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The Relation between Hyperuricemia and
Cardiovascular Disease or Chronic Kidney Disease:
Epidemiological Overview
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Is It Time to Target Uric Acid to Prevent
Cardiovascular Disease or Chronic Kidney Disease?

Chia-Chao Wu

Division of Nephrology, Department of Medicine, Tri-Service General Hospital, National Defense
Medical Center, Taipei, Taiwan
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Uric acid is a product of purine metabolism and hyperuricemia has been linked to
gout and kidney calculi. In observational studies, hyperuricemia has been linked with an
increased risk of hypertension (HTN) and chronic kidney disease (CKD). Emerging evidence
suggests a pathogenic role of hyperuricemia in the development of HTN and CKD by
inducing inflammation, endothelial dysfunction, and activation of the renin-angiotensin
system. A few clinical trials have assessed the use of uric acid-lowering therapies in the
prevention of CKD progression and cardiovascular disease (CVD). However, most of these
trials are short-term with a small sample size. Is it time to target sUA to retard CKD or CVD
progression? According to current evidence, it is still premature to recommend targeting
sUA for practical therapeutic or preventive use to retard CKD or CVD progression. Larger
randomized controlled trials are needed for further confirmation.
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The Role of Uric Acid in Pathogenesis of
Atherosclerosis and the Review of Current Clinical
Guidelines of Uric Acid Management

Tsu-Yi Hsieh"?, and Der-Yuan Chen'

'Division of Allergy, Immunology and Rheumatology, Department of Internal Medicine
*Division of Clinical Skill Training, and Center of Evidence-based Medicine, Department of Medical Education
Taichung Veterans General Hospital, Taiwan

A Metabolic syndrome, which consists of multiple interrelated conditions, increases
the risk for atherosclerotic cardiovascular disease up to 3 times and increases the risk for
type 2 diabetes up to 5 times. Uric acid, once viewed as an inert metabolic end-product of
purine metabolism, has been recently incriminated in a number of chronic disease states,
including hypertension, metabolic syndrome, diabetes, non-alcoholic fatty liver disease,
and chronic kidney disease.

The potential link between gout, a common inflammatory arthritis, and metabolic
syndrome has been repeatedly suggested, but no quantitative population data are
available; therefore, the magnitude of the problem remains unclear. The proposed
connection has been supported by the close association between hyperuricemia and
insulin resistance syndrome

Here we discuss some of the major mechanisms linking uric acid to metabolic and
cardiovascular diseases and showed evidence of therapeutic benefit in uric acid lowering
therapy in diabetes patients.

These findings indicate that the prevalence of metabolic syndrome is remarkably high
among individuals with gout. Given the serious complications associated with metabolic
syndrome, this frequent comorbidity should be recognized and taken into account in long-
term treatment and overall health of individuals with gout. Elevated uric acid may turn out
to be one of the more important remediable risk factors for metabolic and cardiovascular
diseases.
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How to Control Patients Serum Uric Acid Safely:
The Risk and Prevention of Allopurinol
Hypersensitivity

N
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Taipei, Taiwan

Staff Cardiologist, National Taiwan University Hospital, Taipei, Taiwan
Director, Coronary Care Unit, National Taiwan University Hospital, Taipei,
Taiwan

Director, Echocardiographic Lab. National Taiwan University Hospital,
Taipei, Taiwan
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Hospital-Kong-Kuan, Taipei, Taiwan

Vice-Chairman, Department of General Medicine, National Taiwan
University Hospital-Kong-Kuan, Taipei, Taiwan

Chairman, Department of Internal Medicine, E-Da Hospital/l-Shou
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Director, Intensive Care Unit, National Taiwan University Hospital-Kong-
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Research Fellow in Cardiology, National Taiwan University Hospital,
Taipei, Taiwan

Lecturer in Medicine, National Taiwan University, Taipei, Taiwan

Visiting Research Associate in Biomedical Engineering, Johns Hopkins
University

Assistant Professor in Primary Care Medicine and Internal Medicine,
National Taiwan University, Taipei, Taiwan

Associate Professor in Primary Care Medicine and Internal Medicine,
National Taiwan University, Taipei, Taiwan

Professor in Primary Care Medicine and Internal Medicine, National
Taiwan University, Taipei, Taiwan

Professor in Internal Medicine, National Taiwan University Hospital,
Taipei, Taiwan

Professor in Department of Medical Education & Bioethics, and
Department of Graduate Institute of Medical Education & Bioethics,
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There is Something More Than LDL-C to
Treat for High-risk Population and the Role of
Prescription Omega-3

Chau-Chung Wu, M.D., Ph.D.

Hypertriglyceridaemia (HTG) is an independent risk factor for cardiovascular disease;
high-risk patients with HTG, such as those with metabolic syndrome or diabetes, may
benefit from hypolipidaemic therapies. Several lipid-lowering drugs act by reducing
triglyceride (TG) levels, including fibrates, nicotinic acid and omega-3 fatty acids. The
omega-3 polyunsaturated fatty acids eicosapentaenoic acid (EPA) and docosahexaenoic
acid (DHA) dose-dependently reduce plasma TG levels; the effect tends to be greater
in patients with higher TG levels at baseline. Evidence from clinical trials suggests that
EPA+DHA doses of > 2 g/day are required to achieve significant effects. The optimal TG-
lowering doses of EPA+DHA are 3-4 g/day, with little evidence to support lipid-altering
efficacy of doses of EPA and DHA <1g/day. Predicted changes in fasting serum TG levels
at the recommended dietary intakes of EPA and/or DHA of 200-500 mg/day are -3.1% to
-7.2%. Reductions of plasma TG levels at the optimal doses are from 25-35% up to 45%
in the presence of severely elevated TG levels (= 500 mg/dl; > 5.65 mmol/Il), along with
a reduction in non-high-density lipoprotein-cholesterol (non-HDL-C) and an increase in
HDL-C. This observation has also been confirmed in statin-treated patients.
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Hospital, Kaohsiung, Taiwan, R.O.C.
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Evolution and Clinical Impact of Ezetimibe Based
Lipid Lowering Therapy for High Risk Patients

MR E

Statins have been the cornerstone of CV risk reduction for many years. However many
patients do not tolerate especially high dose statin therapy due to muscular side effects.
The recent IMProved Reduction of Outcomes: Vytorin Efficacy International Trial IMPROVE-
IT) demonstrated a significant clinical benefit of a non-statin lipid lowering medication
(ezetimibe) in patients who have recently experienced an acute coronary syndrome.
Ezetimibe addition led to a very low LDL-C level and positive results on the primary
endpoint. This is the first major trial to demonstrate a significant benefit of a lipid lowering
medication in addition to statins. This presentation will explore the challenges and benefits
of aggressive LDL lowering in various clinical scenarios and it will include case examples of
difficult to treat hyperlipidemia and present strategies on how to manage these patients
effectively.
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NAME: Professor Kausik Kumar RAY
E-mail: koshray@gmail.com
k.ray@imperial.ac.uk
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Professor of Public Health, Lead for the Imperial Centre for Cardiovascular
Disease Prevention (ICCP), Department of Primary Care and Public Health,
School of Public Health, Imperial College London

Honorary Consultant Cardiologist, Imperial College Healthcare NHS Trust
Professor of Cardiovascular Disease Prevention, Division of Cardiovascular
Sciences, St George’s, University of London

Honorary Consultant Cardiologist, St George’s Hospital NHS Trust

British Heart Foundation Intermediate Fellow, Department of Public Health
and Primary Care, University of Cambridge

Honorary Consultant Cardiologist, Addenbrookes Hospital

Locum Consultant Cardiologist, Walsall Manor Hospital

British Heart Foundation International, Fellow Brigham and Women's Hospital
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SpR Cardiology, Northern General Hospital, Sheffield
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BHF Junior Research Fellow/ Research Fellow, University of Sheffield
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House Officer in General Medicine, Birmingham Heartland Hospital,
Birmingham
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Not All Statins are the Same: Some Guidance on
How to Manage High-risk Patients

Prof. Kausik Kumar Ray, MD., MPhil.

