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Confronting Complexity to Glycemic Control:
Practical Strategies to Simplify Type 2 Diabetes Care

PEH

Type 2 diabetes mellitus is a world-wide chronic disease across various regions and different
races. Acute complications, including hypoglycemia, ketoacidosis, or chronic complications, including
cardiovascular diseases, chronic kidney disease, retinopathy, and neuropathy, are closely related with
glycemic control and regular investigations. Amongst, oral or injection therapy was also mentioned
with their efficacy or adverse effects during the period of therapeutic intervention for type 2 diabetic
patients. In the viewpoint of UKPDS study and DPP study, biguanide (metformin) was suggested
to be the very first line medication for two decades, due to its preventive role of cardiovascular
episodes. Thereafter, which oral or injection therapy could be the best partner with metformin was
discussed in the past ten years? Generally, it depends on different phenotypic manifestation for type
2 diabetic patients. Acarbose was suggested to be the first line anti-diabetic agent in China, together
with metformin, via MARCH study. Sulfonylurea and insulin often are considered for their efficacy
and lower price; Glitazone is considered for its role in insulin sensitization; DPP-4 inhibitors, incretin
therapies, GLP-1 injected agonists, will be suggested for its safety to prevent body weight gain and
hypoglycemia. With more and more hyperglycemic treatment, choosing a simple treatment with proven
efficacy, well safety and convenience, given the complex diabetes care for our patients is critical and

essential.
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SGLT2 Inhibitor- Paradigm Shift
in Diabetes Management

RETRE R TR A EHIERE
5

BRFEHTASHEE  AEEZRECNEERFEMEZREESGE — KA
WUKPDSH % 38 B i iy e A5 ) > R BICG106) 2H L & BRI D F R

Metformin | UPKDS# Bt > L TR RREWERF —HH AL > ADA Guideline & 3SU/
TZD/DPP4--- S H A FEY P E _RER > AMBANEEEY > eF KLl BEHMF
BlMER > EBD T RARENRRE -

20154 EMPA-REG# & SGLT2i 7 Ji D 4 fk 5 L o & B R B D 7 R > M ER R % A
DPP4ifx T fitE = Hs) > BRELEH > EEERN L —LRHEEE B U KEIEA
W FEELE - st > SGLT2imy 2 3 B H B0 QL & 77 0 45 R? #E—F e
REEABMERERERNERN > RAB R ERFEARFARANETE  REE2F UL EERK
s o

B8 106F1814-1580v-B) Bh:106FE18228(H) =S 106F28198(H) ...°.



Holistic Care for the Patients with Cardiovascular Diseases:
Controversies and Issues in 2017 ( Part I)

B R
W m
2
A BEZREgRrEt
B EEREEREMEMEL
IR

ERARRAERITMAHM LB

ERE -
ZEHEBRRBERBET AT OEHRE
ZEHBERITEAHAEE
ZEHBRBEARA LB
BEMEARERMAZH EE
BEMEAAERTRAHE ZE
BEMEABRRWNAIT LB

W BB LGB
EERARENABHTEAR M LB
&b 5 K ALE A 304 P B R

EPE 0 -
Bl EERNAZARENERR
B or [ WA R 2 B & P Sk B AR

5§l :

EENHEZEEREM
FERBEERREGER B

FER BN E e BB
FERBEBERRERL G SBERRERAE
EEIEHEZe B

BEKRE

FAEGEERELeHE
FAECETEHBELeENBENMELE
FAECEERELEERZEGCEE
FERBEABRARECRMER
FERBEBRRLEGEME &
FERBABRARERLEECES

RS -

W a8 4 — R 7 KB o U3
il HEF AFENX
TBRBEZFHEZ S G54y,

P Ak B — Bk ) AR T o S 26

P 4 B8 — o A 58 R R 1 B O A
HERANIZEREE

o0 B & M B 181 # #3 = Taiwan Association of Lipid Educators

S Bl:106E18141580Gv-E) Bd: 106FE18228(B)

St 106F28198(8)



Holistic Care for the Patients with Cardiovascular Diseases:
Controversies and Issues in 2017 ( Part I)

New Insights on the Use of Acarbose for
Management T2DM

o3 A o

It is well acknowledged that T2DM requires a multi-dimensional approach to control the disease
and improve patient outcomes. However, as lifestyle can contribute to the development of diabetes,
appropriate implementation of healthy life style is always the first step in managing the patient by
promoting good eating habits, encouraging weight loss and increasing the amount of physical activity.
Diabetes, with its long-term complications and comorbid conditions associated with it, is a major health
hazard. The goal of treatment of diabetes is the prevention of onset and progression of complications.
Therapeutic intervention to achieve this goal consists mainly of maintaining good glycemic control.
Alpha-glucosidase inhibitors (AGIs) are widely used especially in Asian countries as a treatment option
for type 2 diabetes (T2DM) patients with high postprandial glycaemia (PPG). In addition, acarbose has
been shown to reduce cardiovascular complications in type 2 diabetes and prevent hypertension and
CVD in individuals with impaired glucose tolerance (IGT). Acarbose has a very good safety profile and,
owing to its straightforward, non-systemic mode of action, avoids most adverse events. The benefits of
acarbose are likely mimicked by diets featuring slowly-digested ~‘lente’  carbohydrate, and by certain
nutraceuticals which can slow carbohydrate absorption. Prebiotics that promote colonic generation of

short-chain fatty acids represent an alternative strategy for boosting intestinal GLP-1 production.
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Choosing Anti-diabetic Drugs
in the Treatment of Type 2 Diabetes

i B &
# R A 9 AT B B

It is recognized that the pathophysiologic defects in type 2 diabetes include insulin resistance
in muscle and liver, [ -cell failure, accelerated lipolysis, hyperglucagonemia, incretin deficiency /

resistance, increased renal reabsorption of glucose, and insulin resistance in brain.

Although many anti-diabetic agents with different mechanism are available to treat type 2 diabetes,
no single agent can correct all the pathophysiologic defects. Multiple drugs used in combination will be

required to correct the multiple pathophysiologic abnormalities.

Our choice of specific anti-hyperglycemic agents is predicated on their effectiveness in lowering
glucose, safety profiles, tolerability, ease of use, and expense. According to the consensus statement
of the ADA and the EASD, metformin should be initiated concurrently with lifestyle intervention as
the first step in treating new onset type 2 diabetes, for its effect on glycemia, absence of weight gain or

hypoglycemia, and relatively low cost.

The consensus regarding the second medication added to metformin was to choose sulfonylureas,
TZDs, DPP-4 inhibitors, SGLT-2 inhibitors, GLP-1 RAs or insulin. With consideration given to the
convenience to use, the good effectiveness, and the relative low cost, sulfonylureas are better than
other anti-hyperglycemic agents to add on to metformin when metformin monotherapy fails to achieve

glycemic goals.

