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Statin Induced Diabetes and
Its Clinical Implications

Jin-Long Huang, MD, PhD

Cardiovascular center of Taichung Veterans General Hospital

Statins are one of the most commonly used drugs in the world based on their potential
to prevent adverse cardiovascular events. These cholesterol-lowering drugs received a US
FDA warning, in February 2012, regarding increased risk of incident diabetes and impaired
glycemic control in patients who already have diabetes Mellitus (DM). The possible association
of diabetes with statin therapy has started a wave of discussion in the medical community. A
number of meta-analyses conducted in recent years have demonstrated that the association is
real although causality has not been proved yet. Individual statins differ with respect to their
diabetogenic property; women and elderly persons appear to be at increased risk. Various
aspects of statin's effect on glycemic control remain to be explored. In West of Scotland
Coronary Prevention Study (WOSCOPS), development of type 2 DM was found to decrease
in pravastatin-treated patients. Some studies showed no changes or decrease in fasting sugar/
HbAlc in the CAPITAIN /PAPAGO-T/J-PREDICT studies, novel effects of pitavastatin
on glucose homeostasis were observed in these three cohorts of patients with metabolic
syndrome, DM or impaired glucose intolerance, independent of its efficacy in reducing levels
of lipoproteins. As further research in this area continues, physicians might still take some

precautions to make risk benefit ratio more favorable for the patients.
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Treatment of Dyslipidemia in Patient with
Multiple Risk Factors
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A Comparison of Ezetimibe/Simvastatin versus
Simvastatin Monotherapy on Cardiovascular

Outcomes After Acute Coronary Syndromes: What
is IMPROVE-IT Telling Us?

Yeh, Hung-I1"?
'Division of Cardiology, Department of Internal Medicine, Mackay Memorial Hospital, Taipei, Taiwan
*Mackay Medical College, New Taipei City, Taiwan

The American Heart Association has announced that the trial will be presented by
Chris Cannon on November 17 at 11:51 AM (central time) in Chicago at the group’s annual
scientific sessions. IMPROVE-IT compared the effect on cardiovascular outcomes of the statin
simvastatin with Vytorin (the combination of simvastatin and ezetimibe, manufactured by
Merck) in more than 18,000 patients with acute coronary syndromes.

Background: The IMProved Reduction of Outcomes: Vytorin Efficacy International
Trial (IMPROVE-IT) is evaluating the potential benefit for reduction in major cardiovascular
(CV) events from the addition of ezetimibe versus placebo to 40 mg/d of simvastatin therapy
in patients who present with acute coronary syndromes and have low-density lipoprotein
cholesterol (LDL-C) <125 mg/dL.

Methods: The primary composite end point is CV death, nonfatal myocardial
infarction (MI), nonfatal stroke, rehospitalization for unstable angina (UA), and coronary
revascularization (230 days postrandomization). The simvastatin monotherapy arm’s LDL-C
target is <70 mg/dL. Ezetimibe was assumed to further lower LDL-C by 15 mg/dL and
produce an estimated ~8% to 9% treatment effect. The targeted number of events is 5,250.

Results: We enrolled 18,144 patients with either ST-segment elevation MI (STEMI, n =
5,192) or UA /non-ST-segment elevation MI (UA/NSTEMI, n = 12,952) from October 2005 to
July 2010. Western Europe (40%) and North America (38%) were the leading enrolling regions.
The STEMI cohort was younger and had a higher percentage of patients naive to lipid-
lowering treatment compared with the UA/NSTEMI cohort. The UA/NSTEMI group had a
higher prevalence of diabetes, hypertension, and prior MI. Median LDL-C at entry was 100
mg/dL for STEMI and 93 mg/dL for UA/NSTEMI patients.

Conclusions: This trial is evaluating LDL-C lowering beyond previously targeted LDL-C
levels. The results depend on achieving the desired separation of LDL-C with ezetimibe and on
the assumption that ezetimibe’s lowering of LDL-C will have similar event reduction efficacy as
the LDL-C lowering from a statin. The results could affect future therapies and guidelines.

IMPROVE-IT may have important implications beyond our understanding of ezetimibe.
It is widely believed that the trial will provide a significant contribution to the debate about
the reliability of surrogate endpoints in general and the independent importance of lowering
LDL cholesterol in particular.
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Beyond Lipid Goal, What We Should Concern for
Hyperlipidemia Patients?
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Practical Consideration for the Use of Oral
Anticoagulants in Patients with Atrial Fibrillation:
An Asian Perspective
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Current Management of
Familial Hypercholesterolemia

