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Message from the President
This year we celebrate the 60 th anniversary of the Society. Sixty years is a long stretch
of time. During this period we witnessed the rapid development of medical science
including the better understanding of cellular and molecular biology, and genetics and
their integration into everyday use. Medical practice has also changed tremendously;
there is more subspecialization, and health maintenance organizations have expanded
greatly. Doctor-patient relationships are no longer the same; there is now greater demand
on good communication with patients who are well informed and ready to take action on
any dissatisfaction.
The Society had its usual toll of ups and downs, but we are very glad to say that today
the Society is in great shape. We have stood the test of time and grown with the developments in the field. The Society actively provides CME - which is now mandatory for
specialists - and publishes a journal that provides up-to-date knowledge for doctors.
I am most grateful to the group of members who contribute to the work of the Society,
including our journal editors and programme directors for the CME courses, and the
speakers at our lectures, Also, I wish to express my sincere appreciation to you for joining
our activities.

Dr Lam Tat Chung, Paul (

)

President

Welcome Message
Dear all,
It always gives me great pleasure to welcome you to our scientific meeting!
We will have a tightly packed program today, covering many areas in clinical
medicine. I wish to thank all our distinguished speakers, who are not only
generous in sharing their expertise, but also in sharing their valuable time
with us on a Sunday. I further wish to pay tribute to all the participants, as it
is your attendance that makes this meeting an ongoing success. We hope
you enjoy the science and friendship! Welcome to all again!

Professor Tsang Wah Tak, Kenneth (

)

Vice President
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Enable patients to
not only feel better
but to think and do
better2,3,5,9

Brintellix takes care of more than mood

Brintellix is a new antidepressant with
Multimodal Activity1,4
Brintellix is efficacious in treating all the
symptoms of depression (assessed by
MADRS) across a range of patients2-5
Brintellix also significantly improves
cognitive performance in depressed patients
and reduces the cognitive symptoms of
depression2,9 that affect most patients6
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• These include: concentration
difficulties, poor attention, problems
with memory and difficulty planning6-8
Brintellix is well tolerated4,5,10-12
Starting adult dose on 10mg once daily
without the need for titration4
* MADRS - Montgomery–Åsberg Depression Rating Scale

Full prescribing information is available upon request.

BRINTELLIX (VORTIOXETINE) – PRESCRIBING INFORMATION
Presentation: Film-coated tables 5mg, 10mg and 20mg. Indication: Treatment of major depressive episodes in adults. Dosage: Adults: starting and recommended dose is 10mg, once-daily, taken with or without food. Elderly ≥65 years: Starting dose 5mg. Children and
adolescents (<18 years): should not be used. Discontinuation: Patients can abruptly stop taking the medicinal product without the need for a gradual reduction in dose. Contraindications: Hypersensitivity to vortioxetine or to any of the excipients. Combination with
MAO-inhibitors. Should not be used during pregnancy or lactation unless clearly needed an after careful consideration of the risk/benefit. Special warnings and precautions: Depression is associated with an increased risk of suicidal thoughts, self-harm and suicide. It
is a general clinical experience that the risk of suicide may increase in the early stages of recovery. Close supervision of high-risk patients should accompany drug therapy. Patients (and caregivers) should be alerted about the need to monitor for any clinical worsening,
suicidal behaviour or thoughts and unusual changes in behaviour and to seek medical advice immediately if these symptoms present. Should be introduced cautiously in patients who have a history of seizure or in patients with unstable epilepsy. Patients should be
monitored for the emergence of signs and symptoms of Serotonin Syndrome or Neuroleptic Malignant Syndrome. Should be used with caution in patients with a history of mania/hypomania and should be discontinued in any patient entering a manic phase. There
have been reports of cutaneous bleeding abnormalities with the use of SSRIs/SNRIs. Hyponatraemia has been reported rarely with the use of SSRIs/SNRIs Caution should be exercised for patients with renal or hepatic impairment. Interactions: Caution is advised when
taken in combination with MAO-inhibitors, serotonergic medicinal products, products lowering the seizure threshold, lithium, trypthophan, St. John’s Wort, oral anticoagulants or antiplatelet agents, and products predominantly metabolised by the enzymes CYP2D6,
CYP3A4, CYP2C9 and Cytochrome P450. Undesirable effects: Adverse reactions are most frequent during the first or second week of treatment and usually decrease in intensity and frequency with continued treatment. Very common: Nausea. Common: Decreased
appetite, abnormal dreams, dizziness, diarrhoea, constipation, vomiting, itching. Uncommon: Grinding one’s teeth, flushing, night sweats. Overdose: Symptomatic treatment. Marketing authorisation holder: Lundbeck HK Limited. Revision Date: 28 April 2015. Full
prescribing information is available upon request