Imperial Centre for Cardiovascular Disease Prevention,
Department of Public Health and Primary Care,
School of Public Health, Imperial College London, UK

The JUPITER trial suggested for the first time that statins increase the risk of diabetes
whilst preventing cardiovascular disease events. At that time it was unknown whether
this was a chance finding, an observation unique to Rosuvastatin, or a class effect. A
meta-analysis comparing statins with placebo looked at over 93,000 patients showed
that statins increased the risk of diabetes by 9%, with one additional case reported for
every 1,000 person-years of treatment. At the same time, between five and seven cases of
cardiovascular disease were prevented, thus the net benefit of statins favoured their use.
A second meta-analysis of high- versus low- or moderate-intensity statins showed that the
risk of diabetes was increased by a further 12% whilst at the same time preventing three
cases of cardiovascular disease for every additional case of diabetes reported. The risk of
diabetes with statins was not observed equally by all subjects and was more likely when
subjects were older, had impaired fasting glucose and metabolic syndrome.

None of these meta-analyses previously included Pitavastatin, the newest of all the
statins. Concerns about the risk of diabetes with other statins may limit the general use
of these drugs amongst patients and physicians alike. J-PREDICT was the first prospective
study using formal evaluation of glucose measurements to assess whether Pitavastatin
increased the risk of diabetes. It demonstrated that diabetes was actually reduced by 18%.
An independent meta-analysis of approximately 15 trials of Pitavastatin, reporting on more
than 4,000 individuals, supported these observations. It demonstrated no significantly
different effect of Pitavastatin on glucose, HbA1c, or risk of diabetes. There was no
evidence of a dose effect or increase in risk with increased duration of therapy. These
findings lead to the European Medicines Agency to give Pitavastatin a label for glucose
neutrality.

Amongst patients who are at high-risk of cardiovascular disease and therefore require
a statin, in whom factors such as metabolic syndrome, impaired glucose tolerance, and
obesity are a concern, Pitavastatin may offer the safest option amongst the statins by both
effectively lowering LDL cholesterol and glucose neutrality.
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Plenary Session 1V

Big Data: What Information
Does the Big Data Provide?
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: : Research Database: Advantage and Limitation Z e B&Em 2RI D
16:55-17:00 Discussion
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EDUCATION:

1985 Osaka University, Ph.D., Medical Science

1981

Osaka University School of Medicine, M.D.

1977 Kyoto University Department of Technology, B.S. Mechanical and Physical

Engineering

PROFESSIONAL SOCIETIES:

Japanese Circulation Society

Japanese College of Cardiology

Japanese Society of Internal Medicine

Japanese Society of Medical and Biomedical Engineering
Japanese Society of Clinical Physiology

Japanese Society for Circulation Research

The Japanese Heart Failure Society

The Japanese Society of Hypertension

The Japanese Coronary Association

Japanese Society of Anti-Aging Medicine

The Japanese Vascular Biology and Medicine Organization
International Society of Heart Research, Japan Section
American College of Cardiology

American Heart Association

European Society of Cardiology

THE FELLOWSHIP OF THE PROFESSIONAL SOCIETIES:

Apr 1991-present
Apr 2013-Mar 2014
Apr 2014-present
Sep 2001-present
Apr 2012-present
Apr 2007-present

Apr 2004-present
Apr 2010-present
Dec 2012-present
Jul 2011-present

Dec 2012-present

Aug 1997-present
Nov 1997-present

May 2003-present

Sep 2013-present
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Fellow of the Japanese Circulation Society

Trustee of the Japanese Circulation Society

Supervisor of the Japanese Circulation Society

Fellow and Councilor of the Japanese College of Cardiology
Councilor of the Japanese Society of Internal Medicine, Kinki Section
Representative of the Japanese Society of Medical and Biomedical
Engineering

Fellow of the Japanese Heart Failure Society

Trustee of the Japanese Heart Failure Society

Trustee of the Japanese Coronary Association

Councilor of Japanese Society of Anti-Aging Medicine

Councilor and Supervisor of the Japanese Vascular Biology and
Medicine Organization

Fellow and Councilor of the American College of Cardiology

Fellow of the Council of Basic Cardiovascular Sciences in the
American Heart Association (#116658701)

Fellow and Trustee of the International Society Heart Research,
Japan Section

Fellow of the European Society of Cardiology
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Big Data Research: Setup and Interpretation

Masafumi Kitakaze', Hiroki Fukuda', Mari Sakamoto', Yuri Nakajima',
Miki Imadu’, Kazuhiro Shindo', Hiroko Takahama', Hai Ying Fu’,
Shin Ito', Takashi Washio®

1Depan‘ment of Clinical Research and Development, National Cerebral and Cardiovascular Center,
Suita, Osaka, Japan, *The institute of Scientific and Industrial Research, Osaka University, Suita,
Osaka, Japan,

Science in medicine has been classified as empirical and theoretical sciences for
clinical practice; empirical science is derived from the experimental facts to construct the
mathematical models, and theoretical science is derived from the mathematical model to
fit it to the actual clinical data. We who are devoted in the basic and clinical medicine have
worked in these two separate fields of the medical science. Upon the acquisition of the
fruitful results of two fields of science, we have performed the novel drug discovery in the
basic science and large scale clinical trials as the clinical medicine, which we have thought
the royal road of medical science. However, the other sciences such as technology and
physics are extending their empirical or theoretical science to the computational science
and to the forth science of data-centric science, which are not followed by the medical
sciences. This fact hints us that we are isolated as “galapagosization” from the other fields
of the sciences. To return to the ordinary route of the science, we have decided to follow
the royal road of medical science departing for the ordinary strategy of medical science.
First of all, to start the computational medicine, we make a model for the prediction of
cardiovascular events in the patients with chronic heart failure (CHF) and mathematically
solved the equationt=f(x1, ..., Xxp) ,wheretrepresents the clinical outcomes and x1, ..., xp
represent clinical factors in 151 CHF patients. The mathematical analysis was performed
through a probabilistic modeling of the relational data by assuming a Poisson process
for re-hospitalization and by linear approximation of the relationship between the
clinical factors and the mean elapsed time to cardiovascular events. We succeeded in
formation of the model for clinical consequences in CHF. As for the data-centric medicine,
the data-mining using LAMP method and the data for the CHF patients provided the
novel unknown factors or the combination of the rules for the probability of early re-
hospitalization. Here, we offer “precision medicine” for patients with heart failure by the
formation of the model to the clinical outcomes to recognize and treat the most deleterious
factors in each patient and by the data-mining of the clinical parameters to uncover the
combinational deleterious factors from the clinical database to the model formation of
pathophysiology and treatment of heart failure.
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PROFESSIONAL SOCIETIES AND ORGANIZATIONS:

