

The prognosis of spinal infections is de-
pendant on the clinical and neurological con-
dition of the patient at presentation and if 
there is a delay in diagnosis. Blood cultures, 
appropriate imaging and biopsy are essen-
tial in making an early diagnosis. A high in-
dex of suspicion is required. The prognosis 
is worse in the elderly, more cephalad lesion, 
associated diabetes, rheumatoid arthritis and 
immune deficiency disorders. Mortality is re-
lated to delay in diagnosis and treatment. Al-
though the mortality rate has improved over 
past several decades, it is still significant at 14 
percent.

Anatomical classification
 Vertebral osteomyelitis (Spondylitis)
	Disk space infection (discitis)
	Spinal epidural abscess
	Facet joint infection
	Pyomyositis

Etiological classification
	Pyogenic spinal infection
	Granulomatous infections
 •  Tuberculosis of the spine (Pott’s disease)

• Brucellosis
• Actinomycosis 

	Fungal spinal infection
	Parasitic spine infection

Table 2: Predisposing factors for spinal 
infection
	Advanced age
	Diabetes
	Rheumatoid Arthritis
	Cancer

Figure 10: Cross section of spine.



49 In  Pract ice1-15 September 2012

	Obesity
	Other infections -- urinary, chest, septice   

mia
	Immune suppression
	Intravenous drug abuser
	Long-term steroid use
	Anticancer treatment
	Poor nutrition
	HIV infection
	Tuberculosis

Table 3: MRI findings in spinal infection
 Vertebral endplate destruction.
 Bone marrow and disc signal abnormali-

ties.
 Paravertebral or epidural abscesses.
 Typical signal pattern of acute spinal infec-

tion: 
• Increase in fluid signal because of mar-

row edema.
• Signal decrease in T1-weighted se-

quences.
• Signal increase in T2-weighted se-

quences.

Table 4: Indications for medical treatment
  Poor surgical candidate due to concomi-

tant medical problems.
 Abscess involving a considerable length of 

the spinal canal.
 Patients not suffering from severe loss of 

spinal cord or cauda equina function.
 Patients with complete paralysis for more 

than 3 days.

Table 5: Indications for surgery
	To obtain a tissue diagnosis after a failed 

closed needle biop sy or an inaccessible lo-
cation. 

	Drainage of an abscess that is causing sep-
sis or neurologic deficit.

	Treat neurologic deficit secondary to com-
pression either by the infection (abscess or 
granulation) or structural destruction.

	Structural instability or deformity. 
	Failure of medical management.
	Significant bony involvement. 
	Failure of intravenous antibiotics alone to 

eradicate the infection.  

Tuberculosis Pyogenic
Duration Long standing history of months 

to years.
Days to months

Commonest Location Thoracic spine followed by thora-
co-lumbar region.

Lumbar spine

> 3 contiguous  
vertebral body  
involvement

Common – 42 percent. 19 percent . Mostly involves 1 
spinal segment – 2 vertebrae & 
intervening disc.

Vertebral collapse 67 percent 21 percent 
Bone destruction 73 percent 48 percent 
Disc destruction Less frequently and severe. 

Spared in central type of TB.
Common

Paraspinal and epidural 
abscesses

60 percent 
Large involving many contiguous 
vertebral bodies level.

30 percent 
Rare

Table 6: Differences between tuberculous and pyogenic spinal infection.



50 Humor1-15 September 2012

"Go ahead, take those,  
I'm curious to see what will they do to you!"

"Do you have to go on and on about how gross  
the whole thing is?"

"What's halitosis?" "It was just a joke!"

"Glad you could make it!"

"Do you know what gets me? 
You put on a white coat and right 

away everybody thinks  
you are a doctor!"



Chinese Alliance Against Lung Cancer (CAALC)

English Sessions Highlights：

Mechanical Ventilation
Sleep Apnea
Update Biomarkers and Therapeutic Strategies in
Airway Diseases
State-of-the-art Ventilation Strategy
Highlight on COPD Management
ALI Forum - Mechanism and New Drug Target
Plenary Session - Message from ATS
Infection and Immunity
ALI Forum - Mechanism and New Drug Target
Translational Respiratory Medicine

Please visit www.isrd.org for further details

Nearly 100 Academic Speakers,
15 Sessions and 6 Special Topics

ISRD 2012
The very first joint scientific sessions

with the American Thoracic Society
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September

37th Annual General  Meeting and  
Dermatology Congress
14/9 to 17/9; Melaka
Info : Leo Pharma
Tel : (03) 7880 8710 
Fax : (03) 7880 3170
Email : pdm37_leopharma@yahoo.com
www.dermatology.org.my

15th Penang Teaching Conference  
for General Practitioners
21/9 to 23/9; Penang
Info : Mr SP Palaniappan
Tel : (04) 220 2188
Fax : (04) 220 2188 / 226 2994
Email : 15gpcourse@gmail.com
www.mma.org.my/MediaandEvents/Events/Events_
Sep2012/tabid/402/Default.aspx

Scientific Committee of the  
National Gynae-Oncology Conference 2012
21/9 to 23/9; Kuala Lumpur
Info : Dr Janani Sivanathan / 
  Dr Tan Gaik Imm
Tel : (013) 3360 9676 / 
  (016) 280 9910
Email : ngocmalaysia@gmail.com