HK-BRIN-2016.08-00008270

Lundbeck HK Limited

Cognitive Impairment in Major Depressive
Disorder
Figure. The multimodal action of vortioxetine as an antidepressant

Vortioxetine
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Modulation of neurotransmission in
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and acetylcholine3
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5-HT3
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Agonist1,2,3

Partial Agonist1,2,3

5-HT, serotonin; SERT, serotonin transporter. The precise contribution
of the individual targets to the observed pharmacodynamic profile
remains unclear and caution should be applied when extrapolating
animal data directly to humans.

C

ognitive impairment is one of the
important symptoms in major
depressive disorder (MDD), and
is included in both the Diagnostic and
Statistical Manual of Mental Disorders
(DSM-5) and International Classification
of Diseases (ICD-10) definitions for MDD.
The domains of affected cognition
include
attention,
memory/learning,
executive functioning and psychomotor
speed. Patients will report these
symptoms as inability to concentrate,
forgetfulness, indecisiveness, tiredness,
slowness to react, etc. During the acute
phase of MDD, 94% of patients suffer
from cognitive symptoms.
It is found that there is a common
neurobiological basis for cognitive dysfunction and depression. Monoamines are
involved in both conditions; hippocampal
atrophy is demonstrated in depression
(as in Alzheimer’s disease); imaging
studies show neurocircuitry dysfunction
in the same pathways in depression and
cognition; and neuroinflammatory and
metabolic changes affect both mood
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and cognition. Other causes of cognitive
dysfunction in patients with depression
include age-associated cognitive decline,
mild cognitive impairment, dementing
disorders (eg, vascular and Alzheimer’s
disease), sleep disorders, brain trauma,
substance abuse and side effects of
psychotropic drugs. Around 50% of
depressed patients report that cognitive
difficulties severely interfere with their
occupational functioning. Even between
depressive episodes, 44% of patients
still suffer from significant cognitive
symptoms. Remitted patients continue to
show impairments in executive function,
memory and attention.
Cognitive symptoms can be
assessed by (1) clinician rating by
interview or behavioral observation, (2)
clinician-administered bedside tests,
(3) objective neuropsychological tests
and (4) self-report questionnaires and
scales. It was found that overall functional impairment was associated with
increased patient-reported cognitive
disorder.

Antagonist1,2,3
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Vortioxetine is a new antidepressant
with multimodal activity including the
inhibition of 5-hydroxytryptamine (5-HT)
reuptake and direct action on 5-HT1a,
5-HT1b, 5-HT1d, 5-HT3 and 5-HT7 receptors
(Figure). In multiple studies, it has been
shown to be effective for the treatment of
MDD in patients with severe depression,
in depressed patients with high levels
of anxiety and in elderly patients. It is
effective for long-term maintenance for
up to 52 weeks. Moreover, in patients
with suboptimal response to selective
serotonin re-uptake inhibitors (SSRIs)
or serotonin–norepinephrine reuptake
inhibitors (SNRIs), it is found to be
effective and superior to agomelatine.
Moreover, vortioxetine was found in a randomized, double-blind, placebo-controlled
study to be effective in the treatment of
cognitive impairment associated with
MDD, including the areas of memory,
executive function, speed of processing
and attention.
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Idiopathic Pulmonary Fibrosis –
Diagnosis and Management