Fixed-dose combination of oral antidiabetic drugs has higher adherence rates in patients and
relatively lower cost than those of free combination. The fixed-dose combination of glimepiride and
metformin is a good choice for diabetic patients with poor drug compliance to improve their glycemic

control.
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Holistic Care for the Patients with Cardiovascular Diseases:
Controversies and Issues in 2017 ( Part I)

Taiwan AF Guideline:
The Clinical Practice for SPAF

R
ERER

1. Abnormal changes shown in the vessel wall (eg, atrial tissue changes, endothelial damage and
dysfunction), in flow (stasis—eg, in the left atrial appendage), and in blood constituents (eg,
haemoconcentration, platelets, coagulation cascade activation, inflammation); all factors contribute to
propensity for thrombus formation (thrombogenesis) in atrial fibrillation. Studies in Asian countries
have shown that Asian patients with AF have a five- to eight-fold higher risk of stroke compared
with patients without AF The presence of AF is associated with higher long-term risk of stroke,

heart failure, and all-cause mortality.

. In ENGAGE AF-TIMI 48 study, the dose adjustment and elderly population with edoxaban had
similar favorable outcomes with study population. In subgroup analysis, there were no significant
differences between warfarin and either dose regimen of edoxaban in rates of fatal and major GI

bleeding in East Asian patients.

. The primary goals of AF treatment are relief of symptoms, reduction of CVD risks and mortality,

and prevention of thromboembolism event.

. Traditional oral anticoagulant had showed more effective than antiplatelet agents in the prevention of
AF related stroke, however unpredictable response, narrow therapeutic window, and numerous drug-

drug & food-drug interactions limit its widespread use.

. Optimal NOAC:s selection requires consideration of patient characteristics and differences among the
agents. Once-daily higher dose edoxaban (60/30 mg) was non-infetior to well managed warfarin for
reduction in stroke and systemic embolism and significantly reduced major bleeding and intracranial

hemorrhage, also associated with superior net clinical benefit.
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Floating Absolute
Risk of CV Mortality

Patients (%)
o882888
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From Hypertension to Protection:
Contribution to ARB
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Chiung—Zuan Chiu, MD, PhD, FACC
Chief, Division of Cardiology,

\Shin Kong Wu Ho-Su Memorial Hospital

Risk of CV death is estimated to double with
/each 20/10 mmHg increase in BP*
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115/75 135/85

SBP/DBP (mm Hg)

Chronic Heart Failure*!

834

488

Receiving Treatment BP<140/90 mmHg

Stroke*!
890

349

Receiving Treatment BP<140/90 mmHg

155/95

*Individuals aged 40-69 years, starting at BP 115/75 mm Hg
V= cardiovascular
dapted from: 1. Chobanian AV, et al. JAMA, 2003;289:2560-2572;

175/105

Control of Hypertension in Patients with
Comorbidities

Study Design: A meta-
analysis of 1 million adults
from 61 prospective
observational studies of
blood pressure and mortality
was performed.? Total
observational period included
12.7 million person-years.
Patients had no previous
vascular disease recorded at
baseline. Outcomes included
56,000 vascular deaths and
66,000 other deaths at ages
40 to 89 years.?

Patients (%)

100
80
60
40
20

L]

Chronic Kidney Disease'?

Aware

*Patients > 18 years old in the National Health and Nutrition Examination Survey (NHANES) 2003-2004
* Data from the chronic renal insufficiency cohort
#BP< 130/80 mmHg

983
46.1
Treated Controlled*
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Holistic Care for the Patients with Cardiovascular Diseases:
Controversies and Issues in 2017 ( Part I)

Hypertension and Cardiovascular

2 Outcomes

» Hypertension is extremely common worldwide
» Epidemiologic studies have shown that elevations in BP are
associated with an increased risk of CV events
« Absolute risk increases progressively (geometrically) with
increasing BP
* Lowering blood pressure reduces the risk of fatal and nonfatal
CV events, primarily strokes and myocardial infarctions

« Control of high BP should be part of comprehensive CV risk
management, including, as appropriate, lipid control, diabetes
management, antithrombotic therapy, smoking cessation,
exercise and limited sodium intake

Modest* improvements in SBP reduction may

¢ Jower CV risk

Study Design: SBP and
mortality was analyzed in 5
large population follow-up
studies, the Multiple Risk
Factor Intervention Trial, the.
Whitehall Civil Servants
study, the Western Electric
study, the Framingham
Heart study, and the Chicago:
Heart Association Detection
Project in Industry. Follow-
up lasted from 6 to 19 years

-
After
Intervention

Before
Intervention

Reduction
in BP
—

% Reduction in Mortality!

Reduction in SBP Stroke Coror_lary and the multivariate
(mm Hg) [l coefficients for the 5 studies
2 -6 4 were similar and averaged.?
3 -8 -5
5 -14 -9

*Modest is defined as a decrease in SBP of 2-5 mm He.

*Population estimation.
1. Adapted from Chobanian AV, et al. Hypertension. 2003;42:1206-1252; 2. Stamler R. Hypertension. 1991;17(supp 1):1-16-1-20.

Rgnin-Angiotensin System

T

Angiotensinogen

Angiotensin Il Inactive kinins

\
oo

* Vasodilation

: enin

i |_Renin |

: Angiotensin | Bradykinin
Non-renin Non-ACE l< -------------- ACE ---- -->l

* Vasoconstriction

* Inhibition of cell
growth

* Cell differentiation

* Injury response

* Apoptosis

* Aldosterone secretion
* Catecholamine releasg
* Proliferation
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Network Meta-analysis of

3

22 clinical trials, 143,153 patients in total

057 (0-46-0-72) p<0-0001
ACEinhibitor ~—#— 0-67(0-56-0-80) p<0-0001
N=22,941
CCB —— 0-75 (0-62-0-90) p=0-002
N=38,607
Placebo —a— 0-77 (0-63-0-94) p=0-009
N=24,767
B blocker —— 0-90(0:75-1:09) p=0-30
N=35,745
Diuretic Referent
N=18,699

0-50 070 090 126

0dds ratio of incident diabetes Incoherence=0-000017

Individual pair-wise comparisons between diuretic vs. B blocker (p=0.30), placebo vs. CCB (p=0.72),
ACE inhibitor vs. ARB (p=0.16) did not achieve significance (p<0.05)

MAU is a strong predictor of renal and
cardiovascular events in general population

Age- and gender-adjusted risk to develop cardiovascular and
renal event in the PREVEND cohort
Cardiovascular event Renal event
g g ®
3 k2l
o2 o3 .
®C S 4
x e R
03 o8
Ze B
N
o8 OF% 2
0
<15 15~30 30~150 150~300 > 300 <15 15~30 30~150 150~300 > 300
UAE (mg/24 hr) UAE (mg/24 hr)
N 6013 1279 1,023 121 134 N 4132 79 574 51 571
no2%2 121 180 20 2% N 42 4 9 13
*p < 0.05 versus patients with a urinary albumin excretion < 15 mg/d. N = the number of patients with follow-
up data available; n = the number of patients with an event.

Reference: Gansevoort RT, de Jong PE. The case for using albuminuria
in staging chronic kidney disease. ] Am Soc Nephrol 2009,20:465-8.

Reduced kidney function and MAU are
factors for cardiovascular death

12 x

Category of eGFR, mlI/min/1.73 m?

Adjusted IRR

Optimal High Normal
ACR

The HUNT Il study is a large-scale Norwegian general health survey. From 1995 to 1997, every individual residing in the county who was
at least 20 years old (n=92,939) was invited to participate. The eGFR was estimated from calibrated serum creatinine, and the urine ACR
was measured in 3 urine samples in 9709 participants of the HUNT Il study followed for 8.3 years with a 71% participation rate.