TRz K

Familial hypercholesterolemia (FH) is a genetic disorder of lipid metabolism that is
characterized by a significant elevation in levels of low-density lipoprotein cholesterol
(LDL-C), and premature coronary heart disease (CHD). The etiology of FH includes known
mutations in the gene of the LDL receptor, LDLR; the gene of apolipoprotein B, APOB; and
the proprotein convertase subtilisin/kexin type 9 gene, PCSK9. Diagnosis of FH relies on five
criteria: family history, clinical history of premature CHD, physical examination for xanthomas
and corneal arcus, very high LDL cholesterol on repeated measurements, and/or a causative
mutation detected by molecular genetics. Early identification and aggressive treatment of
FH in individual patients, as well as screening of all first-degree relatives, are recommended
to minimize the risk for premature CHD. Patient should receive moderate to high intensity
of statins as initial treatment, statin-based combination therapy, or adjunctive therapies.
Furthermore, patients with FH who have additional risk factors for, or existing, cardiovascular
disease or those with an inadequate response to initial statin therapy should have access to
higher doses of the most efficacious statins; statins used in combination with other LDL-C-
lowering agents should also be supported by formularies; additional treatments, such as
LDL-C apheresis or novel therapies, may also be required to achieve acceptable LDL-C levels.
Newer treatment approaches include lomitapide and mipomersen, which were approved by
the FDA for patients with homogzygous FH. Other novel treatments currently in development
include PCSK9 inhibitors and cholesteryl ester transfer protein inhibitor. The efficacy and

safety of these novel FH treatments await larger prospective clinical investigation.
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Glycemic Control: Balance between Glucose
Lowering and CV Benefits
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The Importance of Home BP in Clinical Practice

Home BP Monitoring Using a Telemonitoring System is Effective
for Controlling BP in a Remote Island in Japan.

La® 56

ABSTRACT

The purpose of this study was to assess whether a home blood pressure (HBP)
telemonitoring system could improve BP control and overcome the problems of HBP
monitoring in a remote location. The authors enrolled 60 subjects and randomized them to
either a Telemonitoring group or a Control group. The outcomes were changes in HBP level,
adherence to HBP monitoring, and visual analog scale (VAS; score 0-100) as a measure of the
motivation to perform HBP measurements. The reductions in morning systolic BP (-5.5+0.9
mm Hg vs 0.7+£0.7 mm Hg, P<.001) and evening systolic BP (-4.6+1.0 mm Hg vs 1.0£1.1 mm
Hg, P<.001) and the change in VAS (12.843.3 vs -1.6+2.2, P=.001) were significantly greater in
the Telemonitoring group than in the Control group. The measure of the adherence to HBP
monitoring tended to be better (P=.064) in the Telemonitoring group than in the Control group.
These results indicate that an HBP telemonitoring system would be a beneficial healthcare

measure in remote geographical locations.
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Current Treatment of Mixed Dyslipidemia

AET L &6

ABSTRACT

Optimizing lipid profile remains a very critical strategy to improve clinical outcome
in management of patients with mixed dyslipidemia. Low density lipoprotein-cholesterol
(LDL-C) targeted therapy is strongly recommended by current guidelines for primary and
secondary prevention of cardiovascular events. Statin therapy has been documented to
effectively reduce LDL-C and improve cardiovascular outcome. On the other hand, the role
of the non-statin lipid optimizing therapy alone or in combination on cardiovascular benefit
remains inconsistent and needs to be clarified. The non-statin lipid optimizing agents are
expected to additionally reduce residual cardiovascular risk and yield clinical benefit. A plenty
of observational studies have established the association between the level of high-density
lipoprotein-cholesterol (HDL-C) and cardiovascular risk. However, there is no interventional
study so far to convincingly prove cardiovascular benefit in the new lipid optimizing agents,
for example, cholesteryl ester transfer protein (CETP) inhibitors which dramatically augment
the level of HDL-C but do not improve cardiovascular outcome. In addition, lowering level
of triglyceride may not only provide potentially cardiovascular protection but also reduce
the risk of biliary track disorder. Simply speaking, aggressive combination therapy for mixed
dyslipidemia is the cornerstone to optimize lipid profile. This speech will provide remarkable
results from a few reviews and original articles which investigate the association between

clinical benefit and optimization of lipid profile.
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Statin Induced Diabetes and
Its Clinical Implications

Su, Chun-Hung M.D. Ph.D
Chung Shan Medical University Hospital, Taichung, Taiwan

Extensive and consistent evidence supporting the use of statins for the prevention of
ASCVD(atherosclerotic cardiovascular disease) in many higher risk primary and all secondary
prevention individuals without NYHA class II-IV heart failure and who were not receiving
hemodialysis. In the RCTs reviewed, initiation of moderate-intensity therapy (lowering
LDL-C by approximately 30% to <50%), or high-intensity statin therapy (lowering LDL-C by

approximately 250%), is a critical factor in reducing ASCVD events.

The increased risk of new-onset type 2 diabetes associated with statin treatment is now
well established. Large metaanalyses of randomised controlled trials (RCTs) of statins have
demonstrated increased risk of developing type 2 diabetes when statins are compared with
placebo or standard care, and when more intensive statin reatment is compared with less

intensive.

Nonetheless, one must remember that statins confer a substantial reduction in risk of
cardiovascular disease (CVD) events in patients with and without established diabetes, so that
the magnitude of CVD risk reduction for those eligible for statin treatment easily trumps any

small increase in diabetes risk.