I

diopathic pulmonary fibrosis (IPF)
is a rare chronic fibrosing interstitial
pneumonia of unknown cause, characterized by progressive worsening in
lung function and dyspnoea with an associated prognosis similar to, or worse than,
that of many cancers. IPF is a distinctive
clinicopathologic entity and the most
common form of progressive diffuse
lung scarring in older adults. IPF manifests

histopathologically as the usual interstitial
pneumonia pattern. The usual interstitial
pneumonia pattern is distinguished by
geographically and temporally heterogeneous fibrosis that is peripherally
accentuated, often with honeycombing
and traction bronchiectasis. IPF is not the
only disease that leads to end-stage lung
fibrosis, several other entities may also
cause advanced fibrosis. The diagnosis
is often adequately made by high clinical
suspicion and a high-quality computerized tomography (CT) thorax scan,
usually done as a low-dose scan, rather
than high-resolution scan which results
in higher radiation exposure. Surgical
lung biopsies are usually not necessary
for experienced radiologists and pulmonologists. The differential diagnosis is
complex and should include connective
tissue disease-associated interstitial lung
disease, chronic hypersensitivity pneumonitis, advanced pulmonary Langerhans
cell histiocytosis, end-stage pulmonary
sarcoidosis, Erdheim-Chester disease
and Hermansky-Pudlak syndrome. The
traditional use of steroid and immunosuppressives in the treatment of IPF is
no longer acceptable for most patients
due to poor efficacy and side effects.

As we gain a better undertanding of the
pathogenesis and mechanisms driving
disease pathology, a host of novel agents
are being tested both preclinically and
clinically. However, even with this deeper
understanding and positive preclinical
supportive data, negative trial outcomes
are frequently reported, highlighting the
problems faced in treating such a heterogeneous disease with a varied clinical
course. Recently, two therapies that slow
disease progression, nintedanib and pirfenidone, have been approved for the
treatment of IPF. Yet the clinical unmet
need is still high for IPF patients given the
failure of therapies to stop disease progression along with their potential sideeffect profiles. This lecture will provide
case studies, a diagnostic scheme and
a treatment outline for patients with IPF
in Hong Kong. IPF is a complex and rare
disease which is often underdiagnosed,
and thus patients often present at a late
and irreversible stage. Clinicians should
understand the syndrome and attempt to
diagnose this condition while there is still
the potential to provide useful treatment
to the patient.

To request personal copies of future issues of the Journal (subject to availability),
please send your name, address (local), position and telephone number to
Dr Lam Tat Chung, Paul (
) at drtclam@netvigator.com.
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Blood Cancers: No More Chemotherapy ?

M

alignancies of the haematolymphoid systems are com-

plicated entities in the terms of
biology and classification. There are over
1000 cases of lymphoma, 300 cases of

myeloma and 500 cases of leukaemia
of various kinds per year in Hong Kong.
Incidence increases with age and varies in
different ethnicities. Almost all haematolymphoid malignancies are treatable and
many are now curable. More importantly,
with increasing understanding on the pathophysiology of these diseases, targeted
agents are now available for a broad
spectrum of haemic malignancies. They are
even active in chemotherapy refractory and
relapsing cases, some even post-marrow
transplantation. As a result, many are now
used as first-line therapy and in many cases,
have completely replaced chemotherapy
as the therapy of choice. For diseases like
chronic myeloid leukaemia (CML) and acute
promyelocytic leukaemia (APL), upfront

chemotherapy is not indicated, and both
are curable with non-chemotherapy oral
medicines. For plasma cell myeloma (PCM),
non-chemotherapy protocols are better than
chemotherapy-containing
ones.
For
follicular lymphoma (FL) and chronic
lymphocytic
leukaemia
(CLL),
nonchemotherapy protocols can be used as
standard first-line therapy. Most of these
treatments can be taken at home or during
a short session at a clinic. Patients are indistinguishable from normal individuals and can
continue work and play, with minimal loss
of quality of life. This remarkable journey of
evolution will be visited in acute myeloid
leukaemia, CML, acute lymphocytic leukaemia and CLL, as well as in lymphoma
and myeloma.

