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COVID-19
(Update: 2020/07/10)
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Globally, as of 2:48pm CEST, 9 July 2020, there have been 11,874,226 confirmed cases of COVID-19, including 545,481 deat
reported to WHO.
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WHO Website

Global Situation

11,874,226

confirmed cases

545,481

deaths

From WHO



Fatality Rate

 From WHO Data (until 2020/07/09)
 Total: 11,874,226
» Death: 545,481

 Fatality Rate: 4 . 5%




Update of COVID-19

S|tuat|0n by WHO Reglon AN Weekly Deaths Count

Americas 6,125,802

confirmed

Europe 2,847,887

confirmed

Eastern Mediterranean 1,222,070
_ confirmed

South-East Asia 1,032,167
- confirmed

Africa 410,744
[ ] confirmed

Western Pacific 234,815 ||||N|Nmmlmlm
P confirmed i II||||||||||“||“““I“III"|IIIIIII""“"""“ ¢

Source: World Health Organization

Apr 30 May 31 Jun 30
Data may be incomplete for the current day or week.

From Google




Cumulative Cases if Isolation

Chart 23: Model of Cumulative Cases of Coronavirus
with Social Distancing Measures Taken One Day Apart

Social distancing one
day later (n+21)
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* For high/very-high risk patient, LDL should be
controlled under

« JUPITOR Trial

* Rosuvastatin is a good medication for health
human

« High potency statin

- | Atheroma plaque, ! CV events, | Ischemia
stroke
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High Risk Patients




I-Iigh Risk Patients




DM and AMI (Danish Civil Registration)
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Circulation 2008:117:1945-54.



In Clinical Trials (Lowering Lipid %, n)
LEADER EMPA-REG

(Liraglutide) (Empaglifozin)

N Engl J Med 2016; 375:311-322 N Engl J Med 2015, 373:2117-2128

CARMELINA CREDENCE

(Linagliptin) (Canaglifozin)

JAMA. 2019;321(1):69-79 Circulation. 2019;140:739-750




In Clinical Trials (Lowering Lipid %, n)
LEADER | EMPA-REG

(Liraglutide) (Empaglifozin)
75% 80%
N Engl J Med 2016; 375:311-322 \\ N Engl J Med 2015; 373:2117-2128 /
CARMELINA
(Linagliptin)

72%

JAMA. 2019;321(1):69-79




PAD & DM
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Hazard Ratio of PAD/no PAD

== PAD - N=1784
=== No PAD - N=11996

Primary Endpoint

Adjusted HR for
PAD vs no PAD
1.57
95% CI (1.36 — 1.80)
P<0.001

180 360 540 720

Days from Randomization

CVD / Ml / Stroke

(FOURIER Study)

Key Secondary Endpoint

Adjusted HR for
PAD vs no PAD
1.81
95% CI (1.53 — 2.14)
P<0.001

81%

180 360 540 720 900

Days from Randomization

Circulation. 2018;137:338-350




CVD(MI/Stroke)/PAD

(FOURIER Study)

Bl PAD with prior Ml or Stroke — N=1036

Il Prior Ml or Stroke and No PAD — N=11996

14.9%
PAD with Ml or
Stroke

7.6%
Ml or
Stroke and
no PAD
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Days from Randomization

Circulation. 2018;137:338-350




MACE In Placebo Patients

B Prior Ml or Stroke with No Symptomatic LE PAD (N=11,996)
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CVD/MI/Stroke
(MACE)

Cardiovascular
Death

Stroke

Coronary

Revascularization

Circulation. 2018;137:338-350

Mortality




ASCVD

« ASCVD
AtheroSclerotic CardioVascular Disease

Healthy Fatty Fibrofatty Complicated
streak plaque plaques

o D

Lipids - Core Thrombus -

Foamcell- Smooth-muscle cell Calcification




Dyslipidemia
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- #MEEEZ Choleterol