Statins are not the only class of drug used in CVD prevention that raises plasma glucose
concentration. Thiazide diuretics, for example, are commonly prescribed to patients with
diabetes and have been shown to cause hyperglycaemia, but the spotlight of negative
publicity appears to have fallen disproportionately on statins. This is likely because of the
overwhelming frequency with which statins are prescribed, and the growing concern among
patients and physicians about their other adverse effects. The bad press seems imbalanced,
however, given both the considerable benefits for individual population health that these
drugs confer and their excellent safety record, particularly when compared with other widely

prescribed drugs such as aspirin.

As mentioned above, no drug can be entirely free of adverse effects. However, the
robustly demonstrated sizable benefits of statin treatment with minimal concomitant harm,
and improved algorithms to handle statin intolerance should remain foremost in the minds of

the clinician and the patient when they are considering using a statin.
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A Comparison of Ezetimibe/Simvastatin versus
Simvastatin Monotherapy on Cardiovascular

Outcomes After Acute Coronary Syndromes: What
is IMPROVE-IT Telling Us?

Yeh, Hung-I1"?
'Division of Cardiology, Department of Internal Medicine, Mackay Memorial Hospital, Taipei, Taiwan
*Mackay Medical College, New Taipei City, Taiwan

The American Heart Association has announced that the trial will be presented by
Chris Cannon on November 17 at 11:51 AM (central time) in Chicago at the group’s annual
scientific sessions. IMPROVE-IT compared the effect on cardiovascular outcomes of the statin
simvastatin with Vytorin (the combination of simvastatin and ezetimibe, manufactured by
Merck) in more than 18,000 patients with acute coronary syndromes.

Background: The IMProved Reduction of Outcomes: Vytorin Efficacy International
Trial (IMPROVE-IT) is evaluating the potential benefit for reduction in major cardiovascular
(CV) events from the addition of ezetimibe versus placebo to 40 mg/d of simvastatin therapy
in patients who present with acute coronary syndromes and have low-density lipoprotein
cholesterol (LDL-C) <125 mg/dL.

Methods: The primary composite end point is CV death, nonfatal myocardial
infarction (MI), nonfatal stroke, rehospitalization for unstable angina (UA), and coronary
revascularization (230 days postrandomization). The simvastatin monotherapy arm’s LDL-C
target is <70 mg/dL. Ezetimibe was assumed to further lower LDL-C by 15 mg/dL and
produce an estimated ~8% to 9% treatment effect. The targeted number of events is 5,250.

Results: We enrolled 18,144 patients with either ST-segment elevation MI (STEMI, n =
5,192) or UA /non-ST-segment elevation MI (UA/NSTEMI, n = 12,952) from October 2005 to
July 2010. Western Europe (40%) and North America (38%) were the leading enrolling regions.
The STEMI cohort was younger and had a higher percentage of patients naive to lipid-
lowering treatment compared with the UA/NSTEMI cohort. The UA/NSTEMI group had a
higher prevalence of diabetes, hypertension, and prior MI. Median LDL-C at entry was 100
mg/dL for STEMI and 93 mg/dL for UA/NSTEMI patients.

Conclusions: This trial is evaluating LDL-C lowering beyond previously targeted LDL-C
levels. The results depend on achieving the desired separation of LDL-C with ezetimibe and on
the assumption that ezetimibe’s lowering of LDL-C will have similar event reduction efficacy as
the LDL-C lowering from a statin. The results could affect future therapies and guidelines.

IMPROVE-IT may have important implications beyond our understanding of ezetimibe.
It is widely believed that the trial will provide a significant contribution to the debate about
the reliability of surrogate endpoints in general and the independent importance of lowering
LDL cholesterol in particular.
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Current Diagnosis and Treatment of
Familial Hypercholesterolemia

SR A &I

Familial hypercholesterolemia (FH) is a genetic disorder of lipid metabolism that is
characterized by a significant elevation in levels of low-density lipoprotein cholesterol
(LDL-C), and patients are at very high risk for premature coronary heart disease (CHD).
The etiology of FH includes known mutations in the gene of the LDL receptor, LDLR; the
gene of apolipoprotein B, apoB; and the proprotein convertase subtilisin/kexin type 9 gene,
PCSKO9. Diagnosis of FH relies on five criteria: family history, clinical history of premature
CHD, physical examination for xanthomas and corneal arcus, very high LDL cholesterol on
repeated measurements, and/or a causative mutation detected by molecular genetics. Early
identification and aggressive treatment of FH in individual patients, as well as screening of
all first-degree relatives, are recommended to minimize the risk for premature CHD. Similar
to patients with conventional hypercholesterolemia, patients with FH should receive statins
as initial treatment, but patients with FH may require higher doses of statins, more potent
statins, statin-based combination therapy, or adjunctive therapies. Patients with FH who have
additional risk factors for, or existing, cardiovascular disease or those with an inadequate
response to initial statin therapy should have access to higher doses of the most efficacious
statins; statins used in combination with other LDL-C-lowering agents should also be
supported by formularies; additional treatments, such as LDL-C apheresis or novel therapies,
may also be required to achieve acceptable LDL-C levels. New treatment approaches include
lomitapide and mipomersen, which were approved by the FDA approval for use in patients
with homogzygous FH. Other novel treatments currently in development include PCSK9
inhibitors and cholesteryl ester transfer protein inhibitor. The guidelines brought together
leading experts in the FH Taiwan, we hope to convey the best information available for
improving medical practice, for the prevention of premature CHD and finally relief to families
affected by FH.
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1987-1994 M.D., Kaohsiung Medical University, Kaohsiung, Taiwan