SGLT2 Inhibitors: A New Class of
Antidiabetic Drugs

T

he gliflozin drugs are a new class
of antidiabetic agents that work by
inhibiting sodium-glucose transport
protein 2 (SGLT2), and are therefore also
called SGLT2 inhibitors. SGLT2 is the major
cotransporter involved in glucose reabsorption in the kidney. SGLT2 is located

in the proximal tubule of the kidney and
mediates about 90% of renal glucose reabsorption. Inhibition of SGLT2 reduces such
reabsorption, leading to increased urinary
glucose excretion and an improvement in
glycaemic control in patients with type 2
diabetes mellitus (T2DM) with a low risk
of hypoglycaemia. Furthermore, urinary
glucose excretion results in weight loss,
possibly attributable to the loss of calories,
and a reduction in blood pressure as a
result of osmotic diuresis. As SGLT2
inhibitors modulate renal filtration, they are
ineffective if the glomerular filtration rate is
less than 60 mL/min.
At present, there are three SGLT2
inhibitors on the market, canagliflozin,
dapagliflozin and empagliflozin, which are
used in the treatment of T2DM. However,
because the mechanism of action is independent of pancreatic islet cell function,
these drugs are also being used in patients
with type 1 diabetes mellitus. Among
the three drugs, empagliflozin has the
highest selectivity for SGLT2 inhibition.
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Although these drugs have good tolerability, because they induce glycosuria,
they are associated with an increased risk
of urinary tract infection (5%), vaginal candidiasis and genital tract infection (2–5%).
Empagliflozin has been studied
in T2DM patients as a monotherapy
or as add–on therapy to metformin or
insulin. In the comparative studies with
either sitagliptin 100 mg or glimepiride
4 mg, empagliflozin was shown to be
noninferior to these agents in terms of
HbA1c reduction. Importantly, apart from
glucose control, empagliflozin has been
shown to reduce heart failure hospitalization and cardiovascular deaths. In the
process of lowering glucose reabsorption
and subsequently blood glucose concentrations, empagliflozin has also been
shown to reduce intraglomerular pressure
and improve hyperfiltration in patients
with diabetes mellitus, thereby slowing
the progression of kidney disease and
lowering the rates of clinically relevant
renal events in this population.
November 2016

FOR HER, THERE’S NO SUCH THING AS A SMALL FALL
Patients with osteoporosis face the danger of its consequences. With Prolia®,
the risk of fracture at the hip and other key sites was reduced significantly
vs. placebo at 3 years (P<0.05).1 And because the 6-monthly subcutaneous
injection2 is well tolerated,1 you can help protect them.

For the treatment of osteoporosis in postmenopausal women and in men at increased risk of fractures. Prolia® significantly reduces the risk of vertebral, non-vertebral and hip fractures.2
Prolia® (Denosumab) Abbreviated Prescribing Information
Prolia® (Denosumab) Solution for Injection in Pre-filled Syringe 60 mg/mL INDICATIONS Prolia is indicated for: i) treatment of
postmenopausal women with osteoporosis at high risk for fracture, defined as a history of osteoporotic fracture, or multiple risk
factors for fracture; or patients who have failed or are intolerant to other available osteoporosis therapy; ii) treatment to increase
bone mass in men with osteoporosis at high risk for fracture, defined as a history of osteoporotic fracture, or multiple risk factors
for fracture; or patients who have failed or are intolerant to other available osteoporosis therapy; iii) treatment to increase bone
mass in men at high risk for fracture receiving androgen deprivation therapy for nonmetastatic prostate cancer, and; iv) treatment
to increase bone mass in women at high risk for fracture receiving adjuvant aromatase inhibitor therapy for breast cancer. DOSAGE
AND ADMINISTRATION The recommended dose of Prolia is 60 mg administered as a single subcutaneous injection once every
6 months. Administer Prolia via subcutaneous injection in the upper arm, the upper thigh, or the abdomen. All patients should
receive calcium 1000 mg daily and at least 400 IU vitamin D daily. CONTRAINDICATIONS Hypocalcemia and pregnancy, as well as
hypersensitivity to any component of the product. SPECIAL WARNINGS AND PRECAUTIONS FOR USE Hypersensitivity: Clinically
significant hypersensitivity including anaphylaxis has been reported with Prolia. Symptoms have included hypotension, dyspnea,
throat tightness, facial and upper airway edema, pruritis, and urticaria. Hypocalcemia and Mineral Metabolism: Hypocalcemia may be
exacerbated by the use of Prolia. Pre-existing hypocalcemia must be corrected prior to initiating therapy with Prolia. Hypocalcemia
following Prolia administration is a significant risk in patients with severe renal impairment [creatinine clearance < 30 mL/min] or
receiving dialysis. Adequately supplement all patients with calcium and vitamin D. Serious Infections: Serious infections leading to
hospitalization were reported in clinical trial. Advise patients to seek prompt medical attention if they develop signs or symptoms
of severe infection, including cellulitis. Dermatologic Adverse Reactions: Dermatitis, eczema, and rashes. Most of these events were
not specific to the injection site. Consider discontinuing Prolia if severe symptoms develop. Osteonecrosis of the Jaw (ONJ): ONJ,
which can occur spontaneously, is generally associated with tooth extraction and/or local infection with delayed healing. A dental
examination with appropriate preventive dentistry is recommended prior to treatment with Prolia in patients with risk factors.