Member, Taiwan Society of Internal Medicine

Member, Taiwan Society of Cardiology

Member, Taiwan Heart Rhythm Society

Member, Practical Guideline subcommittee, Asia-Pacific Heart Rhythm Society

Member, Cardiac Implantable Devices subcommittee, Asia-Pacific Heart Rhythm Society
Member of Writing Committee, Taiwan Society of Cardiology/Taiwan Heart Rhythm Society
AF Guidelines 2016 Task Force

Member of Writing Committee, APHRS consensus document on stroke prevention in atrial
fibrillation 2016 Task Force
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How to do Big Data Research? AF as an Example

Tze-Fan Chao M.D., Ph.D. (# F N, )

Taipei Veterans General Hospital and National Yang-Ming University, Taipei, Taiwan
& RECHAF  BLHAKE

More and more large-scale studies were published using the data of the national
insurance registry from Taiwan, Denmark and Sweden. There are several advantages of the
nationwide insurance database, including the large sample size, no selection bias, long-
term follow up and the ability to investigate some topics which can’t not be studied in the
trial setting. However, some biases should be kept in mind when designing or performing
studies utilizing these registry database, such as the selection bias, immortal time bias,
etc. Some additional information is important and necessary to improve the diagnostic
accuracies of the diseases defined by the ICD codes. For example, we could define patients
with diabetes only when they receive treatments with oral antidiabetic drugs or insulin.
Also, the operative or procedural codes are helpful, such as the coronary stenting for
the diagnosis of coronary artery disease. A well-designed nationwide study with careful
interpretations of the results could be able to provide important information which is
clinically relevant.
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Research Based on National Health Insurance
Research Database: Advantage and Limitation

F

Taiwan launched a single-payer National Health Insurance program on March 1, 1995.
As of 2014, 99.9% of Taiwan’s population were enrolled. The database of this program
contains registration files and original claim data for reimbursement. Large computerized
databases derived from this system by the National Health Insurance Administration
(the former Bureau of National Health Insurance, BNHI), Ministry of Health and Welfare
(the former Department of Health, DOH), Taiwan and maintained by the National Health
Research Institutes, Taiwan, are provided to scientists in Taiwan for research purposes.

Data in the National Health Insurance Research Database (NHIRD) that could be
used to identify patients or care providers, including medical institutions and physicians,
is scrambled before being sent to the National Health Research Institutes for database
construction and is further scrambled before being released to each researcher.
Theoretically, it is impossible to query the data alone to identify individuals at any level
using this database. Based on the registration files and original claim data in NHIRD, specific
data subsets are constructed for research purposes.

There are several limitations in the present NHIRD. First, the healthcare claims
data inherently contains potential disease misclassification bias. However, the auditing
mechanism conducted by the Bureau of National Health Insurance would help to minimize
the diagnostic uncertainty and misclassification in claims databases. Second, the true
incidence of the diseases may be underestimated because some patients may die suddenly
without accurate diagnosis and some patients have asymptomatic disease. Furthermore,
we usually used the discharge status to identify mortality from a hospitalization in the
study. It is possible that some of the deaths were not reported captured, therefore, we
might have underestimated disease mortality rate. Finally, the healthcare claims data did
not contain body mass index , smoking status data, lab or image results. It is very difficult
to evaluate the severity of the disease so we cannot conduct the study needing the disease
severity or lab, image data.
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Fernando Pérez-Ruiz, MD, PhD, is a Senior Specialist of the Rheumatology Division in
Hospital Universitario Cruces, Head of the Investigation Group for Arthritis at BioCruces
Health Research Institute, and Associated Professor of the Department of Medicine in the
Basque Country University in Vizcaya, Spain

He received his MD from Basque Country University and a PhD in from Barcelona University
with a clinical investigation program on classification and treatment of hyperuricemia in
gout. Board certified in Rheumatology after a fellowship at Hospital Ramoén y Cajal, Madrid.

Dr. Pérez-Ruiz is a member of the Spanish Society for Rheumatology and the American
College of Rheumatology. He has collaborated with the European League Against
Rheumatism (EULAR) Task Force for Gout and for Calcium Pyrophosphate Disease, the
ACR Guidelines for gout, the OMERACT special interest group for gout, and the T2T
initiative. Vice-president and Coordinator of Continuing Education of the Spanish Society
for Rheumatology (SER) from 2014, Spanish representative in the EULAR Education and
Training Committee from 2016, and a member of the Rheumatology Board Commission in
the Spanish Health Ministry from 2014 to 2016. He founded and coordinated the Crystal-
induced Arthritis Study Group (GEAC-SER) and the SER-Guidelines for the management of
gout.

He has served for the last years in the editorial boards of Arthritis Rheumatism, Arthritis
Care & Research, Bone Joint Spine, Reumatologia Clinica, and Rheumatology & Therapy, as
Associate Editor of Rheumatology International, and as an invited reviewer for more than
30 international journals. His research interests include crystal-induced arthritis, and
especially gout, but has also investigated and published on CPPD, lupus, rheumatoid
arthritis, and fibromyalgia.

Dr. Pérez-Ruiz has delivered over 100 lectures, published more than 150 articles and book
chapters, and presented over 200 scientific abstracts in rheumatology meetings on topics
relating to diverse rheumatology diseases, and most frequently to hyperuricaemia and
gout, gathering a cumulated impact factor over 1,000, and h-index 36.
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Gout and Cardiovascular Disease: What is the
Linkage Between These Two Old Diseases?

Prof. Fernando Perez Ruiz
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10:45-10:50 Discussion
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Do Statins Cause Diabetes and
What is the Mechanism?

Prof. Kausik Kumar Ray, MD., MPhil.

Imperial Centre for Cardiovascular Disease Prevention,
Department of Public Health and Primary Care,
School of Public Health, Imperial College London, UK

A meta-analysis comparing statins with placebo looked at over 93,000 patients
showed that statins increased the risk of diabetes by 9%, with one additional case reported
for every 1,000 person-years of treatment. At the same time, between five and seven cases
of cardiovascular disease were prevented, thus the net benefit of statins favoured their use.
A second meta-analysis of high- versus low- or moderate-intensity statins showed that the
risk of diabetes was increased by a further 12% whilst at the same time preventing three
cases of cardiovascular disease for every additional case of diabetes reported. The risk of
diabetes with statins was not observed equally by all subjects and was more likely when
subjects were older, had impaired fasting glucose and metabolic syndrome.

Using genetic variants as proxies for drug targets we tested the impact of genetic
variation in HMGCoA reductase and observed that SNPs with a lower level of activity in
HMGCoA had lower LDL-C, higher BMI, greater W/H ratio, waist circumference, weight,
glucose and insulin levels and greater risk of DM. In statin trials weight is also significantly
higher.

None of the statin meta-analyses previously included Pitavastatin, the newest of
all the statins. J-PREDICT was the first prospective study using formal evaluation of
glucose measurements to assess whether Pitavastatin increased the risk of diabetes. It
demonstrated that diabetes was actually reduced by 18%. An independent meta-analysis
of approximately 15 trials of Pitavastatin, reporting on more than 4,000 individuals,
supported these observations. It demonstrated no significantly different effect of
Pitavastatin on glucose, HbA1c, or risk of diabetes. There was no evidence of a dose effect
or increase in risk with increased duration of therapy. These findings lead to the European
Medicines Agency to give Pitavastatin a label for glucose neutrality.
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NAME: Professor Kensuke Egashira, M.D., Ph.D., FAHA, FESC, FJCS

Kensuke Egashira, MD, PhD is Professor in the Department of Cardiovascular Research,
Development, and Translational Medicine, Kyushu University Faculty of Medicine in
Fukuoka, Japan (https://cardiol-test.wp.med.kyushu-u.ac.jp/general/staff/institute/).