Reference: Hallan S, et al. Association of kidney function and albuminuria with cardiovascular mortality
in older vs younger individuals: The HUNT II Study. Arch Intern Med 2007167:2490-6.
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How MAU may contribute to the pathogenesis of
CVD?

v The currently proposed mechanisms mainly involve local
injury to the vascular smooth muscle cells and endothelial
cells in the vasculature leading to cell proliferation and
increases in vascular permeability.

Pathophysiological processes associated

Local process

« Increased intraglomerular capillary pressure
« Increased shunting of albumin through glomerular membrane pores

Systemic process

« Activation of inflammatory mediators
« Increased transcapillary escape rate of albumin
« Vascular endothelial dysfunction

Reference: Garg JP, Bakris GL. Microalbuminuria: marker of vascular dysfunction, risk
factor for cardiovascular disease. Vasc Med 2002:7:35-43.

Albuminuria predicts CV events in patients
£ with or without CV disease or diabetes

Bl UACR < 1.406 mg/mmol W UACR 2 1.406 mg/mmol
Composite end point CV death
~ 30 HR=2.95 P<0.01 ~10 HR =339, 220,053
g 25 8 g
20
§ 15 § §
8 10 g 4
2 s 22
= -0
-CVD -DM CVD or DM -CVD -DM CVD or DM
Stroke Mi
16 HR =427 P<0.01 10
o4z s
8 36
c 8 -1
3 34
S 4 S
2, e:
-CVD -DM CVD or DM -CVD -DM CVD or DM
As part of the LIFE trial, an echocardiographic substudy enrolled 960 participants. Patients aged 55-80 years with
mean seated blood pressures in the range 160-200 mmHg systolic and/or 95-115mmHg diastolic after 1 and 2 weeks
on placebo treatment.

Reference: Olsen MH, et al. Albuminuria predicts cardiovascular events independently of left
ventricular mass in hypertension: a LIFE substudy. ) Hum Hypertens 200418453-9,

ESH/ESC guideline recommendation: tests for MAU are widely
available and relatively inexpensive and highly predictive

markers of organ damage
(scored from 0 to 4 pluses)

Markers CV predictive value Availability
Electrocardiography ++ et +
Echocardiography +44+ ot ++
Carotid intima-media thickness o+ ot ++
Arterial stiffness (pulse wave velocity) +++ + ++
Ankle-Brachial index ++ ++ +
Coronary calcium content + + +H+
Cardiac/vascular tissue composition ? + ++
Circulatory collagen markers ? + ++
Endothelial dysfunction ++ + +H+
Cerebral lacunae/white matter lesions ? ++ I
N
Microalbuminuria +++ +H +

Reference: Mancia G, et al. 2007 Guidelines for the management of arterial hypertension: The Task Force for the Management of Arterial
pertension of the European Society of Hypertension (ESH) and of the European Society of Cardiology (ESO). Eur Heart J 2007;28:1462-536,
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Holistic Care for the Patients with Cardiovascular Diseases:

Taiwan has the highest incidence and

prevalence rate of ESRD in Asia

Incident ESRD Prevalent ESRD

S aal 500 2447
2,204
e c
S 300 S
k| T 2000
2 2
2
g 250 g
£
5 200 S 1500
= £
8 150 134 a
° 123 1000
® =)
£ 10 E
B < 500
2 s 4
o
0
Taiwan Japan  Hong Kong Thailand Taiwan Japan  Hong Kong Thailand

Reference: International comparisons. In: United Stated Renal Data System 2011 USRDS Annual Data
eport. Volume two. Atlas of end-stage renal disease in the United States. p291-302.

Patients with type 2 diabetic nephropathy are more likely to
' reach ESRD and die during 3 years’ mean follow-up

v Diabetic nephropathy occurs in 20 ~ 40% of patients with diabetes
and is the single leading cause of ESRD. !

v For patients with type 2 diabetic nephropathy, 19.5% of patients
developed ESRD, approximately 2.5 times the incidence of CV death
and 1.5 times the incidence of all-cause mortality. 2

cidence rate ratios for ESRD vs CV death or all-cause mortality

IRR (95% CI) P
ESRD / CV death 2.42(2.09-2.79) < 0.001
ESRD / All-cause mortality 1.55(1.36-1.74) < 0.001

3,228 adult patients with type 2 diabetic nephropathy from IDNT and RENAAL were combined to establish the
DIAMETRIC database. Outcomes of interest for the present analysis were ESRD and cardiovascular death. These patients
had been followed up for amean of 2.8 years, and assigned to ARB (n=1331) or non-ARB (n=1898) treatment.

References: 1. American Diabetes Association. Standards of medical care in diabetes—2012. Diabetes Care 2012;35(suppl 1):511-563;
2.Packham DK, et al. Relative incidence of ESRD versus cardiovascular mortality in proteinuric type 2 diabetes and nephropathy: results
from the DIAMETRIC (Diabetes Mellitus Treatment for Renal Insufficiency Consortium) database. Am J Kidney Dis 2012;59.75-83,

The earliest sign of diabetic nephropathy
is the development of MAU

v MAU has been shown to be a marker for
development of nephropathy in type 2 diabetes.

v In type 2 diabetes with MAU, the prevalence of
renal function decline (GFR loss > 3.3%/yr) was 42%.2

v Every 10-fold increment in baseline UACR, which
corresponds approximately to a change from micro- to
macroalbuminuria, was associated with 3.3-fold higher
risk of renal events.3

References: 1. American Diabetes Association. Standards of medical care in diabetes—2012. Diabetes Care 2012;35(suppl 1:S11-563;
2. Pavkov ME, et al. Early renal function decline in type 2 diabetes. Clin J Am Soc Nephrol 2012;7:78-84; 3. Ninomiya T, et al. Albuminuria
and kidney function independently predict cardiovascular and renal outcomes in diabetes. J Am Soc Nephrol 2009201181321

Controversies and Issues in 2017 ( Part I) :

Diabetes is the leading cause of ESRD
in Taiwan

Diabetes was the primary cause of ESRD in 40% of new
patients in Taiwan.

Percentage of incident patients with ESRD due to diabetes, 2009

\
15 30 45 60

Percent of patients

0

23 5P P 55888 SR eoseFesEREess
§3353§22838252:3288:838;:°"s12cas
§§<ﬁ,§g_cﬂ,_§ %géﬂ,loégioh .?'%‘75‘3 2
$2 278§ 5 = i € g
23 H 2 3

3 3 2

Data presented only for countries from which relevant information was available. All rates unadjusted. AUK: England,
Wales, & Northern Ireland (Scotland data reported separately). Data for Belgium & England/Wales/Northern Ireland do
not include patients younger than 20 & 18, respectively. *Argentina (2005-2007, 2009), Bangladesh, Brazil, Czech
Republic (2005-2008), Japan, Luxembourg, & Taiwan are dialysis only. tLatest data for the Philippines and Poland are
for 2008. Data for France include 13 regions in 2005, 15 regions in 2006, 18 regions in 2007, & 20 regions in 2008 &
2009.