Patients who are suspected of having or who develop ONJ while on Prolia should receive care by a dentist or an oral surgeon.
Atypical Subtrochanteric and Diaphyseal Femoral Fractures: Atypical low-energy or low trauma fractures of the shaft have been
reported in patients receiving Prolia. Patients should be advised to report new or unusual thigh, hip, or groin pain. Suppression of Bone
Turnover: In clinical trials treatment with Prolia resulted in significant suppression of bone remodeling as evidenced by markers of
bone turnover and bone histomorphometry. Musculoskeletal Pain: Severe and occasionally incapacitating bone, joint, and/or muscle
pain. Consider discontinuing use if severe symptoms develop. INTERACTIONS In subjects with postmenopausal osteoporosis,
Prolia (60 mg subcutaneous injection) did not affect the pharmacokinetics of midazolam, which is metabolized by cytochrome P450
3A4 (CYP3A4), indicating that it should not affect the pharmacokinetics of drugs metabolized by this enzyme in this population.
PREGNANCY AND LACTATION Pregnancy: Category X. Breast-feeding: It is not known whether Prolia is excreted into human milk.
PEDIATRIC, GERIATRIC AND RENAL IMPAIRMENT Pediatric: Prolia is not recommended in pediatric patients. Geriatric: No overall
differences in safety or efficacy were observed in clinical studies between elderly patients and younger patients and other reported
clinical experience has not identified differences in responses between the elderly and younger patients, but greater sensitivity of
some older individuals cannot be ruled out. Renal Impairment: No dose adjustment is necessary in patients with renal impairment.
UNDESIRABLE EFFECTS The most common adverse reactions reported with Prolia in patients with postmenopausal osteoporosis
are back pain, pain in extremity, musculoskeletal pain, hypercholesterolemia, and cystitis. The most common adverse reactions
reported with Prolia in men with osteoporosis are back pain, arthralgia, and nasopharyngitis. The most common (per patient
incidence ≥ 10%) adverse reactions reported with Prolia in patients with bone loss receiving androgen deprivation therapy for prostate
cancer or adjuvant aromatase inhibitor therapy for breast cancer are arthralgia and back pain. Pain in extremity and musculoskeletal
pain have also been reported in clinical trials. The most common adverse reactions leading to discontinuation of Prolia in patients
with postmenopausal osteoporosis are back pain and constipation. OVERDOSE There is no experience with overdosage with Prolia.
Abbreviated Prescribing Information Version: US02/2015CDS13/IPI04

*Post-hoc analysis. ARR, Absolute risk reduction.