He graduated from Kyushu University School of Medicine in 1981, and completed his
training in internal medicine and cardiology at Kyushu University Hospital. After he
received his PhD in medical science in 1988, he joined the Department of Cardiovascular
Medicine at Harvard Medical School Beth Israel Hospital as a research fellow in 1988-90,
and was a member in charge of one area of the NIH Program Project Grant. After back to
Japan, he was appointed assistant professor in 1990, lecturer in 1995, associate professor in
2005, professor in 2011 in the Department of Cardiovascular Medicine at Kyushu University
School of Medicine.

He has received numerous awards and recognitions for his research accomplishments
(a Sato Prize from Japanese Circulation Society, a Science and Technology Prize from the
Ministry of Education, Culture, Sports, Science and Technology, Japan etc). His current
major research focus is on the role of inflammation in atherosclerotic vascular diseases and
on application of nanotechnology-based drug-delivery system (DDS) for the development
of innovative therapeutic strategy and molecular imaging technology.

As principal investigator, he leads several National Translational Research Programs of
Nanomedicine, which comprises the development of innovative drug-incorporated
nanoparticles for treatment/diagnosis of pulmonary hypertension, organ ischemia,
ischemia-reperfusion injury, and vulnerable atherosclerotic plaques etc.

As authors and mentor on cardiovascular medicine and vascular biology, Dr. Egashira
has published extensively in medical journals including Circulation, Journal of Clinical
Investigation, New England Journal of Medicine, Lancet, etc. His bibliography at 2012
includes follows: 253 original papers, 9 case reports, 9 reviews, 13 Letter etc., 6 books

Impact factor: total=2096.96, average=8.701/article, Citation index: total=12063,
average=>50/article

Dr. Egashira has a number of professional memberships including Japanese Circulation
Society (Councilor and Fellow), Japan Atherosclerosis Society (Councilor and Fellow),
Japanese Society of Vascular Biology and Medicine (Trustee), American Heart Association
(Fellow), and European Society of Cardiology (Fellow). He serves as the editorial board
member of International Medical Journals.

Dr. Egashira has 26 items of issued or filed patents. He has a particular interest in promotion
of his basic research findings to clinical medicine, and served as the principal medical
advisor for venture business companies.
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Anti-inflammatory Nano-Medicines for
Cardiovascular Disease

Professor Kensuke Egashira

Administration of medicines has been the central strategy to treat cardiovascular
diseases; however, is hampered by insufficient effectiveness and adverse effects. The
application of drug delivery system (DDS) is a feasible approach to overcome the
limitations of current medicinal treatment. Recently, nano-sized materials are actively
developed as DDS including micelles, liposomes, polymeric nanoparticles, dendrimers,
carbon nanotubes, and crystalline metals.

Inflammation mediated by innate immune cells play critical roles during the
development of cardiovascular diseases. For example, atherosclerotic plaque
destabilization and rupture account for the majority of acute myocardial infarction, for
which Ly6Chigh inflammatory monocytes and macrophages play critical roles. In order
to regulate inflammation in cardiovascular diseases, we have developed polymeric
nanoparticle-dependent DDS, which modifies in vivo drug kinetics, depending on vascular
permeability in inflamed organs and incorporation by mononuclear phagocytic system
that constitute ‘passive-targeting’ property.

Among currently available medicines, HMG-CoA reductase inhibitors, statins, have
been shown to exhibit anti-inflammatory effect along with lipid-lowering effect and reduce
risks of cardiovascular events. We have developed nano-medicine that encapsulates statin,
pioglitazone, and irbesartan in polymeric nanoparticles to optimize anti-inflammatory
property of statins. Those drug-incorporated nano-medicine reduced the number of
Ly6Chigh inflammatory monocytes in the peripheral blood, and reduced the infiltration of
monocyte-derived macrophages in the atherosclerotic plaques more effectively compared
with the drug alone. The drug-incorporated nano-medicine finally stabilized atherosclerotic
plaques and prevented plaque ruptures in the mouse model, proving the concept of nano-
medicine. Anti-inflammatory effect of the nano-medicine is now being tested in various
disease models including ischemia-reperfusion injury and ventricular remodeling after
acute myocardial infarction.

In this review article, we describe current development of DDS and discuss future
perspective on the application of nano-medicine to treat life-threatening cardiovascular
diseases.
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Medicine
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Medicine

Osaka University Medical School
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Stanford University School of Medicine,
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Research Fellow of the Japan Society for the Promotion of Science
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Chief
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Department of Geriatric Medicine (T. Ogihara)
Osaka University Medical School

Section of Gene Therapy

Department of Geriatric Medicine (T. Ogihara)
Osaka University Medical School

Department of Geriatric Medicine (T. Ogihara)
Osaka University Medical School

Division of Gene Therapy Science (Y. Kaneda)
Osaka University Medical School

Section of Cardiovascular Medicine
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Osaka University Medical School

The University of Hong Kong

Department of Clinical Gene Therapy

Osaka University Medical School
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Development of Peptide and DNA Vaccine Targeting
CardioMetabolic Disease

Ryuichi Morishita

Professor, Department of Clinical Gene Therapy, Osaka University

Recent progress on vaccination has extended its scope from infectious diseases to
common disease such as hypertension, diabetes and hypercholesterolemia. Currently, we
have developed peptide and DNA vaccines against Angiotensin Il (Angll) for hypertension,
DPP4 for diabetes, and PCSK9 as well as apolipoprotein (a) for hypercholesterolemia as
BioAlternative. For example, in the initial study, we selected Angll as a target antigen to
treat hypertension, because it is low serum level. Plasmid vector encoding Hepatitis B
core (HBc)-Ang Il fusion protein was injected to spontaneously hypertensive rats (SHR) by
needle less injection system. As a result, anti-Ang Il antibody was successfully produced in
vaccine group and sustained at least up to 6 months. Consistently, systolic BP was lower
in vaccine group after the immunization, and BP reduction was continued at least up to 6
months. Interestingly, vaccine against Ang Il attenuated the worsening cardiac function
after myocardial infarction and brain ischemia after stroke. Phase I/lla study will be started
soon. Future development of peptide as well as DNA vaccine to treat adult common
disease might provide new therapeutic option. In this lecture, | will introduce recent
progress in vaccine to treat cardiometabolic disease.
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NAME: Dr. Lourdes Ella G Santos

E-mail: louella_.