- SREEZRE HDL
- BREMREERE LDL
- —BREMHE TG




LDL & HDL

LDL CHOLESTEROL HDL CHOLESTEROL

1 50 Hazard ratio for CVD 2 50 Hazard ratio for CVD

Slmgdl 39nmpdl 45mydl  S8mgdL

Arterioscler Thromb Vasc Biol. 2000;20:830-835



LDL Study

LDLR (FH)

Mendelian randomization studies

median follow-up: 52 years
(N =194,427)

LDLR (rs200238879)

prospective cohort studies

median follow-up: 12 years
(N = 403,501)

APOB (FH)

JUPITER

LoLGRs
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WOSCOPS
AFcAps/ Bl HOPE-3
Texcaps [ CARE randomized controlled trials

= - POST-CABG
a . e ; ups ij ALUANCE median follow-up: 5 years
IDEAL SHARP 1P: L

PROVE-IT a PROSRER (N =196,552)

10% IMPROVE-IT

ABCGS/G8

NPCILE HMGCR GISSI-P ALLHAT-LLT
SEARCH AT-L AL
Zec: AURORA

(0] - T T T T
00 B o4 0.6 0.8 1.0 1.2

Magnitude of exposure to lower LDL-C (mmol/L)

European Heart Journal 2017; 285:2264-2271




LDL B N & A P vees

he effects of lowering LDL cholesterol with statin therapy
in people at low risk of vascular disease: meta-analysis of

individual data from 27 randomised trials

holesterol Treatment Trialists’ (CTT) Collaborators™

* LDL| ~40mmol/L
= ) F,:’}_klgg,t\ll 25%

Lancet 2012, 380: 581-90
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LDL-C has to be used as the primary lipid
analysis.

It is recommended to analyse HDL-C before
treatment.

TG adds information about risk, and is indicated

for diagnosis and choice of treatment. --
Non-HDL-C is recommended to be calculated,
especially in subjects with high TG.
When available, apoB should be an alternative
to non-HDL-C. Id_l

Lo N | =
Lp(a) should be recommended in selected cases M\
at high-risk, for reclassification at borderline e 2
risk, and in subjects with a family history of
premature CVD (see Box 7). —

2o =

TC may be considered but is usually not enough — ;
for the characterization of dyslipidaemia before =
initiation of treatment.

HDL-C is not recommended as a = A ExT S S/
target for treatment. M/////E‘/ﬁgg/ﬂgfgg/




ACC/AHA Prevention Guideline _ REVIEW ARTICLE
' 2017 Taiwan lipid guidelines for high risk

2013 ACC/AHA Guideline on the Treatment , patients“’*
of Blood Cholesterol to Reduce Atherosclerotic R Yi-Heng Li *, Kwo-Chang Ueng %, Jiann-Shing Jeng °
Cardiovascular Risk in Adults The Cardiac Society o and New / caland Min-Ji Charng *, Tsung-Hsien Lin *", Kuo-Liong Chien "/,
A Report of tlle \mem an College of Cardiology/American Heart ‘ Chih-Yuan Wang’, Ting-Hsing Chao °, Ping-Yen Liu ?,
As Cheng-Huang Su !, Shih-Chieh Chien , Chia-Wei Liou ™,
Sung-Chun Tang ¢, Chun-Chuan Lee ¥, Tse-Ya Yu ",
Jaw-Wen Chen =", Chau-Chung Wu ’, Hung-l Yeh *"*, for The
Writing Group of 2017 Taiwan Lipid Guidelines for High Risk
Patients

EXPERT CONSENSUS DECISION PATHWAY ESC/EAS GUIDELINES

2016 ACC Expert Consensus Decision ® 4 1
Pathway on the Role of Non-Statin

B ACETES ASSOCIATION 2019 ESC/EAS Guidelines for the management

herapies for LDL-Cholesterol .. . . .
.. ' I ' |\| DARD S O F of dyslipidaemias: lipid modification to reduce
Lowering in the Management of cardiovascular risk