Please read the full prescribing information prior to administration and full prescribing information is available upon request.
This material is for the reference and use by healthcare professionals only.
For medical enquiries and adverse event reporting, please contact Medical Information at 800961142 (English only).
Prolia® and 博力加® are registered trade marks of Amgen Inc. © 2016 Amgen Inc. All rights reserved

Amgen Asia Holding Limited
Suites 408-12, 4/F, One Island East, 18 Westlands Road, Island East, Hong Kong
Tel: (+852) 2808 3988 Fax: (+852) 2808 2626

DP-HK-TF-0014-2016-May
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Oxidative Stress and Inflammation in
Atherosclerosis
thelial cells are particularly sensitive to
intracellular oxidative stress.4,5 In fact,
enhanced production of superoxide anion
was observed in human atherosclerotic
coronary arteries.6,7 It was also demonstrated that elevated production of
vascular ROS is linked to impaired endothelial function and progression of atherosclerosis in patients with coronary artery
disease.8 Additionally, oxidative stress upregulates the expression of pro-inflammatory mediators such as cytokines,
chemokines, and adhesion molecules in
vascular endothelium, which is one of the
earliest steps in the development of atherosclerotic lesion formation.3,9-11

A

therosclerosis is a chronic inflammatory disease associated with
cardiovascular events, including
myocardial infarction, unstable angina,
sudden cardiac death, stroke, and
peripheral vascular disease. It has been
predicted that atherosclerosis will be the
primary cause of death worldwide by
2020.1 Atherogenesis is initiated by endothelial injury due to oxidative stress associated with cardiovascular risk factors,
including diabetes mellitus, hypertension,
cigarette smoking, dyslipidaemia, obesity,
and metabolic syndrome. The impairment
of the endothelium associated with
cardiovascular risk factors has a direct
influence on the progression of the atherosclerotic process via effects on endothelial function, inflammation, fibrinolytic
balance, and plaque stability.
Cardiovascular risk factors lead to
increased reactive oxygen species (ROS)
in the vascular endothelium which play
an important role in the development
of atherosclerosis.2,3 It has become
apparent that endothelial dysfunction is
closely associated with an increased risk
of atherosclerosis, and vascular endo-

Inflammatory cells liberate a
number of reactive species at the site
of inflammation leading to exaggerated
oxidative stress.12 Conversely, a number
of reactive oxygen/nitrogen species can
initiate an intracellular signaling cascade
that enhances pro-inflammatory gene
expression.13,14 Thus, inflammation and
oxidative stress are closely related pathophysiological events that are tightly linked
with one another. In fact, experimental
data show the simultaneous existence
of low-grade chronic inflammation and
oxidative stress in many chronic diseases
such as diabetic complications, cardiovascular and neurodegenerative diseases,
alcoholic liver disease, and chronic kidney
disease.15-25
Oxidative stress and inflammation are associated with many clinical
diseases. In an article published in the
European Heart Journal (July 2016), the
authors presented a growing body of
evidence substantiating the concept that
air pollution and noise leads to vascular
(endothelial) dysfunction, hypertension,
atherosclerosis,
and
complications
including myocardial infarction, stroke,
and congestive heart failure. Four generalized pathways have been postulated
to help explain the systemic effects of
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air pollution and noise: (a) perturbation
of the autonomic nervous system and/
or sympathoadrenal activation; (b) release
of pro-inflammatory mediators, modified
lipids, or phospholipids, and activation of
leukocyte populations; (c) endothelial dysfunction caused by oxidative stress; and (d)
activation of prothrombotic pathways.26-34
These pathophysiologic pathways are not
mutually exclusive and may be principally
active at differing time points following
exposure to either noise or air pollution;
they likely vary in importance, in relation
to chronicity of exposure and in causation
of cardiovascular sequelae.

Treatment of
Atherosclerosis
Use of antioxidants
Antioxidant therapy has been shown to
ameliorate cardiovascular oxidative stress
by scavenging excess ROS and upregulating the antioxidant defense system.35,36
There is a novel strategy against inflammation that inhibits the oxidation of
lipoproteins to stop their entry into the
cells of the blood vessels. The ARISE
clinical trial investigated the influence of
the antioxidant succinobucol (AGI-1067)
in patients who had acute coronary
syndrome and showed benefits in the
secondary cardiovascular endpoint and
a reduction in the development of newonset diabetes.37