88@yahoo.com

POSTGRADUATE EDUCATION:

October 2011- Preventive Cardiology, Hypertension and Clinical Lipidology Fellowship

October 2010  New York University (NYU), Manhattan New York, USA

September Cardiology Fellowship

2009- Cardiovascular Institute

April 2005 Cardinal Santos Medical Center, Philippines

May 2004- Internal Medicine Residency

July 2001 State University of New York Downstate (SUNY Downstate), Brooklyn New
York, USA

1998-1999 Internship, Philippine General Hospital (UP-PGH), Manila, Philippines

1994-1998 Medical Degree University of the Philippines College of Medicine Manila
(UPCM)

PRIMARY EDUCATION:

1990-1994 BS Biology, University of the Philippines (UP Diliman)

1986-1990 Secondary Education, Garden International School, Kuala Lumpur,
Malaysia

1984-1986 Intermediate Education, Garden International School, Kuala Lumpur,
Malaysia

1981-1984 Primary Education St. Theresa’s College, Quezon City, Philippines

BOARD CERTIFICATIONS AND LICENSURE EXAMINATIONS:

May 2012

January 2012

October 2011

May 2011

August 2004
March 2003
January 2001
November 2000
November 2000
August 2000
August 2000

Diplomate, Philippine Specialty Board of Adult Cardiology (PHA SBAC
PCC Specialty Board)

Diplomate, Philippine Specialty Board of Internal Medicine (PCP
Specialty Board)

Diplomate, American Board of Clinical Lipidology (ABCL Specialty
Board Exam)

Diplomate, American Society of Hypertension (ASH Specialty Board
Exam)

Diplomate, American Board of Internal Medicine (ABIM)

United States Medical Licensing Examination 3 (USMLE 3)

Certified by the Educational Commission for Foreign Medical Graduates
Clinical Skills Assessment Examination (CSA)

United States Medical Licensing Examination: Clinical Science (USMLE 2)
Test of English as a Foreign Language (TOEFEL)

United States Medical Licensing Examination: Basic Science
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Statin Myopathy

Lourdes Ella G Santos

Statin use globally and locally continues to increase with growing awareness of its
benefits both among physicians and patients. And of course with increasing number of
use, we continue to see a rising number of adverse effects, one of which is statin myopathy.
There is a big discrepancy of reported myopathy in trials and clinical practice with a
prevalence of 5% among patients in randomized trials and as high as 20% of patients in
clinical practice. The causes of statin myopathy are poorly understood and there continues
to remain several schools of thought. The role of early identification and recognition
therefore lies in us clinicians. Baseline documentation of muscle aches and pains should
be identified prior to starting statin therapy and understanding confounding risk factors
for the development of statin myopathy may limit the occurrence of this unfavorable side
effect.
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T EES
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Genetic Screening of Familial Hypercholesterolemia
with DNA Mass Spectrometry

Min-Ji Charng, MD, PhD

Professor of Medicine, Taipei Veterans General Hospital and National Yang-Ming University

Familial hypercholesterolemia (FH) is a heterogeneous autosomal dominant disease.
The genetic heterogeneity of FH requires low-cost, high-throughput, and rapid mutation
detection technology to efficiently integrate genetic screening into clinical practice. We
designed a custom Agena iPLEX assay to detect 68 point mutations on FH-causing genes.
First, the assay performance was verified by analyzing 180 previously sequenced subjects
(120 with point mutations and 60 healthy controls), with the results being compared
with those of Sanger DNA sequencing. Second, a blind study was carried out on 185 FH
probands (44 definite FH and 141 probable/possible FH). In the first part of this study, only
1 discrepancy was found between the Agena iPLEX and Sanger sequencing genotyping
results. In the blind study, a total of 62 probands with mutations were identified by both
techniques. Five mutations were detected by Sanger sequencing assay only. The detection
sensitivity and specificity rates of Agena iPLEX were 92.5% and 100%, respectively. The
hands-on time for the Agena iPLEX assay was around 1 day. Therefore, the custom-
designed Agena iPLEX assay has high specificity and sensitivity for FH genetic screening.
Considering its low cost, rapidity, and flexibility, the assay has great potential to be
incorporated into FH screening in Taiwan.
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NAME: % i }2 (Cheng-Huang Su) M.D., Ph.D.
Cardiovascular Centre & Division of Cardiology
Lab of Heart and Circulatory Physiology

Mackay Memorial Hospital (MMH) Taipei TAIWAN

EDUCATION:

1982-1989 M.D. Undergraduate School
China Medical University, TAIWAN

Sep 2002-May 2006  Postgraduate School
Ph.D. School of Medicine and Biomedical Sciences, University of
Sheffield, United Kindom

ADMINISTRATIVE APPOINTMENTS:

2007-2009 June Administrative Leader, 38 Medical Ward (Tamshui branch), MMH

2009 July-2013 July  Director, Intensive Care Unit (Tamshui branch), MMH

2013 Sep- Program Director of Education Services, Department of Internal
Medicine, MMH, Taipei

2015 July 1- Director, Division of Cardiology, MMH, Taipei

2016 Feb 1- Chief, Cardiovascular Centre, MMH, Taipei

2016 May 1- Director, Division of Heart Failure, MMH, Taipei

FACULTY OF MEDICINE:
Associate Professor of Medicine, Mackay Medical College
Clinical Professor of Medicine, National Defense Medical Center

ACADEMIC SOCIETY:
Nov 2016-  Board of Supervisor (E: %), The Society of Ultrasound in Medicine, Republic
of China
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NAME: Shih-Chieh, Chien, M.D. ( fj# 7% )
E-mail: sjay6277@gmail.com

EDUCATION:
2002-2008  MD: Taipei Medical University

POSTGRADUATE TRAINING AND POSITIONS:
2013-2014  Cardiovascular Medicine, MacKay Memorial Hospital, Taipei, Taiwan
2014- Critical Care medicine, MacKay Memorial Hospital, Taipei, Taiwan

MEMBERSHIP AND PROFESSIONAL SOCIETIES

2011 Board of Internal Medicine, R.O.C.

2011 Member of the Taiwan Society of Internal Medicine

2013 Member of the Taiwan Society of Cardiology

2014 Taiwan Society of Intensive Care Medicine

2015 Member of the Taiwan Society of Cardiovascular Interventions
2015 Member of Taiwan Society of Lipids and Atherosclerosis
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Lunch Symposium

HEh : BAEAEARFEETE/\Z 801
HER : 106 £9 H 24 H 12:45~13:50

Time Topic | Speaker Moderator

12:45-12:50 Opening Remarks
. . PREN REIES
12:50-13:15 The Appropriate DAPT Durat1.0n for Acute ZBLE INEE
Coronary Disease Patients

13:15-13:40 Outcome Trial and Real-world Evidence of [=RIA- L PN IhEE

AO-15:0 .. \ . 9 TR ES e

SGLT2i: What's the Evidence Say =HEHIE E56M Er BEE

13:40-13:50 Panel Discussion & Closing Remarks
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The Appropriate DAPT Duration for
Acute Coronary Disease Patients
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Outcome Trial and Real-world Evidence of SGLT2i:
What's the Evidence Say?