Atherosclerotic Cardiovascular Disease Risk M E D I CAL CARE The Task Forc.e for the ma.magement of dyslipidaemias of the
Hen e e e m A e G s IN DIABETES —201 st socey €asy e

» 2013 Australia/New Zealand Guideline 2 M /4 75 &8)
2013 AHA Guideline (Z=B/[\ig 2 =)

« 2016 ACC Expert consensusmon-stin) (3= B B 2 = %)

+ 2016 ADA Guideline (E B R K2 E)

- 2017 Taiwan (B 2B X Z &%)
- 2019 ESC Guideline (B
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LDL-C HZ (mg/dL)

RALDNDERR ALODEERR  BRER

AHA(ZE]) | <100 <70 B 130 - 40 %
ADA () 2 <100 <70 BE1E30 - 40 %
ESC(ERM) 3 <100 <70

JAS(H 7) 4 <120 <100 B 120 — 30 %
CCS(MZEK)S <120 <70 BE 1> 50 %

1 2013 ACC/AHA Blood Cholesterol Guideline

2 Diabetes Care 2012; 35: S11-S63.

4 Eur Heart J 2011, 32: 1769— 1818

4 J Atheroscler Thromb 2007; 14: 55-158

5 Canadian Journal of Cardiology 29 (2013) 151-167 For Intermittent risk group (IR, FRS= 10-20% )




Patient Proportion (%)
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LDL control in Taiwan
(T-SPARCLE Study, CV patients)

68.9

46

30.8

mHDL-C <40 mg/dL  mLDLC >100 mg/dL  m TG >200 mg/dL
PLoS One. 2015 Mar 10;10(3):e0116513



Standard of Care

LDL
The Lower, The Better?




hrooms #¥Z#%

L ovastatin
Tablets USP

Alexander Fleming (1881~1955)
Penicillin, 1928 (47 y/o)



History of Lipid Control

1. J Antibiot (Tokyo). 1976 Dec; 29(12):1346-8
2. FDA Orange Book Detail for application N019643
3. Analogue-based Drug Discovery. John Wiley & Sons. p. 472(2006)
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Timeline | History of the statins

Clinical trials with

ovastatin resume.

Table 1 | Mortality by cause in 4S

Cause of death Simvastatin
(n =2,221)

patients and
in a broad aray of patiert types, including

with very few ¢ those with low cholesteral levels

Placebo Risk reduction
(n = 2,223)

Coronary 111

189 42% (p<0.00001)

Other cardiovascular 18
Non-cardiovascular 46

25
49

All causes 182

30% (o = 0.0003)

43: Scandinavian Simvastatin Survival Study; Lancet (1994) ~ Nature Review, Volume 2, July, 2003
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PCSKDY9, proprotein convertase

subtilisin/kexin type 9

Statinﬂl%'JHMG';
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Lipid Control Trials

ODYSSEY

SPIRE-2

FOURIER

IMPROVE-IT

SPIRE-1

Reduction in LDL cholesterol (mmol/L

Circulation Research. 2017:120:1537-1539
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European Journal of Preventive Cardiology 2013 20: 658




Clinical Trials Review
» Statin: JUPITOR (Rosuvastatin), IMPROVE-IT (Vytorin)

A Primary End Point
1.0

0.8
0.6

0.4+

Cumulative Incidence

0.2+
P<0.00001

0.0

0

No. at Risk

Years

Rosuvastatin 8901 8631 8412 6540 3893 1958 1353 983 538

Placebo

8901 8621 8353 6508 3872 1963 1333 955 531

157
174

7

Event Rate (%)

No. at Risk

Simvastatin—
ezetimibe

Simvastatin

Hazard ratio, 0.936 (95% Cl, 0.89-0.99)

P=0.016
Simvastatin monotherapy

Simvastatin—ezetimibe

T T T T
2 3 4 5

Years since Randomization

7371 6801 6375 5839 4284 3301

7455 6799 6327 5729 4206 3284

1906

1857

N Engl J Med 2015,372:2387-97
N Engl J Med 2008;359:2195-207




PAV & LDL

y = 0.055x - 4.477
r2 = 0.926

ng @
Achieved LDL-C (mg/dl) =

0.2 80 90 100 110 120
PRECISE-IVUS Atorva Alone (ACS)