Use of anti-inflammatory agents
The influence of inflammatory reactions
on the progression/maturation and
rupture of thrombi in the vascular lumen
of the blood vessels opens new therapeutic strategies for atherosclerotic
disorders. Academic and theoretical
concepts of inflammatory reactions
are now being utilized as a therapeutic
tool in the clinic for risk assessment as
well as targeted therapeutics.38 Current
therapeutics effective in preventing
November 2016

atherosclerosis such as acetylsalicylic
acid (ASA) deploy their influence in part
through modulation of inflammation in
the blood vessels.39 Attention is also
focused on various therapeutic agents
decrease different modulators of the
inflammation process. Additionally, there
are inhibitors of matrix metalloproteinase
(MMP) activity. There are several antiinflammatory agents that have been used
preclinically and clinically in the treatment
of atherosclerotic cardiovascular diseases
such as phospholipase A2 (PLA2)
inhibitors,40 lipoprotein-associated phospholipase A2 (Lp-PLA2) inhibitors,41
5-lipoxygenase-activating protein (FLAP)
inhibitor,42 arachidonate 5-lipoxygenase
(5-LO) inhibitor,43 chemokine motif ligand
2 (CCL2) and chemokine motif receptor 2
(CCR2) inhibitors,44 methotrexate,45,46 and
Interleukin-1 (IL-1) pathway inhibitors.47

Probucol as a potent antioxidant
and anti-inflammation drug
Probucol is a bisphenolic compound
that was originally synthesized as an
antioxidant. Yamashita et al. found that
probucol was useful for lowering the risk
of cardiovascular events without any significant adverse effects.48 Experiments
showed that the effects of multiple antiatherogenic agents were mainly due to
the inhibition of the oxidative modification
of low-density lipoprotein (LDL). Probucol
enhanced reverse cholesterol transport
from atheromatous plaques to the liver
resulting in the significant regression
of xanthelasmas and Achilles tendon
xanthomas in familial hypercholesterolaemia. Probucol has anti-inflammatory
properties; probucol add-on therapy
can significantly reduce high-sensitivity
C-reactive protein (hs-CRP),49 and inhibit
foam cell formation from THP-1 cells
by suppressing lipid accumulation and
enhancing the release of cholesterol from
macrophages.50 Probucol also plays a role
in mediating cellular cholesterol efflux
and can facilitate reverse cholesterol
transport from the arterial wall and
peripheral tissues to the liver.51
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Management of Gastroesophageal Reflux
Disease

T

he prevalence of gastroesophageal
reflux
disease
(GERD)
has
increased in Hong Kong in recent
years. However, GERD may still be
underdiagnosed due to unawareness
of symptoms or presentation of extraesophageal manifestations.
Proton pump inhibitors (PPIs) are
effective as a first-line treatment of
GERD. They provide quick and complete
resolution of symptoms and improve
the quality of life of patients. However,
around 30% of patients respond poorly to

PPIs. There are several reasons for this,
including inappropriate advice or compliance to the drug, nocturnal symptoms,
functional heartburn, non-acid reflux and
extraesophageal manifestations.
Some PPIs have significant interactions with other medications. This
makes it difficult for many patients,
including the elderly and those taking
multiple medications for various medical
problems. Drug-drug interactions are
an important consideration when prescribing PPIs.

Updates in Chronic Heart Failure Treatment

T

he heart is a powerful muscle that
circulates blood throughout the
body. For patients with heart failure
(HF), their hearts do not work as well as
it should, which can put them at a greater
risk for hospitalization and even death. It
is not uncommon for people with HF to
be hospitalized multiple times, which can
be a sign that the heart is getting weaker.
Additionally, about half of all people
who develop HF die within 5 years of
diagnosis. Medical intervention plays
an important role in the management
of HF. In the past year, a new treatment
option for HF has emerged which has
been shown to reduce the risks for hospitalization and CV death compared with
standard treatment.
A decline in left ventricular systolic
function leads to activation of three major
compensatory neurohormonal systems