= B I
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o ¥ 45 R A VT IR D fE RO G i B R > UKPDS B 8 B RUR IV A 4 ] 0 &
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2008 £ FDA B R AT & #r b 7 B ¥ 22 > &5 04 78 18 4T CVOT 3 B - 3 DPP4i (SAVOR-TIMI/
EXAMINE/TECOS) = B %4 F 2 3 Neutral CV outcome ; 2 GLP1 RA(LEADER/SUSTAIN-6)
2 3 Positive CV outcome ; E. % % 1y 2 SGLT2i (EMPA-REG/CANVAS+CANVAS-R) 1, & 3
Positive CV outcome » % T H CVD %5 % 1% 1k #% X /5 & 21.6% > Declare Y§ $% 60% Non-
CVD ¥&Jk s & » F%F 2019 % -
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DM Symposium
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Time Topic | Speaker Moderator

09:00-09:05 Opening Remarks
IS B

09:05-09-35 Overview of Cardiovascular Effects of M- 2L PRI RBES

R SGLT?2 Inhibitor - =
09:35-10:05 What is New in Diabetes Cardiomyopathy = M

) ) Lipid Management in Patients with Diabetes B = SRETE 2%
10:05-10:33 Mellitus: Has the Dawn of a New Era Arrived? RER 2%
10:35-10:50 Panel Discussion & Closing Remarks
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Overview of Cardiovascular Effects of
SGLT2 Inhibitor

Kai-Jen Tien"?
'Division of Endocrinology and Metabolism, Department of Internal Medicine,
Chi Mei Medical Center, Tainan, Taiwan
*Department of Senior Citizen Service Management,
Chia Nan University of Pharmacy and Science, Tainan, Taiwan

The increased risk of cardiovascular disease in type 2 diabetic patients has been
known for decades. However, until recently the cardiovascular (CV) impact of glucose
lowering strategies has been inadequately understood. Major clinical trials have now
investigated the impact of intensification of glycemic control upon CV outcomes, as well as
the CV effects of glucose management with newer antihyperglycemic agents. Dipeptidyl
peptidase-4 (DPP4) inhibitors, glucagon-like peptide-1 (GLP-1) analogs and sodium-
glucose cotransporter 2 (SGLT2) inhibitors are relatively new therapies for the treatment
of type 2 diabetes mellitus. Given the high prevalence of cardiovascular complications
in patients with type 2 diabetes and recent concerns questioning CV safety of newer
antidiabetic medications, cardiovascular safety of these medications requires evaluation.

Multiple CV safety trials designed to meet regulatory requirements for CV safety of
antihyperglycemic medications have been initiated. The results of several completed CV
outcomes trials clarify the risks and benefits associated with newer medications used to
manage hyperglycemia in patients with type 2 diabetes, particularly in individuals at high
CV risk. Important differences have been noted with respect to heart failure outcomes
within the DPP4 inhibitor class, and thus far one agent in the SGLT2 inhibitor class has
been found to significantly reduce rates of important CV outcomes. Robust safety related
information from trials designed to assess the CV effects of diabetes therapies will permit
the incorporation of outcomes-based evidence into the formulation of diabetes care
guidelines.

The latest evidence from EMPA-REG OUTCOME trials indicates that empagliflozin have
cardiovascular benefits that may prove to be of clinical importance in the management of
type 2 DM. Hemodynamic effects, such as reductions in blood pressure and intravascular
volume, and involving osmotic diuresis, may provide a more plausible explanation.
Metabolic effects, such as cardiac fuel energetics, and hormonal effects, such as increased
glucagon release, may also contribute to the results observed during EMPA-REG OUTCOME.
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What is New in Diabetes Cardiomyopathy
==&

The global burden of type 2 diabetes mellitus (DM) has evolved rapidly in recent
years and this markedly increase the risk of cardiovascular complications. Diabetic
cardiomyopathy (DC) is a cardiac dysfunction characterized by initial impairment of left
ventricular relaxation followed by left ventricular contractile dysfunction which affects
about 12% DM patients, and is independent of coronary artery disease and hypertension.
Nevertheless, the existence of DC continues to be a topic of controversy, and the
pathophysiological mechanisms remains poorly understood. Several factors including
altered lipid metabolism, mitochondrial dysfunction, oxidative stress, endoplasmic
reticulum stress, inflammation, as well as epigenetic changes are implicated in the
development of DC. Despite a recent rise in research interrogating the mechanisms of DC,
there remains a lack of specific treatment strategies. The emergence of glucose-optimizing
agents, such as glucagon-like peptide-1 agonists and sodium/glucose co-transporter
(SGLT)2 inhibitors confer benefits on cardiovascular outcomes, and these would likely

result in a major clinical impact.
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Lipid Management in Patients with Diabetes
Mellitus: Has the Dawn of a New Era Arrived?

Chii-Min Hwu, MD

Section of Endocrinology and Metabolism, Department of Medicine,
Taipei Veterans General Hospital, Taipei 112, Taiwan

The burden of coronary heart disease (CHD) in patients with diabetes (DM) is
substantial. Patients with DM are associated with a 2- to 4-fold increase in the incidence
of CHD and have an elevated risk of premature death compared with people without DM.
Existing evidence convincingly indicates that DM patients can benefit from treatments of
statins in both primary and secondary prevention of CHD. Based on compelling evidence,
current treatment guidelines have strongly recommended the use of statins in patients
with diabetic dyslipidemia.

Despite the widespread dissemination of treatment guidelines, it has been suggested
that statins were underutilized in patients with DM in practice. In Taiwan, 30 % of DM
patients who already had coexisting CHD did not receive statin treatments. The reasons for
statin underutilization are unclear. Men, patients younger than 45 years, and those without
CHD were less likely to receive statin therapy. Given the increasingly prevalence of DM in
Taiwan, high priority should be given to improving the use of statins among patients with
DM, especially among those with concomitant CHD.

On the other hand, evidence shows that targeting LDL-C levels of 100 or 70 mg/dL
using high- or low-intensity statin therapy did not reduce the prevalence of atherogenic
dyslipidemia in the study populations. Furthermore, aggressive statin therapy could not
be suitable for all patients. Other methods should be sought to decrease the residual
cardiovascular risk.

Addition of ezetimibe to statin therapy has shown modest benefit. Some glucose-
lowering medications and bariatric surgery may also improve diabetic dyslipidemia.
Proprotein Convertase Subtilisin/Kexin Type 9 (PCSK9) inhibitors are currently the most
attractive new target for modulation of plasma lipid levels, especially LDL and lipoprotein
(a). Due to overwhelming clinical efficacy with significant improvement in CV outcomes,
statins will continue to be the most important and first line drugs for treatment of diabetic
dyslipidaemia. We hope the recently approved PCSK9 inhibitors may contribute to
reduction of the residual atherosclerotic risk observed in T2DM treated with statins.
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Nutrition and Diet
Symposium
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11:05-11:35 The Value and Cost-effectiveness of Salt BAEREEEEE
’ ’ Reduction Program RIS E£F
. L . PREREERMNAE
11:35-12:05 Gut Microbiota in gz.irdlovascular Health and =P SHMESE
isease SEEEER

. . . . BERREREE
12:05-12:35 Vegetarian Diet and Cardiometabolic Health =S EE
12:35-12:45 Panel Discussion & Closing Remarks
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The Value and Cost-Effectiveness of
Salt Reduction Program
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NAME: Tina H.T. Chiu (5§ &4 )
E-mail: tina925@gmail.com

AFFILIATIONS:
Dietitian, Tzu Chi Medical Foundation, Taiwan

Adjunct Lecturer, College of Medicine, Tzu Chi University, Taiwan
Secretary General, Taiwan Vegetarian Nutrition Society, Taiwan

EDUCATION/PROFESSIONAL LICENSURE:

2017 PhD, Epidemiology, National Taiwan University, Taiwan
2008 MPH, School of Public Health, Loma Linda University, USA
2001 BSc (Dietetics), University of British Columbia, Canada
Registered dietitian in both Taiwan and USA

RESEARCH INTERESTS/PUBLICATIONS:

Area of expertise / Research interests:

Vegetarian nutrition

Nutritional epidemiology

Health impact of vegetarian diets

Role of plant foods in environmental sustainability and biodiversity
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Vegetarian Diet and Cardiometabolic Health

Tina H. T. Chiu

Vegetarian diets have been shown to lower the risk of cardiovascular diseases,
hypertension, and diabetes in prospective cohort studies. Vegetarian dietary intervention
had been shown to reverse stenosis in CVD patients, lower many cardiovascular risk
factors, improve glucose control, and reduce body weight and blood pressures. Its
cholesterol lowering effect is most likely due to lower saturated fat, higher soluble fiber
and other plant functional components. The portfolio diet, a complete plant based diet
with cholesterol lowering food items have been shown to be more effective than step
2 diet, and comparable to first generation statin plus step 2 diet. Vegetarian diets may
additionally benefit cardiovascular health through gut microbiota alteration that result in
lower trimethylamine N-oxide. Potential insufficiency in vitamin B12, omega-3 fatty acids,
vitamin D may be a concern when vegetarian diet is not balanced but these could be
easily corrected by incorporating the right foods and supplements. This talk will update
the current understanding on effect of vegetarian diet on cardiometabolic risk factors and
disease outcome, while providing some guidance on planning a healthy vegetarian diet for
optimal cardiometabolic protection.
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Lunch Symposium

Eh : BAEEARFEETE )\ 802
HER : 106 £9 H 24 H 12:45~13:50

Time Topic | Speaker Moderator
12:45-12:50 Opening Remarks
PCSKO Inhibitors - EiZREE P x4
. _ . e — % \
12:50-13:30 From Lowering LDL-C to Reducing CV Events BHE 7 A ALEIE EAE
13:30-13:50 Panel Discussion & Closing Remarks
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NAME: Chi-Hung Huang M.D., FSCAI, FAPSC

EDUCATION:
1994 M.D. Degree, China Medical College, Taichung, Taiwan

CURRENT POSITION:

July 2000-present Attending physician, Section of Cardiology, Internal Medicine,
Cathay General Hospital

Jan 2010-present Chief of MICU

TRAINING:

July 1993-June 1994 Internship, Cathay General Hospital (CGH)

July 1994- June 1998 Residency in Internal Medicine, CGH

July 1998-June 1999 Chief Residency in Internal Medicine, CGH

July 1999-June 2000 Fellowship in Cardiology, CGH

Aug 2002 Short-term fellow in Department of Cardiology, Hospital De
Weezenlanden, Zwolle, The Netherlands

2002- 2003 Clinical Fellow in Unité de Cardiologie Interventionelle, Clinique
Pasteur, Toulouse, France

LICENSURE:

Practice physician in Taiwan (26093)
Specialist of Internal Medicine(5070)
Specialist of Cardiology (5857)

Specialist of Critical Care Medicine (5C0986)
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PCSK9 Inhibitors -
From Lowering LDL-C to Reducing CV Events

Bl

3

M

\
|

Hyperlipidemia is a medical condition characterized by an increase in one or more of
the plasma lipids, including triglycerides, cholesterol, cholesterol esters, phospholipids and
or plasma lipoproteins including very low-density lipoprotein and low-density lipoprotein
along with reduced high-density lipoprotein levels Cardiovascular disease is the leading
cause of morbidity and mortality globally. The underlying pathology of cardiovascular
disease is atherosclerosis, which develops over many years and is usually advanced by
the time symptoms occur. Recently, several multi-center randomized clinical trials and
genetic studies built up a strong scientific foundation of lowering cholesterol to improve
atherosclerosis and further reduce cardiovascular events. This year results from the
FOURIER trial, the first PCK9i outcomes study, showed the addition of evolocumab, a PCSK9
inhibitor, to statin therapy over several years significantly reduced cardiovascular morbidity
in patients with clinically evident atherosclerotic cardiovascular disease. The primary
endpoint — a composite of heart attack, stroke, hospitalization for angina, revascularization
or cardiovascular death - translating to a 15% reduction in risk. Further narrowing down
on the scope of secondary end-points, defined as hard MACE end-points, treatment with
evolocumab reduced cardiovascular risk by 20%. There was no effect on cardiovascular
mortality by itself, but there was a statistically significant 27% reduction in heart attack and
a 21% reduction in stroke. The talk will make an overview of these recent studies and its
sub-analysis published recently.
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Joint Symposium of
TSLA and TALE

HEh : BAEAEARFEETE/\Z 801
HER : 106 £ 9 H 24 H 14:00~16:20

Time Topic | Speaker Moderator
14:00-14:10 Opening Remarks
Current Status of Lipid Control in Taiwan:
14:10-14:30 What Do We Learn from T-SPARCLE and RiEHh ZEES ELA—EER
T-PPARCLE Registry Studies
14:30-14:40 Discussion
What are the Residual Risks in DM Patients
14:40-15:00 after Lipid-lowering Therapy and How to R SiE BEAM
Manage It? PREX ZEIES
15:00-15:10 Discussion
01530 | Wt R i KD P | sy
P ey IR TT %
15:30-15:40 Discussion
Who, When, and How to Use
. B . ’ ] EL&;\: }‘ =
15:40-16:00 PCSKS Inhibitors? THIE WER
15:00-16:10 Discussion PRXE BSR
16:10-16:20 Panel Discussion & Closing Remarks
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NAME: Chau-Chung Wu, M.D., Ph.D.  E~C3\

EDUCATION: " aal

1978-1985 M.D., College of Medicine, National Taiwan University, -
Taipei, Taiwan ‘ .

1991.1995 Ph.D. (Clinical Medicine), College of Medicine, ~-
National Taiwan University, Taipei, Taiwan

1995-1996 Visiting Research Associate in Biomedical Engineering, Johns Hopkins
University, Baltimore, USA

PROFESSIONAL SPECIALTY:

Cardiology, Vascular and cellular biology, Dyslipidemia, Cardiovascular image,
Biomagnetism, Nanotechnology

HOSPITAL APPOINTMENTS:

1984.1985
1987-1992

1990-1992

1992-
1994, 2-1995, 2

1997, 8-2001, 7
2001, 8-2003, 7
2002, 8-2005, 6
2005, 7-2007, 6

2007, 9-2009, 8

Intern (Medicine), National Taiwan University Hospital, Taipei, Taiwan
Resident (Internal Medicine), National Taiwan University Hospital, Taipei,
Taiwan

Research Fellow in Cardiology, National Taiwan University Hospital,
Taipei, Taiwan

Staff Cardiologist, National Taiwan University Hospital, Taipei, Taiwan
Director, Coronary Care Unit, National Taiwan University Hospital, Taipei,
Taiwan

Director, Echocardiographic Lab. National Taiwan University Hospital,
Taipei, Taiwan

Director, Cardiovascular Functional Lab. National Taiwan University
Hospital-Kong-Kuan, Taipei, Taiwan

Vice-Chairman, Department of General Medicine, National Taiwan
University Hospital-Kong-Kuan, Taipei, Taiwan

Chairman, Department of Internal Medicine, E-Da Hospital/l-Shou
University, Kaohsiung, Taiwan

Director, Intensive Care Unit, National Taiwan University Hospital-Kong-
Kuan, Taipei, Taiwan

ACADEMIC APPOINTMENTS:

1990-1992

1993-1997
1995-1996

1998-2003

2003-2009

2009-2014

2014-

Research Fellow in Cardiology, National Taiwan University Hospital,
Taipei, Taiwan