2001-2005 Ph.D., Institute of Clinical Medicine, College of Medicine, National Cheng Kung
University, Tainan, Taiwan
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Practical Consideration for the Use of Oral
Anticoagulants in Patients with Atrial Fibrillation:
An Asian Perspective
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The Importance of Home BP on Clinical Practice

Cheng-I Cheng M.D. Ph.D.

Division of Cardiology, Department of Internal Medicine
Kaohsiung Chang Gung Memorial Hospital

The accurate assessment and appropriate management of blood pressure (BP) is critical
for management of hypertension in patients. Traditional office-based BP measurement has
limitations that can be addressed, in part, through the use of home BP monitoring. Because
BP readings are provided at specific time intervals throughout a 24-hour period, ambulatory
BP (ABPM) represents a better picture of the normal fluctuations in BP levels associated
with daily activities, including sleep. Blood pressure values obtained by 24-hour ABPM
are a better predictor of cardiovascular risk than office-based BP measurements, and the
technique can be used to discern white-coat hypertension and to evaluate masked, resistant,
and pseudoresistant hypertension.Because ABPM is not reimbursed by insurance in Taiwan,
self-measurement of home BP is an alternative to assess pressure control outside clinic. 2012
TSOC hypertension treatment guidelines suggest that patients should measure blood pressure
twice a day - before sleep at night and after wake-up in the morning. The target of BP control
should be below 135/85 mmHg for general hypertensive patients. Although measurement of
home BP by patients leads to better BP control, the impact on long-term clinical cardiovascular
benefit is under investigation. Herein, we will discuss why we should measure home BP and

how patient measure home BP correctly.
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2013/7- Senior consultant cardiologist, MMH
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1995/9-2002/6 Bachelor of medicine: Chung Shan Medical University
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2001/7-2002/6 Internship: National Taiwan University Hospital
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2005/7-2007/6 Fellowship of cardiology: MMH

2007/7-2009/6 Fellowship of interventional electrophysiology: MMH
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"05- Board of Internal Medicine

06-‘12  Board of Geriatric Emergency and Critical Medicine
07- Board of Adult Cardiology
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How Can We Improve ACS Care Based on
Latest Evidence?

Jen-Kuang, Lee

Antiplatelet therapy prevents thrombotic events in patients with acute coronary
syndrome; however, the ischemic benefits come at the price of bleeding. Determining who may
benefit from more potent P2Y, inhibition is not straightforward. Clinical and genetic factors
influence response, and the utility of testing platelet function or genomics remains an area of
debate, as does the optimal duration of dual antiplatelet therapy in patients with coronary
stents. The options for antithrombotic therapy in patients presenting with acute coronary
syndromes are myriad. The treatment armamentarium has expanded in recent years to include
oral antiplatelet agents. Patients may benefit from this array of treatments but only if they are
incorporated into clinical practice and applied appropriately. Recently, updated guidelines for
STE- or Non-ST ACS have been published and it provides more evidence and suggestion for

healthcare professionals to adhere.

B & [ BE B # # = Taiwan Association of Lipid Educators %
B8P 103FE118238\) S 103FE118308(8) &1k 103F12820-218 (Gv-8)



Holistic care for the patients with cardiovascular diseases:
Controversies and issues in 2014 (Part 1) ----------ooomommomcme e

B B

A N A &

IE B -

2001.8- N Rl A ks SRR S
2006.8- S RERERL A IR
2R

1989-1996 SR LZXLELA
1999-2002 B ZX2EBEKBEEZHARITAL
2003-2007 SEERZXZEREZARIAEL

%«(

mifiéﬁ"kﬁ‘%%’i%%??%gﬁ

= AR S R EMR R A FHELR B 6
PRI B A FHRE B B AR
= A S KBRS R Sk B A A 205 B AT

BRI AR

A EZER A LA ERRLEEHA

SR AR B O A A AR R AT
ERELGRER S L

ANTE S o B B2

ERAREREEE
ER:

%Jﬁl_ﬁé ~ %ﬁf]‘é‘ N ;“éij% N ;Cm#{% N ;Cﬁﬁ% N iC%Z:%%
W B RIRR S S~ SRR B R TR TERE  CEFTRAGAETNANEER

@ B & M BS & # % = Taiwan Association of Lipid Educators
B 103FE118238\H) Sl 103F118308(H) B3t 103F12820-218G-8)



Holistic care for the patients with cardiovascular diseases
cemcmececeeoeoeooooooooooooo.. Controversies and issues in 2014 (Part |l