SAAARMM/MAAM/INMA Joint Symposium on 
Anti-Aging, Aesthetic and  
Regenerative Medicine
22/9; Melaka
Info : Secretariat
Tel : (03) 4041 0092 / 4041 6336
Fax : (03) 4042 6970
Email : info@saamm.com
www.saaarmm.org 

MALAYSIA EVENTS
1st International Congress for Joint Reconstruc-
tion – South East Asia Scientific Meeting 2012
28/9 to 30/9; Kuala Lumpur
Info : Secretariat
Tel : (016) 206 9610
Fax : (03) 6207 6795
Email : icjrsea2012@bloomcomm.com
www.icjrsea.com/

Annual Scientific Meeting in Intensive Care  
(ASMIC) 2012
28/9 to 30/9; Kuala Lumpur
Info : Secretariat
Tel : (03) 4023 4700 / 4025 4700 
Fax : (03) 4023 8100
Email : secretariat@msic.org.my
www.msic.org.my

October

6th Cardiology Update ‘Advances in Cardiology’
12/10 to 14/10; Kota Bharu
Info : Ms May Kang
Tel : (09) 767 3985 / (019) 263 2871
Fax : (09) 767 3986
Email : cardiousm-2012@yahoo.com.my
www.malaysianheart.org

Diabetes Asia 2012 Pre-Conference Workshop
17/10, Kuala Lumpur
Info : NADI
Tel : (03) 7876 1676/ 7876 1677
Fax : (03) 7876 1679
Email : enquiry@nadidiabetes.com.my
www.diabetesmalaysia.com.my 

December

10th Asia-Pacific Conference on  
Human Genetics 2012 (APCHG2012)
5/12 to 8/12; Kuala Lumpur
Info : Marcus Chew
Tel : (03) 2162 0566
Fax : (03) 2161 6560
Email : info@apchg2012.org
www.apchg2012.org
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INTERNATIONAL EVENTS

October

International Society of Hypertension  
24th Scientific Meeting
30/9 to 3/10; Sydney, Australia
Info : Secretariat
Email : secretariat@ish-world.com
www.ish-world.com/default.aspx?FutureMeetings

48th Annual Meeting of the European Association 
for the Study of Diabetes
1/10 to 5/10; Berlin, Germany
Info : Secretariat
Email : secretariat@easd.org
www.easd2012.com

Russian National Congress of Cardiologists
3/10 to 5/10; Moscow, Russia
Info : Secretariat
Email : vnok.pr@gmail.com
www.scardio.ru

15th Biennial Meeting of the European Society for 
Immunodeficiencies 
3/10 to 6/10; Florence, Italy
Info : Secretariat
Email : esid@kenes.com
www.kenes.com/esid

Asia Pacific Heart Congress 2012 
11/10 to 14/10; Beijing, China
Info : Secretariat
Email : secretariat@heartcongress.org
www.heartcongress.org

23rd Great Wall International Congress of  
Cardiology (GW-ICC) &  
Asia Pacific Heart Congress 2012 
11/10 to 14/10; Beijing, China
Info : Secretariat
www.heartcongress.org

42nd Annual Meeting of the  
International Continence Society
15/10 to 19/10; Beijing, China
Info : Secretariat
Email : ics@kenes.com
www.kenes.com/ics

November

8th International Symposium on Respiratory  
Diseases & ATS in China Forum 2012
9/11 to 11/11; Shanghai,China
Info : Secretariat
Email : secretariat@isrd.org
www.isrd.org
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ANNOUNCEMENT

Diabetic Foot Care Symposium /  
Workshop 1
21/9; Selangor
Info : Ms. Parames/ Ms. Penny/  
  Ms. Nur Bazlin
Tel : (03) 7957 4062 / 63
Fax : (03) 7960 4514
Email : diabetes@streamyx.com
www.diabetes.org.my

Insulin Therapy Symposium / Workshop 2
22/9; Selangor
Info : Ms. Parames/ Ms. Penny/ 
  Ms. Nur Bazlin
Tel : (03) 7957 4062 / 63
Fax  : (03) 7960 4514
Email : diabetes@streamyx.com
www.diabetes.org.my

Updates in Occupational Lung and  
Skin Diseases 
1st Technical Workshop
22/9 to 23/9; KL
Info : Ms Nur Fadhlina Othman
Tel : (03) 7967 7527 / 4756
Fax : (03) 7967 4975 
Email : lienn@ummc.edu.my
http://spm.um.edu.my/events

Menopause Medicine and Counselling  
the Menopausal Patient
22/9 to 23/9; Selangor
Info : Ms. Sally Siew 
Tel : (03) 7718 1600 / 1610
Fax : (03) 7718 6667
Email :  sally.siew@merck.com

HKL Basic Emergency  
Radiography Course
13/10; KL
Info : En. Saharuni
Tel : (03) 2615 5935
Fax : (03) 2698 4035
Email : hklmocourse@gmail.com
www.malaysianheart.org

2013

Malaysian Society of Hypertension  
10th Annual Scientific Meeting
1/2 to 3/2; KL
Info : Secretariat
Tel : (03) 7948 1888
Fax : (03) 7948 1818
Email : andy.yap@novartis.com / sharine.
chee@novartis.com
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