Lecturer in Medicine, National Taiwan University, Taipei, Taiwan

Visiting Research Associate in Biomedical Engineering, Johns Hopkins
University

Assistant Professor in Primary Care Medicine and Internal Medicine,
National Taiwan University, Taipei, Taiwan

Associate Professor in Primary Care Medicine and Internal Medicine,
National Taiwan University, Taipei, Taiwan

Professor in Primary Care Medicine and Internal Medicine, National
Taiwan University, Taipei, Taiwan

Professor in Internal Medicine, National Taiwan University Hospital,
Taipei, Taiwan

Professor in Department of Medical Education & Bioethics, and
Department of Graduate Institute of Medical Education & Bioethics,
National Taiwan University College of Medicine
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Current Status of Lipid Control in Taiwan:
What Do We Learn from T-SPARCLE and T-PPARCLE
Registry Studies

Chau-Chung Wu, M.D., Ph.D.
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What are the Residual Risks in DM Patients after
Lipid-lowering Therapy and How to Manage It?
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NAME: Li-Ting, Ho
E-mail: Liting.Ho@gmail.com

EDUCATION AND TRAINING:

2001-2007  National Cheng Kung University Medical College

2007-2010  National Taiwan University Hospital, Department of Internal Medicine,
Resident

2010-2012  National Taiwan University Hospital, Cardiovascular Division, Fellowship

2012- National Taiwan University Hospital, Department of Internal Medicine,
Attending physician

2015- Institute of Epidemiology and Preventive Medicine, National Taiwan
University

LICENSING:

2007 Board of physician

2010 Board of internal medicine

2012 Board of cardiology

2013 Board of critical care medicine

2015 Board of cardiac electrophysiology and interventions

CLINICAL SPECIALTY:
General cardiology, cardiac arrhythmia, cardiac critical care medicine, device implantation,
simple and complex arrhythmia ablation
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What are the Residual Risks in CKD Patients after
Lipid-lowering Therapy?

Li-Ting, Ho

The Taiwanese Secondary Prevention for patients with AtheRosCLErotic disease
(T-SPARCLE) Registry was a multi-center observational registry, from 14 teaching hospitals
in Taiwan. This registry-type prospective observational study recruits and follows up a large
population of patients with CV diseases in Taiwan who have been receiving secondary
prevention therapies. The primary outcome of this trial is the time of first occurrence of a
major adverse cardiac events (MACE), included cardiovascular death, hospitalization for
nonfatal MI or stroke, or cardiac arrest with resuscitation in patients receiving secondary
prevention therapy over the following periods.

Most statin clinical trials were not designed to include patients with chronic kidney
disease (CKD), and most evidences of the statins use in CKD patients were from the post-
hoc subgroup analyses. Therefore, the aim of this registry is to determine the relationship
between the on-treatment lipid profiles and the cardiovascular (CV) events in all kinds of
patients, including the CKD and non-CKD population.

From June, 2008 to September, 2014, 5388 patients were included in the analysis and
1478 (27.4%) had CKD without dialysis. CKD patients had higher TG and lower LDL-C levels.
The incidence rates of recurrent MACEs per 1000 person-years were in CKD patients was
19.5 (95% Cl 15.5-24.9), compared with 9.1 (95% ClI 7.4-11.1) in non-CKD patients. Sixty-
eight percent of patients received statin therapy as guideline suggestion. In patients with
statin therapy, there were no differences in MACE risk between each level of on-treatment
LDL-C, TG and HDL-C level (<40mg/dL or >50mg/dL). Higher on-treatment non-HDL-C level
was associated a higher risk in patients both with or without CKD. Lower body mass index
(BMI <23 kg/m?) was associated with higher MACE risk in CKD patients rather than non-
CKD patients.

Our study showed that on-treatment LDL-C was not a good CV outcome predictor.
Instead, on-treatment non-HDL-C was a strong predictor of recurrent CV events in the
patient without CKD. Lower BMI (<23 kg/m?) was associated with higher recurrent MACE
risk in CKD patients with statin treatment.
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Who, When, and How to Use PCSK9 Inhibitors?
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New Development of Hypertension Treatment
in 2017
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New Development of Dyslipidemia Treatment
in 2017
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What is the Recommended Healthy Lifestyle for
My Cardiovascular Disease Patients
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New Development of Acute Coronary Syndrome
Treatment in 2017

=& M

Z M WE (acute coronary syndrome) ZEs R EF BRI WKE  FEBHEB LM
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BRERARGREF LRI AR S REZTH & -
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BEWH 4 0 BFERBAH LR EORBER A E4T 12 242 /.0 & B (prehospital
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RFRQEEFN ZEBENAINKMN 22 OEE > i Z At &3 B 10 448 I
B2 CEELEATHE - B ORB RN 4 0 1 F R H % F A high-sensitivity
troponin T ## high-sensitivity troponin | it &/ & A 2t E B EH AR T OCEND
R B 12 A2 QE B v i R QLB R R 4 A ST B EFr &k @ L JE (STE-ACS) 3
JE ST Bt L+ &M@ LI (NSTE-ACS) » 3% ¥ LU — 5 4 ik ST B EFH L ALAE 2 (STEMI) ~
JE ST B EF G ALAE 2 (NSTEMI) K& T~ %% € L& (unstable angina) °
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WHELTHEYEE > A3  mL clopidogrel or prasugrel or ticagrelor & # 1 /N R
% 41 76 & (Dual antiplatelet therapy, DAPT) ~ #i#t i Z 4 ( ff & heparin K4 F EIF £
LMWH) ~ 3 i 37 i MR 22 47 (&2 K 72 4 glycoprotein lIb/Illa # % &8 FHL BT & ) ~ o % 7k 77
Z B4 B Z 47 %) &) (ACE inhibitor) =% 1 & 4% 4 % 47 % %I (ARB) ~ [4 I [E B2 22 4y (Statin #7
ZY) > Foo M s A Y (2 A BT B beta blocker ~ 7 B B 47 nitrate & 45 T [H B %

calcium channel blocker) & % -

MR RRRECENDEMEE > SFRNCRESHHSTREA SRR GEME
M/ NRCBE Ve R R ST B R ARG ] LR AT R W -
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New Development of Stroke Prevention for
Atrial Fibrillation in 2017

Ting-Hsing Chao (#4 £ ), MD, FACC, FESC, FAPSC

Professor of Internal Medicine
National Cheng Kung University College of Medicine and Hospital

Atrial fibrillation (AF) is the most common sustained arrhythmia. Both the incidence
and prevalence of AF are increasing, and the burden of AF is becoming huge. Many
innovative advances have emerged in the past decade for the diagnosis and management
of AF, including a new scoring system for the prediction of stroke and bleeding events, the
introduction of non-vitamin K antagonist oral anticoagulants and their special benefits in
Asians, new rhythm- and rate-control concepts, optimal endpoints of rate control, upstream
therapy, life-style modification to prevent AF recurrence, and new ablation techniques. The
Taiwan Heart Rhythm Society and the Taiwan Society of Cardiology published the 2016
Guidelines of the Taiwan Heart Rhythm Society and the Taiwan Society of Cardiology for
the Management of Atrial Fibrillation recently. This guideline presents the details of the
updated recommendations, along with their background and rationale, focusing on data
unique for Asians. The aforementioned issues will be discussed in today’s presentation.
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New Development of Peripheral Artery Disease
Treatment in 2017
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