96 | Journal of The Society of Physicians of Hong Kong

in an attempt to increase cardiac output:
The sympathetic nervous system (SNS),
the renin-angiotensin-aldosterone system
(RAAS) and the natriuretic peptide (NP)
system.
NPs have potential beneficial
actions in HF. Activation of the NP system
leads to the release of several NPs. NPs
act via NP receptors (NPRs) to cause
decreased blood pressure through vasodilation, diuresis and natriuresis. NPs
have also been shown to reduce aldosterone concentration and inhibit RAASmediated aldosterone secretion.
There was also an update in the
latest HF guideline regarding a new
treatment with an angiotensin receptor
neprilysin inhibitor (ARNI). ARNI refers to
an angiotensin II receptor blocker (ARB)
combined with an inhibitor of neprilysin.
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Spondyloarthritis: Early Diagnosis and
Treatment with Biologics
disease is ankylosing spondylitis (AS), in
which back pain and stiffness are the predominant symptoms.
Peripheral SpA affects areas other
than the spine and sacroiliac joint, such
as the fingers, arms, feet and leg joints as
well as the insertions of muscles and ligaments on bones (entheses). It includes
psoriatic arthritis, reactive arthritis and
enteropathic arthritis (a form of inflammatory bowel disease).

Rationale for Early
Diagnosis
Classification

L

ow back pain is one of the most
common problems prompting a visit
to a family physician. Up to 5% of
patients with chronic low back pain in the
primary care setting are diagnosed as
having spondyloarthritis (SpA).
SpA describes a group of inflammatory arthritic diseases with common
features, including inflammation of the
spine, eyes, skin and gastrointestinal
tract. Axial spondyloarthritis (AxSpA)
affects the spine and sacroiliac joints (the
joints between the pelvis and the sacrum
[base of the spine]). The prototype

Making a diagnosis of AxSpA is often
delayed by an average of 7–9 years.
Patients undiagnosed and improperly
treated for SpA may have significant pain,
impairment of quality of life, disability and
productivity loss. In severe cases, it will
result in fusion of the spinal joints causing
limitation of spinal range of motion, thus
affecting mobility and daily functions,
such as drinking and dressing.
Patients with early SpA often
respond better than those with late, established disease. We recommend that early
referral to rheumatologists be initiated for
a patient who presents with chronic low
back pain for more than 3 months with

Figure. Recommended clinical parameters leading to referral to rheumatologists
for low back pain.
Chronic low back pain >3 months
First onset of symptoms <45 years

Inflammatory back pain
(4/5 of following)
(1) Pain at night; (2) Insidious onset;
(3) Age at onset <40 years;
(4) Improvement with exercise;
(5) No improvement with rest

OR

HLA-B27+

OR

Sacroiliitis
• Plain radiograph or
• MRI

the first onset of the pain before the age
of 45 years plus any one of the following
clinical parameters: 1) inflammatory back
pain; 2) positive HLA-B27; or 3) imaging
evidence of sacroiliitis (by plain X-ray
or magnetic resonance imaging [MRI];
Figure). This recommendation has been
confirmed in multicenter international
studies to be a pragmatic approach to
enable early diagnosis of SpA.

Treatment Options
In the past, the treatment options for
SpA were limited and included physiotherapy, hydrotherapy and symptomatic
treatment with non-steroidal anti-inflammatory drugs (NSAIDS). NSAIDs offer
symptomatic relief for most patients
by reducing pain and swelling. The
emergence of biologics, including tumor
necrosis factor (TNF) inhibitors, is a major
breakthrough of the past decade. Existing
TNF-inhibitors golimumab, infliximab,
etanercept and adalimumab have been
shown to be efficacious in all aspects of
AxSpA. Therapeutic effect may persist for
years with continuing treatment. Newer
treatments, such as ustekinumab (interleukin 12/23 inhibitor) and secukinumab
(interleukin 17 inhibition), also provide
alternative modes of action to broaden
the therapeutic options for SpA management.
In conclusion, managing most SpA
patients by symptomatic treatment alone
and adopting a “wait and see” approach
is no longer the optimal standard of
care. We should strive to promote early
diagnosis and referral to rheumatologists
in order to enhance the quality of life and
prevent irreversible disabilities in this
group of patients.

Refer to rheumatologists for further evaluation
Reference
HLA, human leukocyte antigen; MRI, magnetic resonance imaging
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