Reference: International comparisons. In: United Stated Renal Data System 2011 USRDS Annual Data
Report. Volume two. Atlas of end-stage renal disease in the United States. p291-302,

MAU is highly prevalent in Asian T2DM
patients

B Micre ria W e iminuria
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x50
40 I I ‘I 39.8%

30
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China  HongKong Indonesia ~ Korea  Malaysia Pakistan Philippines Singapore Thailand
(=2130)  (=47)  (=177) (=38 (=73 (=%  0=75) (=38 0=97)

brevalence of]
MAU

Reference: Wu AY, et al. An alarmingly high prevalence of diabetic nephropathy in Asian type 2
giabetic patients. the MicroAlbuminuria Prevalence (MAP) Study. Diabetologia 2005,48:17-26.

Association of albuminuria level or GFR at
baseline with the risk for renal event

v Every halving of baseline eGFR was associated with
8.35-fold higher risk of renal events.!

v 80% of diabetics with a eGFR < 30 ml/min/1.73 m2
demonstrated albuminuria.2

Prevalence of albuminuria by strata of renal insufficiency in diabetic
population?

<30 36.2% 44.2% 80.4%
30 ~60 42.6% 8.1% 50.7%
> 60 25.5% 4.3% 29.8%

References: 1. Ninomiya T, et al. Albuminuria and kidney function independently predict cardiovascular and renal

outcomes in diabetes. J Am Soc Nephrol 2009;20:1813-21; 2. Garg AX, et al. Albuminuria and renal insufficiency
evalence guides population screening; Results from the NHANES L. Kidney Int 2002,61:2165-75,
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Holistic Care for the Patients with Cardiovascular Diseases:
Controversies and Issues in 2017 ( Part I)
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Holistic Care for the Patients with Cardiovascular Diseases:
Controversies and Issues in 2017 ( Part I)

HTN Treatment Strategy Update: After the SPRINT Study

IRIFLE T

1. There are 25 leading risk factors in 1990 and 2010. High blood pressure is the rank 1 Risk factors.
Years of life lost and years lived with disability were measured in units of healthy life lost. In Taiwan,

high blood pressure disease is the number 8 of leading cause of death. However, it become the

number 1 of leading cause of death when all correlated with high blood pressure.

2. The ARBs' mechanism of action, selective inhibition of angiotensin II by competitive antagonism

of the angiotensin II receptors, has been speculated to reduce adverse effects and possibly

improve clinical efficacy. ARBs displace angiotensin II from the angiotensin I receptor and

produce their blood pressure lowering effects by antagonizing angiotensin II-induced vasocon-

striction, aldosterone release, catecholamine release, arginine vasopressin release, water intake, and

hypertrophic response

preload and afterload on the heart, down regulate sympathetic adrenergic activity by blocking the
effects of angiotensin II on sympathetic nerve release and reuptake of norepinephrine, promote
renal excretion of sodium and water by blocking the effects of angiotensin II in the kidney and by

blocking angiotensin II stimulation of aldosterone secretion, inhibit cardiac and vascular remodeling

associated with chronic hypertension, heart failure, and myocardial infarction.

4. Perhaps most striking is the practical implications of data: even a small, 2 mm Hg fall in mean

systolic BP would be associated with large absolute reductions in premature deaths and disabling

strokes. A 2 mm Hg lower mean systolic BP could lead to a 7% lower risk of IHD death and a 10%
lower risk of stroke death.

5.In a meta-analysis of 61 prospective, observational studies conducted with no previous vascular
disease at baseline, the researchers found that between the ages of 40-69 years, each incremental rise
of 20 mm Hg systolic BP and 10 mm Hg diastolic BP was associated with a twofold increase in death
rates from ischemic heart disease and other vascular disease.

6. The SPRINT trial showed patients at high risk for cardiovascular events but without diabetes,
targeting a systolic blood pressure of less than 120 mm Hg, as compared with less than 140 mm Hg,
resulted in lower rates of fatal and nonfatal major cardiovascular events and death from any cause,
although significantly higher rates of some adverse events were observed in the intensive-treatment
group.

7. Although those guidelines provide evidence-based recommendations for the management of high
BP, guideline recommendations are not a substitute for clinical judgment, and decisions about
care must carefully consider and incorporate the clinical characteristics and circumstances of each
individual patient.

8. Single-pill combination of two drugs does not only improve medication compliance, but also reduce

risks of cardiovascular diseases and healthcare cost.

. ARBs have the following actions: dilate arteries and veins and thereby reduce arterial pressure and
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Holistic Care for the Patients with Cardiovascular Diseases:
Controversies and Issues in 2017 ( Part I)

Statin Role Beyond Lipid Care

LA

ERER

1. Tailored treatment is a simpler, safer, more effective, more evidence-based approach. The safety of

treating to LDL targets has never been proven.

. In LIPID, the absolute survival benefit from 6 years pravastatin treatment appeared to be maintained
for the next 10 years, with a similar risk of death among survivors in both groups after the initial
period. Treatment with statins does not influence cancer or death from noncardiovascular causes

during long-term follow-up.

. While statins are generally well tolerated, about 10% 15% of patients will experience statin
myopathy. This is the most common cause of statin discontinuation. This adverse event varies from
mild myalgia and others to fulminant rhabdomyolysis. Currently the etiology of statin myopathy is
thought to be multifactorial with recent studies pointing to calcium signaling as playing a role. Some
patient characteristics may make them at higher risk of statin myopathy. Coenzyme Q10 and Vitamin
D have been used to prevent and treat statin myopathy but currently there is limited clinical trial
evidence to support their use. Statin-intolerant patients may be successfully treated with either low
dose statins, alternate daily dosing, twice-weekly dosing with longer half-life statins or the use of non-

statin lipid-lowering drugs.
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Statin Treatment and New-Onset Diabetes Mellitus

Chih-Yuan Wang

In major clinical endpoint trials, statins have been shown safe and effective. CARDS, PROVE-
IT TIMI-22 and JUPITER trials demonstrated significant cardiovascular risk reduction by statins. In
addition, these studies have suggested a negative effect of statin on glucose metabolism. Recent meta-
analyses on large-scale trials have shown that statin treatment was associated with increase in the new

onset of diabetes.

Statistics vary, but in general diabetic patients have a 2- to 4-fold greater risk for myocardial
infarction (MI) or stroke than nondiabetics. The main lipid abnormalities in type 2 diabetes are
a reduced HDL-C level and elevated triglycerides, leading to an increase in the total cholesterol/
HDL-C ratio. Although LDL-C levels are on average no higher than in matched individuals without
type 2 diabetes, the LDL-C is more likely to be oxidized as well as glycated. In addition, there is a
preponderance of small dense LDL particles (so-called pattern B), and all of these changes contribute
to a more atherogenic LDL-C particle. The Collaborative Atorvastatin Diabetes Study (CARDS) trial
was the first statin study done exclusively in patients with diabetes. The results of this study revealed a
37% reduction in risk for cardiovascular events and 48% reduction in risk for stroke associated with the
atorvastatin treatment. Based on recent evidence, Diabetes benefit the most from additional reduction
in LDL, and therefore the new recommendation is to achieve an LDL goal of <70 mg/dL in this

patient population.

With regard to pitavastatin, it has been reported that HbAlc significantly decreased from the
baseline in diabetic patients with hypercholesterolemia during a 2-year follow-up in LIVES study.
Moreover, there has been no confirmed signal of a diabetes risk for pitavastatin either in post-marketing
safety surveillance studies or in prospective studies in Europe Revised package leaflet on March, 2016.
And TFDA also follow EU PI to revised Livalo® (pitavastatin) PI in Taiwan this September.