Debate - Flla Antagonist

RFEE KR

B & M A8 & Z # & Taiwan Association of Lipid Educators
B 103F118238\0) Sl 103F118308(H) B3t 103F12820-218G-H)



Holistic care for the patients with cardiovascular diseases:
Controversies and issues in 2014 (Part ) ----------coooomemememem e

B
B 1 AR Hig

IR R
Bl R KRG E LR E R B AF 7656
B Ao K B R B A A

2R
09/1981~ 06/1988 B ERXREREZABE+
09/1996~06/2000 B = 3h K% B Lrz o B Lm i+

SR -

1990 9 AZ 1995 58 A BEILEHE RZEZRMABEIRAFRIEREH
19958 A2 19968 A BIRANKRZEEZRMLZERAFR LR
1996 8 A 22000 F 8 A BRI KRLHEANLHHEN
200058 AZ 2008 F8 A HBIimHRLELANMALHINHIZ

2008 F 8 A &4 Bl s KRG 55 A RFHE AR
PERECHZTIMNETR

b ERE RS RRIEGEE

TR :

By kAR AV 6% 95 RE A 3 2

B B B R~ AR By MRS A B o TR AR R
1 A A%

AFTRR :
CHEAXCTSEARALABRESCIEZIF » &3 Journal of the American College of
Cardiology, European Heart Journal, Cardiovascular Research, Chest, American Journal of

Cardiology, Thrombosis and Haemostasis 5

B & M BS & # % = Taiwan Association of Lipid Educators
8% :103F118238(8) Sl 103F118308(H) B3t 103F12820-218G-8)



Holistic care for the patients with cardiovascular diseases
cemcmececeeoeoeooooooooooooo.. Controversies and issues in 2014 (Part |l

Debate - FXa Antagonist

59518 %

B & M A8 & Z # & Taiwan Association of Lipid Educators
B 103F118238\0) Sl 103F118308(H) B3t 103F12820-218G-H)



Holistic care for the patients with cardiovascular diseases: . -
Controversies and issues in 2014 (Part ll) ---------oooooooooooooo oo AL @

B B

EAEH

VAR FLIEX:
3] 9 R
SRR T

FAER:
A 7 3b A7 BRAR AR A

RIEZE :
PR~ TARIRIR R ~ S g ~ LA bk A

IREE -

AR KRS TN 5 b8 fmF+ 276 & 6
BRE

19834 AstBREBREARL

19834 BZRIRGHE LR EF R

KR

1985-1988 & KB AFHER & &

1988-1990 & KETT A 4-ib#H BRAR R AHEAE I B 67
1990-2000 & KBRAFRAE LS FE

1990-1992 & R & B RHRARBAE T BT Biit £15
1992-2005  #H X E KL A BRA 5 b kw2 AE

2005- F AR KIS BTN 2 648 o f 276 B 67
1999- TR AL REERRFAFRZATERFTEERA

FERBEAMEHBEHRRFESFE AL A

BHEE :
P R H A A G
3 RE KA A R A A

HERE
(—) MERZAEHABRRARSNKEEHREHE
(=) FoTFF ¢
1. ¥ k% FA Ry $276 7 (3B KR 4d)
2. ¥ FRm Q&A (H % R AL)
3. M dE AR BRI IR (FT A RER/FREAA AR ]
4, ZBCH i BE T AIER A R AR Z (T RER/FRELRML AR )

% B & M BS & # % = Taiwan Association of Lipid Educators
8% :103F118238(8) Sl 103F118308(H) B3t 103F12820-218G-8)



r G Holistic care for the patients with cardiovascular diseases:
T~ Y A Controversies and issues in 2014 (Part Il)

Current Management of Mixed Dyslipidemia

AW 21

EEER LR KBEBEHF - BREREEBZEFTHARSA MG Z T » 69 254
A2 b 4B HE B B (TC) ~ 1% %5 £ ME Bl 83 (LDL-C) B Z B H ik I (TG) 1 & » @ & % Z IE Bl 8
(HDL-C) fhf&k » $t¥28m & » SR LA F S MEEFE - L F statins AEW SR LR LRD
LDL-C » #& %4 3% 2% HDL-C ~ TG ~ non-HDL-C ~ ApoB ¥ B 4% » {£ A8 EAKA R 493 e R
B o 7% 9 89 AR (residual risk) 75 R G & o

BTE—FXERGRKR - 2T %K A fibrate R niacin ALY » IEG A LY sHHR
#+ HDL-C 8 & H X &K Z » X ApoA-1 & &G &K, o B AT LI statin BEDERAARERE
FRo N BRMNESBHENTTRAZXIE R E FHMAR ° £ 2013 F /%€ K Clinical
Practice Guideline ~ 2014 5% Bl ADA guideline $ TAS guideline * 13454 & Ht F %% Z Ba &
A o

FHBRIEY » Sl TofalsEEmE ? RNE R 5 7 54 bk by Rk
B SR AT B KRER -

B & [ BE B # # = Taiwan Association of Lipid Educators
B8P 103FE11823H(H) S :103FE118308(H) &3 103F12820-21 8 (v-8B)