Therefore, pitavastatin is characterized by (1) strong efficacy as atorvastatin, (2) safety-low
incidence of hepatic enzyme changes, and (3) low drug-drug interaction because of the unique pathway

of glucuronidation.
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New Perspectives on the Treatment of
Mixed Dyslipidemia
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The Role of Prescription Omega-3 in
CKD Patients with Dyslipidemia
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Holistic Care for the Patients with Cardiovascular Diseases:
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Improve the Cardiovascular Outcome: Advanced
Consideration for Hyperlipidemia Management with
Combination Therapy in High Risk Patients

TR R

Over the decades, numerous statin landmark trials have demonstrated a linear correlation between
LDL-C level and cardiovascular event rate. The Cholesterol Treatment Trialists’ (CTT) Collaboration
has further established the clear relationship between LDL-C reduction and relative risk reduction
(RRR) in major vascular events. In 2014, a landmark study, IMPROVE-IT trial, investigating ezetimibe
added to statin therapy to lower LDL-C to the level of 53 mg/dL. It shows that ezetimibe reduces
cardiovascular events with consistent relative risk reduction with statins per unit LDL-C reduction.
Also, it provides the most advanced evidence that lowering LDL-C from 70 mg/dL to 53 md/dL
further reduces major vascular event rate by 7.2%, with no increase in adverse events. High risk CV
patients are expected to have better LDL-C level control to reduce their cardiovascular risk efficiently. A
recommendation for the prescription of high-intensity statins to be initiated for high risk patients, such
as ACS patients to reach the LDL-C target, however the goal attainment rate is not satisfied. Although
statins are widely prescribed for such patients, the intensity of therapy and the proportion of patients
achieving target LDL-C values are often not in line with recommendations due to a lack of compliance
with guidelines by the physicians, a lack of compliance with treatment or poor tolerance by patients,
and poor dose adaptation. It is important to consider lipid lowering therapy to improve the compliance,

reduce the AE and better reach the lower LDL-C target.

Currently, all other non-statin combination lipid lowering therapies (ex. Niacin, fibrate) have
not shown CV benefit when it's combined with statin. Ezetimibe is the only non-statin agent to
demonstrate the CV benefit when combined with statin. The results have been widely addressed in
different major lipid treatment guideline, such as 2016 ADA guideline, 2016 ESC prevention guideline
and 2016 ACC consensus. Ezetimibe is suggested as the first non-statin option for lipid lowering in
these guidelines. Furthermore, the lipid treatment goal concept has been widely addressed in different
international guideline. The IMPROVE-IT study not only reinforced the LDL hypothesis but also
demonstrate the CV benefit of ezetimibe as non-statin therapy. It also gradually shapes the lipid

treatment concept to have lower LDL-C target for high risk patients.
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Holistic Care for the Patients with Cardiovascular Diseases:
Controversies and Issues in 2017 ( Part I)

Statin Treatment and New-Onset Diabetes Mellitus

IRE

In major clinical endpoint trials, statins have been shown safe and effective. CARDS, PROVE-
IT TIMI-22 and JUPITER trials demonstrated significant cardiovascular risk reduction by statins. In
addition, these studies have suggested a negative effect of statin on glucose metabolism. Recent meta-
analyses on large-scale trials have shown that statin treatment was associated with increase in the new

onset of diabetes.

Statistics vary, but in general diabetic patients have a 2- to 4-fold greater risk for myocardial
infarction (MI) or stroke than nondiabetics. The main lipid abnormalities in type 2 diabetes are
a reduced HDL-C level and elevated triglycerides, leading to an increase in the total cholesterol/
HDL-C ratio. Although LDL-C levels are on average no higher than in matched individuals without
type 2 diabetes, the LDL-C is more likely to be oxidized as well as glycated. In addition, there is a
preponderance of small dense LDL particles (so-called pattern B), and all of these changes contribute
to a more atherogenic LDL-C particle. The Collaborative Atorvastatin Diabetes Study (CARDS) trial
was the first statin study done exclusively in patients with diabetes. The results of this study revealed a
37% reduction in risk for cardiovascular events and 48% reduction in risk for stroke associated with the
atorvastatin treatment. Based on recent evidence, Diabetes benefit the most from additional reduction
in LDL, and therefore the new recommendation is to achieve an LDL goal of <70 mg/dL in this

patient population.

With regard to pitavastatin, it has been reported that HbAlc significantly decreased from the
baseline in diabetic patients with hypercholesterolemia during a 2-year follow-up in LIVES study.
Moreover, there has been no confirmed signal of a diabetes risk for pitavastatin either in post-marketing
safety surveillance studies or in prospective studies in Europe Revised package leaflet on March, 2016.
And TFDA also follow EU PI to revised Livalo® (pitavastatin) PI in Taiwan this September.

Therefore, pitavastatin is characterized by (1) strong efficacy as atorvastatin, (2) safety-low
incidence of hepatic enzyme changes, and (3) low drug-drug interaction because of the unique pathway

of glucuronidation.
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HDL, Atherosclerosis, and Emerging Therapies
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The Role of Prescription Omega-3 in
CKD Patients with Dyslipidemia
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Controversies and Issues in 2017 ( Part I)

Improve the Cardiovascular Outcome: Advanced
Consideration for Hyperlipidemia Management with
Combination Therapy in High Risk Patients

& AR

Over the decades, numerous statin landmark trials have demonstrated a linear correlation between
LDL-C level and cardiovascular event rate. The Cholesterol Treatment Trialists’ (CTT) Collaboration
has further established the clear relationship between LDL-C reduction and relative risk reduction
(RRR) in major vascular events. In 2014, a landmark study, IMPROVE-IT trial, investigating ezetimibe
added to statin therapy to lower LDL-C to the level of 53 mg/dL. It shows that ezetimibe reduces
cardiovascular events with consistent relative risk reduction with statins per unit LDL-C reduction.
Also, it provides the most advanced evidence that lowering LDL-C from 70 mg/dL to 53 md/dL
further reduces major vascular event rate by 7.2%, with no increase in adverse events. High risk CV
patients are expected to have better LDL-C level control to reduce their cardiovascular risk efficiently. A
recommendation for the prescription of high-intensity statins to be initiated for high risk patients, such
as ACS patients to reach the LDL-C target, however the goal attainment rate is not satisfied. Although
statins are widely prescribed for such patients, the intensity of therapy and the proportion of patients
achieving target LDL-C values are often not in line with recommendations due to a lack of compliance
with guidelines by the physicians, a lack of compliance with treatment or poor tolerance by patients,
and poor dose adaptation. It is important to consider lipid lowering therapy to improve the compliance,

reduce the AE and better reach the lower LDL-C target.

Currently, all other non-statin combination lipid lowering therapies (ex. Niacin, fibrate) have
not shown CV benefit when it's combined with statin. Ezetimibe is the only non-statin agent to
demonstrate the CV benefit when combined with statin. The results have been widely addressed in
different major lipid treatment guideline, such as 2016 ADA guideline, 2016 ESC prevention guideline
and 2016 ACC consensus. Ezetimibe is suggested as the first non-statin option for lipid lowering in
these guidelines. Furthermore, the lipid treatment goal concept has been widely addressed in different
international guideline. The IMPROVE-IT study not only reinforced the LDL hypothesis but also
demonstrate the CV benefit of ezetimibe as non-statin therapy. It also gradually shapes the lipid

treatment concept to have lower LDL-C target for high risk patients.
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Holistic Care for the Patients with Cardiovascular Diseases:
Controversies and Issues in 2017 ( Part I)

Confronting Complexity to Glycemic Control:
Practical Strategies to Simplify Type 2 Diabetes Care

R A

Type 2 diabetes mellitus is a world-wide chronic disease across various regions and different
races. Acute complications, including hypoglycemia, ketoacidosis, or chronic complications, including
cardiovascular diseases, chronic kidney disease, retinopathy, and neuropathy, are closely related with
glycemic control and regular investigations. Amongst, oral or injection therapy was also mentioned
with their efficacy or adverse effects during the period of therapeutic intervention for type 2 diabetic
patients. In the viewpoint of UKPDS study and DPP study, biguanide (metformin) was suggested
to be the very first line medication for two decades, due to its preventive role of cardiovascular
episodes. Thereafter, which oral or injection therapy could be the best partner with metformin was
discussed in the past ten years? Generally, it depends on different phenotypic manifestation for type
2 diabetic patients. Acarbose was suggested to be the first line anti-diabetic agent in China, together
with metformin, via MARCH study. Sulfonylurea and insulin often are considered for their efficacy
and lower price; Glitazone is considered for its role in insulin sensitization; DPP-4 inhibitors, incretin
therapies, GLP-1 injected agonists, will be suggested for its safety to prevent body weight gain and
hypoglycemia. With more and more hyperglycemic treatment, choosing a simple treatment with proven
efficacy, well safety and convenience, given the complex diabetes care for our patients is critical and

essential.
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Holistic Care for the Patients with Cardiovascular Diseases:
Controversies and Issues in 2017 ( Part I)

New Insights on the Use of Acarbose for
Management T2DM

It is well acknowledged that T2DM requires a multi-dimensional approach to control the disease
and improve patient outcomes. However, as lifestyle can contribute to the development of diabetes,
appropriate implementation of healthy life style is always the first step in managing the patient by
promoting good eating habits, encouraging weight loss and increasing the amount of physical activity.1
These changes, and in particular weight loss, are therefore recommended by many international and
national bodies, such as the American Diabetes Association (ADA)/European Association for the
Study of Diabetes (EASD), International Diabetes Federation (IDF) and United Kingdom' s National
Institute for Health and Clinical Excellence (NICE).1-3 This is because even modest weight loss can
meaningfully contribute to improved glucose control. The undigested oligosaccharides that enter the
colon act as fermentable carbohydrates. Acarbose appears to have a distinct effect on gut microbiota, as
it has been shown to increase fecal bifidobacteria content in patients with type 2 diabetes mellitus, thus
emphasizing its potential to act in synergy on complex carbohydrate metabolism. This is an intriguing

prospect, which warrants further exploration.
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Holistic Care for the Patients with Cardiovascular Diseases:
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HTN Treatment Strategy Update: After the SPRINT Study
B E

1. There are 25 leading risk factors in 1990 and 2010. High blood pressure is the rank 1 Risk factors.
Years of life lost and years lived with disability were measured in units of healthy life lost. In Taiwan,
high blood pressure disease is the number 8 of leading cause of death. However, it become the

number 1 of leading cause of death when all correlated with high blood pressure.

2. The SPRINT trial showed patients at high risk for cardiovascular events but without diabetes,
targeting a systolic blood pressure of less than 120 mm Hg, as compared with less than 140 mm Hg,
resulted in lower rates of fatal and nonfatal major cardiovascular events and death from any cause,

although significantly higher rates of some adverse events were observed in the intensive-treatment
group.

3. Although those guidelines provide evidence-based recommendations for the management of high
BP, guideline recommendations are not a substitute for clinical judgment, and decisions about
care must carefully consider and incorporate the clinical characteristics and circumstances of each

individual patient.

4. Single-pill combination of two drugs does not only improve medication compliance, but also reduce

risks of cardiovascular diseases and healthcare cost.
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Holistic Care for the Patients with Cardiovascular Diseases:
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Improve the Cardiovascular Outcome: Advanced
Consideration for Hyperlipidemia Management with
Combination Therapy in High Risk Patients

®iEE

Over the decades, numerous statin landmark trials have demonstrated a linear correlation between
LDL-C level and cardiovascular event rate. The Cholesterol Treatment Trialists’ (CTT) Collaboration
has further established the clear relationship between LDL-C reduction and relative risk reduction
(RRR) in major vascular events. In 2014, a landmark study, IMPROVE-IT trial, investigating ezetimibe
added to statin therapy to lower LDL-C to the level of 53 mg/dL. It shows that ezetimibe reduces
cardiovascular events with consistent relative risk reduction with statins per unit LDL-C reduction.
Also, it provides the most advanced evidence that lowering LDL-C from 70 mg/dL to 53 md/dL
further reduces major vascular event rate by 7.2%, with no increase in adverse events. High risk CV
patients are expected to have better LDL-C level control to reduce their cardiovascular risk efficiently. A
recommendation for the prescription of high-intensity statins to be initiated for high risk patients, such
as ACS patients to reach the LDL-C target, however the goal attainment rate is not satisfied. Although
statins are widely prescribed for such patients, the intensity of therapy and the proportion of patients
achieving target LDL-C values are often not in line with recommendations due to a lack of compliance
with guidelines by the physicians, a lack of compliance with treatment or poor tolerance by patients,
and poor dose adaptation. It is important to consider lipid lowering therapy to improve the compliance,

reduce the AE and better reach the lower LDL-C target.

Currently, all other non-statin combination lipid lowering therapies (ex. Niacin, fibrate) have
not shown CV benefit when it's combined with statin. Ezetimibe is the only non-statin agent to
demonstrate the CV benefit when combined with statin. The results have been widely addressed in
different major lipid treatment guideline, such as 2016 ADA guideline, 2016 ESC prevention guideline
and 2016 ACC consensus. Ezetimibe is suggested as the first non-statin option for lipid lowering in
these guidelines. Furthermore, the lipid treatment goal concept has been widely addressed in different
international guideline. The IMPROVE-IT study not only reinforced the LDL hypothesis but also
demonstrate the CV benefit of ezetimibe as non-statin therapy. It also gradually shapes the lipid

treatment concept to have lower LDL-C target for high risk patients.
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Statin Treatment and New-Onset Diabetes Mellitus

Chih-Neng Hsu

In major clinical endpoint trials, statins have been shown safe and effective. CARDS, PROVE-
IT TIMI-22 and JUPITER trials demonstrated significant cardiovascular risk reduction by statins. In
addition, these studies have suggested a negative effect of statin on glucose metabolism. Recent meta-
analyses on large-scale trials have shown that statin treatment was associated with increase in the new

onset of diabetes.