Holistic care for the patients with cardiovascular diseases: , \
Controversies and issues in 2014 (Part ) ----------coooomemememem @A, —\>>

CURRICULUM VITAE

PERSONAL INFORMATION
Name: BRS¢ BEF (Chiu, Yu-Wei, M.D.)
Sex: Male

Date of Birth: January 28
Attending Physician, Section of Cardiology, Cardiovascular Center, Far Eastern Memorial Hospital

Mailing Address: Cardiovascular Center, Far Eastern Memorial Hospital
21, Section 2, Nan-Ya South Road, Pan-Chiao, New Taipei City, Taiwan, 220

Tel: (886)2-89667000 ext 4277

EDUCATION:

1999 Medical College, National Taiwan University, Taipei, Taiwan

2014 PhD of College of Medicine, Graduate Institute of Clinical Medicine, National Taiwan

University, Taipei, Taiwan

MAJOR WORK:

1999-7-1-2002-6-30  Resident Physician, Department of Internal Medicine, National Taiwan
University Hospital, Taipei

2002-7-1-2004-6-30  Fellowship training in Division of Cardiology, Department of Internal

Medicine, National Taiwan University Hospital, Taipei

Since 2004-7 Attending Physician, Section of Cardiology, Cardiovascular Center, Far
Eastern Memorial Hospital

2011-1-2013-9 Clinical Instructor, Far Eastern Memorial Hospital

Since 2013-9 Assistant Professor, Far Eastern Memorial Hospital and Yuan Zi University

BOARD OF CERTIFICATE:

1999 General License of Physician

2002 Specialist of Internal Medicine

2004 Specialist of Cardiology

2006 Specialist of Critical Care Medicine
2007 Specialist of Interventional Cardiology

% B & M BS & # % = Taiwan Association of Lipid Educators
8% :103F118238(8) Sl 103F118308(H) B3t 103F12820-218G-8)



Holistic care for the patients with cardiovascular diseases:
ceeeeeeeeeeeeeeeeoooooo........ Controversies and issues in 2014 (Part 1l)

- A
7@(@) J ;”/"\‘

Comprehensive Lipid Management in T2DM

SER GO

B & M A8 & Z # & Taiwan Association of Lipid Educators
B 103F118238\0) Sl 103F118308(H) B3t 103F12820-218G-H)



Holistic care for the patients with cardiovascular diseases: .
Controversies and issues in 2014 (Part 1) ----------ooomommomcme e >\,

&

wE L ERX— R

2R

09/1979 ~ 06/1986
10/1994 ~ 09/1997

GLBEZREEA BEL
3 Bl 3+ Bl K% (Imperial College London) 1+

e TR

1996 Overseas Research Student’s Awards (3% &)

1997 Professor Guy Scadding Prize for Outstanding PhD Thesis (3 B)
1998, 2000 GEGATEE L E 3R ik LA

1999 H 5B B A % 8& (Young Investigator Award), (F ¥ KB SH28)
2002 BRREBAALAE FTEHRARMALEZED)

2011 AT AR (3 RB g R B IR AALE )

IRE :

8/2009~3. &
7/1991~3, &
2/2011~3R %
512012~ %
7/2006~3. &
8/2006~3H, &
10/2012~3. 2
2/2011~3R %
2/2012~R &
9/2008~#. 7

WigEEH -
it 2
i

HEBEEREEAMRIE
CEIPCR R A S QU RaE S ERER )
EHEALTEBEERT

P RE RS A 24
EEEALZETERALTIUTR
&B2REREHIR

b EREMEEHREZEHRE R
International Journal of Gerontology %
Biomarker Research % % B

BRERTEINEREF

SRR /LR
AL S HEIL

HFTRR

CHEA—BETSREARAMLABEESCIESZ N » &4 Circulation, Circulation
Research, ACS Nano, Arteriosclerosis,Thrombosis and Vascular Biology, Cardiovascular
Research*** 3 o #t 5% & R & & B 2 2 A & Braunwald’s Heart Disease, the eighth and ninth

edition PT3] A -

@ B & M BS & # % = Taiwan Association of Lipid Educators
8% :103F118238(8) Sl 103F118308(H) B3t 103F12820-218G-8)



-9 U Holistic care for the patients with cardiovascular diseases:
e  -----e-o-oo-oCECEEEEEEEE R Controversies and issues in 2014 (Part Il)

A Comparison of Ezetimibe/Simvastatin versus
Simvastatin Monotherapy on Cardiovascular

Outcomes After Acute Coronary Syndromes: What
is IMPROVE-IT Telling Us?

Yeh, Hung-I1"?
'Division of Cardiology, Department of Internal Medicine, Mackay Memorial Hospital, Taipei, Taiwan
*Mackay Medical College, New Taipei City, Taiwan

The American Heart Association has announced that the trial will be presented by
Chris Cannon on November 17 at 11:51 AM (central time) in Chicago at the group’s annual
scientific sessions. IMPROVE-IT compared the effect on cardiovascular outcomes of the statin
simvastatin with Vytorin (the combination of simvastatin and ezetimibe, manufactured by
Merck) in more than 18,000 patients with acute coronary syndromes.

Background: The IMProved Reduction of Outcomes: Vytorin Efficacy International
Trial (IMPROVE-IT) is evaluating the potential benefit for reduction in major cardiovascular
(CV) events from the addition of ezetimibe versus placebo to 40 mg/d of simvastatin therapy
in patients who present with acute coronary syndromes and have low-density lipoprotein
cholesterol (LDL-C) <125 mg/dL.

Methods: The primary composite end point is CV death, nonfatal myocardial
infarction (MI), nonfatal stroke, rehospitalization for unstable angina (UA), and coronary
revascularization (230 days postrandomization). The simvastatin monotherapy arm’s LDL-C
target is <70 mg/dL. Ezetimibe was assumed to further lower LDL-C by 15 mg/dL and
produce an estimated ~8% to 9% treatment effect. The targeted number of events is 5,250.

Results: We enrolled 18,144 patients with either ST-segment elevation MI (STEMI, n =
5,192) or UA /non-ST-segment elevation MI (UA/NSTEMI, n = 12,952) from October 2005 to
July 2010. Western Europe (40%) and North America (38%) were the leading enrolling regions.
The STEMI cohort was younger and had a higher percentage of patients naive to lipid-
lowering treatment compared with the UA/NSTEMI cohort. The UA/NSTEMI group had a
higher prevalence of diabetes, hypertension, and prior MI. Median LDL-C at entry was 100
mg/dL for STEMI and 93 mg/dL for UA/NSTEMI patients.

Conclusions: This trial is evaluating LDL-C lowering beyond previously targeted LDL-C
levels. The results depend on achieving the desired separation of LDL-C with ezetimibe and on
the assumption that ezetimibe’s lowering of LDL-C will have similar event reduction efficacy as
the LDL-C lowering from a statin. The results could affect future therapies and guidelines.

IMPROVE-IT may have important implications beyond our understanding of ezetimibe.
It is widely believed that the trial will provide a significant contribution to the debate about
the reliability of surrogate endpoints in general and the independent importance of lowering
LDL cholesterol in particular.
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What are Optimal Treatment Targets for
Dyslipidemia in Clinical Setting?

Chih-Yuan Wang, M.D., Ph.D.

Department of Internal Medicine,
National Taiwan University Hospital

Many large, randomized, controlled trials have proved that cholesterol-lowering therapy
with 3-hydroxy-3-methylglutaryl coenzyme A reductase inhibitors (statins) reduces the risk
of mortality and/or cardiovascular events across a wide and various range of cholesterol
levels whether patients have a history of coronary artery disease or not. That means that lipid-
lowering therapy with statins reduces the risk of cardiovascular events. However, the optimal
level of low-density lipoprotein (LDL) cholesterol is in debate. In previous comparison of two
statin regimens of different lipid-lowering intensities for the prevention of cardiovascular
events, intensive therapy with high-dose satins resulted in a median LDL cholesterol level of
up to 62 mg/dl, as compared with a level of 95 mg/dl for standard-dose statins. The more
intensive therapy had resulted in a much lower risk of mortality from any cause or major
cardiac events than that did a moderate level of lipid lowering with the use of a standard
dose of statins. We always could find more intensive lipid lowering significantly increased
this clinical benefit for patients with hyperlipidemia and potentially cardiovascular disease.
Previous reports indicated that intensive therapy with statins got a persistent beneficial effect
on cardiac events due to lower LDL-cholesterol levels with a significant reduction in the risk of
recurrent unstable angina and the need for revascularization. The reduction in clinical cardiac
events with the more intensive lipid-lowering therapy was prominent as early as less than
one month after the start of lipid-lowering therapy. It is very important to note that the safety
and efficacy results were reported and monitored in various study population. We may even
suggest that after once acute coronary syndrome in both diabetics and non-diabetics, the target

LDL cholesterol level should be lower and concerned.
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Statin Induced Diabetes and
Its Clinical Implications