Statistics vary, but in general diabetic patients have a 2- to 4-fold greater risk for myocardial
infarction (MI) or stroke than nondiabetics. The main lipid abnormalities in type 2 diabetes are
a reduced HDL-C level and elevated triglycerides, leading to an increase in the total cholesterol/
HDL-C ratio. Although LDL-C levels are on average no higher than in matched individuals without
type 2 diabetes, the LDL-C is more likely to be oxidized as well as glycated. In addition, there is a
preponderance of small dense LDL particles (so-called pattern B), and all of these changes contribute
to a more atherogenic LDL-C particle. The Collaborative Atorvastatin Diabetes Study (CARDS) trial
was the first statin study done exclusively in patients with diabetes. The results of this study revealed a
37% reduction in risk for cardiovascular events and 48% reduction in risk for stroke associated with the
atorvastatin treatment. Based on recent evidence, Diabetes benefit the most from additional reduction
in LDL, and therefore the new recommendation is to achieve an LDL goal of <70 mg/dL in this

patient population.

With regard to pitavastatin, it has been reported that HbAlc significantly decreased from the
baseline in diabetic patients with hypercholesterolemia during a 2-year follow-up in LIVES study.
Moreover, there has been no confirmed signal of a diabetes risk for pitavastatin either in post-marketing
safety surveillance studies or in prospective studies in Europe Revised package leaflet on March, 2016.
And TFDA also follow EU PI to revised Livalo® (pitavastatin) PI in Taiwan this September.

Therefore, pitavastatin is characterized by (1) strong efficacy as atorvastatin, (2) safety-low
incidence of hepatic enzyme changes, and (3) low drug-drug interaction because of the unique pathway

of glucuronidation.
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Current Management of Atherogenic Dyslipidemia
H Si=

HEE R LIPRE « R B2 AR A E B E G R A A R % o fufPl 4t s 4542
oA e [E B3 (TC) ~ 1K % % 6 Bl B3 (LDL-CO) & = B H i B (TG) TR & » T & % JE )& Bl B (HDL-C)fR
> SHHEHRE > BA LA S AERE - K Pouin AEY LA EERMAIDLC > &
K FHDLC TG  non-HDL-C ~ ApoB% H 1R » M5 R #1010 4 IR + 2 € B
J& g (residual risk) /5 R F 2 ©

HTE—FREBRGHER - BT F KA fibrate Kniacin FEY > B FE W HEHA
HDL-CH % B R HE > RApoA IS FH R - B E L Fsatin EWHERAARERL S
#oIBRMEEZEEYRATHRARKE M EEHWEAR - BHEKRIEF > Sk
FRMEEERA?RVIFES TS L MR 5 HEE R R > SPEAE BB T Wi RE
g o

(X))
@ pres By ; s i . @
B & [M B 8 & 3 = Taiwan Association of Lipid Educators 0e°°°

B 106E1814-1580v-B) BP:106FE18228(8H) =H: 106FE28198(H) ..°:.5.7,.



Holistic Care for the Patients with Cardiovascular Diseases:
Controversies and Issues in 2017 ( Part I)

CURRICULUM VITAE

NAME: Ben-Chung Cheng

PRESENT POSITION:
Visiting Staff of Nephrology and Internal Medicine in Chang Gung Memorial Hospital (CGMH),

Kaohsiung

EDUCATION:
1989-1996 China Medical College, Taichung

POST-GRADUATE EDUCATION:
2010/09- Ph. D. Program in Biologic Science, National Sun Yat-Sen University, Kaohsiung,

Taiwan

ACADEMIC APPOINTMENT:

2004- Instructor of Fooyin University, Taiwan

EMPLOYMENT RECORD:

1998-2001 Medical Resident of Chang Gung Memorial Hospital (CHMG), Kaohsiung
2001-2003 Fellowship of Nephrology in CGMH, Kaohsiung

2004- Visiting staff of Nephrology in CGMH, Kaohsiung

2007- Visiting Staff of Internal Medicine in CGMH, Kaohsiung

2009/07- Associate Professor of Nephrology in CGMH, Kaohsiung

LICENSE :
Physician License, Taiwan
Specialist in Internal Medicine Taiwan

Specialist in Nephrology Taiwan

RESEARCH INTEREST:
Glomerulonephritis, Plasmapheresis Therapy, Hemodialysis Therapy, Peritoneal Dialysis, Osteoporosis

PROFESSIONAL AFFILIATIONS:

Taiwan Society of Internal Medicine

Taiwan Society of Nephrology

The Society of Ultrasound in medicine Taiwan

The International Society of Nephrology

The Taitwanese Osteoporosis Association

Taiwan Evidence-Based Medicine Association (TEBMA)

0.°°% 0 & i M BS & 2 7 = Taiwan Association of Lipid Educators

...;o. Bt :106E18B14-168(Gv-B) ©&9:106FE18228(H) &S 106FE28198(8)



Holistic Care for the Patients with Cardiovascular Diseases:
Controversies and Issues in 2017 ( Part I)

The Role of Prescription Omega-3 in
CKD Patients with Dyslipidemia

Ben-Chung Cheng

BB EELER D ERFWELARET  BHTRMERHRERERRN
B H-BBMENENEAZE - HAAREGRGZREBEWEY HBAERE Ff
AMBREEREY WS EHRERERREL AR YRFRZAEREN R LS
AT - MBS EHOmega-35 UM T BRI IR H 8 » W™ E R R S =B 1 W AEAE WY
R HERARERZEZTHALERE - Omega 35 ATt BN RETEXT B EWE -
eicosapentaenoic acid (EPA)#ftdocosahexaenoic acid (DHA) » 3 & = B H b fg W 3% R A i B 1K
HMW - BEMERETREN  wEEIN—FWE_RETWESR > #XRAEPA/DHAL EE
FR2o L MEZHRERAWBRR  ANEZIFHI 4 MEHIGHT W AR =R
AR > REEHWNBD FRBIEEHE - Omega-35 T T A0 I B IR T AL I = B H 0 Jig
S HAGFEEREAWAAN  FESEEREOBERNAR  CHERSE HAEA
AEHZBREMELE  RBETHLEENER  REACRERRNRN @ HEH— €@
ﬁ °

[ X J

B & [M B 8 & 3 = Taiwan Association of Lipid Educators ::'5'9°:_°.

8% : 1061814168 (vE) B 106%18228(8) it 106F28198B) Vi, .de
o0



Holistic Care for the Patients with Cardiovascular Diseases:
Controversies and Issues in 2017 ( Part I)

CURRICULUM VITAE

PERSONAL DATA:
Name: Tsung-Hsien Lin, MD, MSc, PHD, CPI (#k % %)
Oftice: Division of Cardiology, Department of Internal Medicine; Kaohsiung Medical University

Hospital and Department of Internal Medicine, Faculty of Medicine, College of Medicine,

Kaohsiung Medical University
100 Shih-Chuan 1st Road, Kaohsiung 80708, Taiwan, Republic of China

EDUCATION:
1989/09-1996/06
1999/09-2002/06

2003/09-2007/06

Department of Medicine, Kaohsiung Medical College, M.D. Degree

Graduate Institute of Clinical Medicine, Kaohsiung Medical University, Master of
Science Degree (MSc)

Graduate Institute of Clinical Medicine, Kaohsiung Medical University, PHD
Degree

PROFESSIONAL APPOINTMENT:

2001/08-Present

2006/08-2010/07

2010/08-2013/12

2014/01-Present

2010/02-2013/02

2010/06-2012/05
2012/08-

2013/08-

Attending Physician, Division of Cardiology, Department of Internal Medicine,
Kaohsiung Medical University Hospital, Kaohsiung, Taiwan, R.O.C.