Cho-Kai Wu MD, PhD

Division of Cardiology
National Taiwan University Hospital

ABSTRACT

Recently, there are major changes focusing on the management of high blood cholesterol.
First, the regulation of Taiwan National Health Insurance Bureau (TNHIB) has been adjusted.
Doctors could prescribe statins under the coverage of health insurance for documented
cardiovascular disease patients as long as their blood low density lipoprotein (LDL) level
exceeded 100 mg/dL. The regulation were mainly changed according to the National
Cholesterol Education Program released its Adult Treatment Panel III report in 2002. However,
on November 12, 2013, updated guidelines for the treatment of high blood cholesterol levels
were released by the American College of Cardiology-American Heart Association (ACC-
AHA) Task Force on Practice Guidelines. Using the new approach, the expert panel identified
four subgroups of patients for whom the benefit of statins clearly outweighs the risk. These
groups are patients with 1. Clinically evident atherosclerotic cardiovascular disease, 2. Primary
LDL cholesterol levels of at least 190 mg per deciliter, 3. Type 1 or type 2 diabetes and an
LDL cholesterol level of 70 mg per deciliter or higher, or 4. a 10-year risk of atherosclerotic
cardiovascular disease of at least 7.5%, according to the new, publicly available, pooled cohort
equations, and an LDL cholesterol level of at least 70 mg per deciliter. The key points of the
new guideline mainly eliminate of routine assessments of LDL cholesterol levels in patients
receiving statin therapy, because target levels are no longer emphasized and the strategy of “the
lower the better” is now doubtful. However, current guidelines also emphasize the importance
of drug safety. In our current discussion, we are going to discuss how to improve statin
therapy according to the revision of guidelines and TNHIB regulations. We will also discuss
the benefit of pitavastatin, a statin which will not influence glucose metabolism and greatly
reduced LDL level in the same time. We will also discuss about how this statin can reduce the

occurrence of type 2 DM which is different from our traditional idea about statin use.
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The Importance of Home BP in Clinical Practice

Kou-GiShyu, MD, PhD, FESC, FACC
Division of Cardiology, Shin Kong Wu Ho-Su Memorial Hospital, Taipei, Taiwan

Hypertension is the most common risk for cardiovascular diseases. Although the
availability of blood pressure (BP) lowering medications and public education, the control
rate of hypertension is still poor. Self-measurement of BP at home offers specific advantages
over conventional clinic measurement because it allows identifying patients with white-
coat, masked, and sustained hypertension with readings taken under standardized home

conditions, little measurement variability, and good reproducibility.

Home BP monitoring (HBPM) has emerged as a means of improving diagnostic accuracy,
risk stratification, patient adherence, and therapeutic interventions. The definition of HBPM is
an average of blood pressure >135/85 mmHg. HBPM is appealing to most patients. It can lead
to better BP control by increasing awareness of hypertension and adherence to and persistence
of drug treatment. HBPM may have greater prognostic value for risk of cardiovascular event
than office BP. HBPM offers more extensive data than office BP measurement can provide, is
less expensive, is widely available and convenient, and has been shown to improve patient

compliance with treatment and BP control.

Home BP measurement is currently widely available to the general public because of
the availability of affordable and reliably operating automatic devices. The importance of
HBPM for comprehensive diagnosis of hypertensive conditions, patient risk stratification, and

appropriate treatment selection should be more widely acknowledged and utilized.
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Glycemic Control: Balance between Glucose
Lowering and CV Benefits

Po-Hsun Huang, MD, PhD

Associate Professor
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Division of Cardiology, Taipei Veterans General Hospital, Taipei, Taiwan

ABSTRACT

The introduction of Incretin-based therapies represents a novel therapeutic strategy,
since these drugs not only improve glycemia with minimal risk of hypoglycemia, but are also
supposed to have other extraglycemic beneficial effects. These agents, which are effective in
improving glucose control, could also have positive effects on the incidence of cardiovascular
events. The aim of this lecture is to review the present literature about the updated concept
of glycemia control in patients with diabetes mellitus, and also discuss the possible role of
dipeptidyl peptidase 4 (DPP4) in cardiovascular districts, not only strictly correlated to its
effect on glucagon-like peptide-1 (GLP-1) circulating levels, but also to what is known about
possible cardiovascular actions. Certainly, DPP4 seems to exert many functions, both directly
and indirectly, on cardiovascular districts, opening new possibilities of prevention and

treatment of complications at this level, not only in patients affected by diabetes mellitus.
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New Armamentarium in T2DM Treatment:
SGLT2 Inhibitor

MR HK

B AR el

Type 2 diabetes is a complex multifactorial disease with multiple chronic complications,
especially cardiovascular disease. Epidemiological studies and preliminary intervention
studies have shown that fluctuated postprandial hyperglycemia is a direct and independent
risk factor for cardiovascular disease. In fact, combined therapies with current different class
of antihyperglycemic drugs still fail to achieve the target of HbAlc lower than 6.5% in the
majority of diabetic patients. Risk of hypoglycemia and side effects of medications, such as
edema and body weight gain, all impact the drug adherence. The ADA and EASD Position
Statement has also emphasized the importance of tailoring regimens in the individual diabetic
patients. Traditional antihyperglycemic therapies have very much focus on insulin resistance
and inadequate insulin secretion. With the benefit of lesser episodes of hypoglycemia and no
body weight gain, the role of incretin-based therapies including both DDP-4 inhibitors and
GLP-1 receptor analogues are highly expected. Moreover, the blockade of glucose reabsorption
from the proximal renal tubules, by target on sodium glucose cotransporter-2, has been
recognized as a safe target of new therapy for type 2 diabetes. In this talk, I will overview
the recent guidelines with regard to the management of type 2 diabetes. I will consider the
variability in different classes of drugs, both in their ability to lower HbAlc but also their
effects on hypoglycaemia, weight and risk benefit profile. In particular, I will focus on the

contribution of the new class of SGLT-2 inhibitors to the treatment paradigm.
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