Assistant professor (B ¥ # %), Department of Internal Medicine, Faculty
of Medicine, College of Medicine, Kaohsiung Medical University, Kaohsiung,
Taiwan, R.O.C. (B # 5 5 018005%%)

Associate Professor (B|#{#%), Department of Internal Medicine, Faculty of
Medicine, College of Medicine, Kaohsiung Medical University, Kaohsiung,
Taiwan, R.O.C. (B| 5 % 040511%%)

Professor (#1%), Department of Internal Medicine, Faculty of Medicine, College
of Medicine, Kaohsiung Medical University, Kaohsiung, Taiwan, R.O.C.
Executives (¥ ), Taiwan Society of Cardiovascular Interventions

Deputy Secretary-General (8] #% & &), Taiwan Society of Cardiology
BRESAZHMBREHE TR CBERFRAELER
BRBEZAEREAEREEAARELZE TS A
BREZAZBEERAERBEAPBLEATA

BB 2R ERATH A

BRBEERBEANRKERZAERE
BREZAZMABERAMARELEZAEZE  FEEXEITNT

Director, Cardiac Catheterization Room, Kaohsiung Medical University Hospital

RESEARCH AND CLINICAL TRAINING

1999/08-2001/07

1996/08-1999/06

1995/08-1996/06

Fellow, Cardiology Section, Department of Internal Medicine, Kaohsiung Medical
University Hospital

Resident, General Internal Medicine, Department of Internal Medicine,
Kaohsiung Medical University Hospital

Intership, Kaohsiung Medical University Hospital

0.°°% 0 & i M BS & 2 7 = Taiwan Association of Lipid Educators

.%.42 SH 106F1H14158 vB) Bt 1065 1H8228(8) | it 106528196 (8)



Holistic Care for the Patients with Cardiovascular Diseases:
Controversies and Issues in 2017 ( Part I)

HTN Treatment Strategy Update: After the SPRINT Study
R E

1. There are 25 leading risk factors in 1990 and 2010. High blood pressure is the rank 1 Risk factors.

Years of life lost and years lived with disability were measured in units of healthy life lost. In Taiwan,

high blood pressure disease is the number 8 of leading cause of death. However, it become the

number 1 of leading cause of death when all correlated with high blood pressure.

2. The ARBs' mechanism of action, selective inhibition of angiotensin II by competitive antagonism

of the angiotensin II receptors, has been speculated to reduce adverse effects and possibly

improve clinical efficacy. ARBs displace angiotensin II from the angiotensin I receptor and

produce their blood pressure lowering effects by antagonizing angiotensin II-induced vasocon-

striction, aldosterone release, catecholamine release, arginine vasopressin release, water intake, and

hypertrophic response

preload and afterload on the heart, down regulate sympathetic adrenergic activity by blocking the
effects of angiotensin II on sympathetic nerve release and reuptake of norepinephrine, promote
renal excretion of sodium and water by blocking the effects of angiotensin II in the kidney and by

blocking angiotensin II stimulation of aldosterone secretion, inhibit cardiac and vascular remodeling

associated with chronic hypertension, heart failure, and myocardial infarction.

4. Perhaps most striking is the practical implications of data: even a small, 2 mm Hg fall in mean

systolic BP would be associated with large absolute reductions in premature deaths and disabling

strokes. A 2 mm Hg lower mean systolic BP could lead to a 7% lower risk of IHD death and a 10%
lower risk of stroke death.

5.In a meta-analysis of 61 prospective, observational studies conducted with no previous vascular
disease at baseline, the researchers found that between the ages of 40-69 years, each incremental rise
of 20 mm Hg systolic BP and 10 mm Hg diastolic BP was associated with a twofold increase in death
rates from ischemic heart disease and other vascular disease.

6. The SPRINT trial showed patients at high risk for cardiovascular events but without diabetes,
targeting a systolic blood pressure of less than 120 mm Hg, as compared with less than 140 mm Hg,
resulted in lower rates of fatal and nonfatal major cardiovascular events and death from any cause,
although significantly higher rates of some adverse events were observed in the intensive-treatment
group.

7. Although those guidelines provide evidence-based recommendations for the management of high
BP, guideline recommendations are not a substitute for clinical judgment, and decisions about
care must carefully consider and incorporate the clinical characteristics and circumstances of each
individual patient.

8. Single-pill combination of two drugs does not only improve medication compliance, but also reduce

risks of cardiovascular diseases and healthcare cost.

. ARBs have the following actions: dilate arteries and veins and thereby reduce arterial pressure and
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Holistic Care for the Patients with Cardiovascular Diseases:
Controversies and Issues in 2017 ( Part I)

Confronting Complexity to Glycemic Control:
Practical Strategies to Simplify Type 2 Diabetes Care

FXA

Type 2 diabetes mellitus is a world-wide chronic disease across various regions and different
races. Acute complications, including hypoglycemia, ketoacidosis, or chronic complications, including
cardiovascular diseases, chronic kidney disease, retinopathy, and neuropathy, are closely related with
glycemic control and regular investigations. Amongst, oral or injection therapy was also mentioned
with their efficacy or adverse effects during the period of therapeutic intervention for type 2 diabetic
patients. In the viewpoint of UKPDS study and DPP study, biguanide (metformin) was suggested
to be the very first line medication for two decades, due to its preventive role of cardiovascular
episodes. Thereafter, which oral or injection therapy could be the best partner with metformin was
discussed in the past ten years? Generally, it depends on different phenotypic manifestation for type
2 diabetic patients. Acarbose was suggested to be the first line anti-diabetic agent in China, together
with metformin, via MARCH study. Sulfonylurea and insulin often are considered for their efficacy
and lower price; Glitazone is considered for its role in insulin sensitization; DPP-4 inhibitors, incretin
therapies, GLP-1 injected agonists, will be suggested for its safety to prevent body weight gain and
hypoglycemia. With more and more hyperglycemic treatment, choosing a simple treatment with proven
efficacy, well safety and convenience, given the complex diabetes care for our patients is critical and

essential.
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Holistic Care for the Patients with Cardiovascular Diseases:
Controversies and Issues in 2017 ( Part I)

Glycaemic Variability and Complications in
Patients with Diabetes Mellitus

kiR

Good glycemic control in people with T2DM is essential to minimise microvascular complications
and to help reduce risk of marcovascular complications. As T2DM is a progressive disease, patients
often require increasing treatment and combination therapy over time to maintain HbAlc value at

desired levels.

Currently, several specific tools have been developed to evaluate within-day blood glucose
variations. Among these measures are the mean amplitude of glucose excursions (MAGEs), mean
of daily differences (MODDs), meal related glycaemic excursions [mean indices of meal excursions
(MIME?s)], standard deviation of blood glucose (SDBG), the M-value [which is a quantitative measure
of the deviation of several blood glucose values in a specified time period from an arbitrarily selected
point (e.g. 5.0 mmol/1)] and the risk of severe hypoglycaemia [measured by the low blood glucose index
(LBGI)]. In practice, each of these tools requires different methods for their use; while some are easy to
apply, others are more complex and not practical for clinical use. Today, there is no consensus regarding

preferred measures of glycaemic variability; each has its own advantages and disadvantages.
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