-2.3) PRECISE-IVUS Atorva + Ezetimibe (ACS)

* PAV: Percent Atheroma Volume JACC VOL. 66, NO. 5, 2015




The Lower. The Better (?777)

a: GISSI Prevenzione
e b: ALLHAT-LLT trial
. c: ALERT trial

« d: LIPS trial
*  e: AFCAPS/TexCAPS ftrial
«  f: CARE trial
*  @:LIPID trial

*  h: PROSPER trial
* i ASCOT-LLA trial
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10 f - j: WOSCOPS trial
IMPROVE-IT .
. k: Post CABG trial
i « |: CARDS trial
7 m L
53 9 *  m: HPS trial
. n: 4S trial

0.5 1.0 1.5

Reduction in LDL Cholesterol (mmol/liter)

N Engl J Med 2015,372:2387-97



CV Outcome of PCSK-9 Inhibitor

TODYSSEY

OUTCOMES

N Engl J Med 2018;379:2097-107

AAAA

fourier

B AAL BAAAR BAAAM 22ad N Engl J Med 2017;376:1713-22




PCSK9 Inhibitor- Evolocumab

e NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IN 1812 MAY 4, 2017 VOL. 376 NO. 18

Evolocumab and Clinical Outcomes 1n Patients
with Cardiovascular Disease

Marc S. Sabatine, M.D., M.P.H., Robert P. Giugliano, M.D., Anthony C. Keech, M.D.,
Narimon Honarpour, M.D., Ph.D., Stephen D. Wiviott, M.D., Sabina A. Murphy, M.P.H., Julia F. Kuder, M.A.,
Huei Wang, Ph.D., Thomas Liu, Ph.D., Scott M. Wasserman, M.D., Peter S. Sever, Ph.D., F.R.C.P.,
and Terje R. Pedersen, M.D., for the FOURIER Steering Committee and Investigators*

N Engl J Med 2017;376:1713-22



LDL Outcome
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N Engl J Med 2017;376:1713-22




Outcome

Table 2. Primary and Secondary End Points.

Outcome

Primary end point: cardiovascular death, myocardial infarction,
stroke, hospitalization for unstable angina, or coronary
revascularization

Key secondary end point: cardiovascular death, myocardial
infarction, or stroke

Other end points

Placebo
(N=13,780)

Evolocumab
(N=13,784)

no. of patients (%)

1344 (9.8) 1563 (11.3)

816 (5.9) 1013 (7.4)

Hazard Ratio
(95% Cl)

0.85 (0.79-0.92

0.80 (0.73-0.88

)

)

P Value®

Cardiovascular death
Due to acute myocardial infarction
Due to stroke

Other cardiovascular death

Death from any cause

251 (1.8) 240
5 (0.18)
1 (0.22)

444 (3.2)

1.05 (0.88-1.25
0.84 (0.49-1.42
0.94 (0.58-1.54
1.10 (0.90-1.35
1.04 (0.91-1.19

Myocardial infarction
Hospitalization for unstable angina

Stroke

(
25 (
1(
195 (1.4)
(
468 (3.4)
236 (1.7)
207 (1.

3)

0.99 (0.82-1.18

0.66-0.95

(
(
0.73 (0.65-0.82
(
0.79 (

)
)
)
)
)
)
)
)

N Engl J Med 2017;376:1713-22




ODYSSEY Outcome Trial

e NEW ENGLAN D
JOURNAL o MEDICINE

ESTABLISHED IN 1812 NOVEMBER 29, 2018 VOL. 379 NO. 22

Alirocumab and Cardiovascular Outcomes after Acute
Coronary Syndrome

G.G. Schwartz, P.G. Steg, M. Szarek, D.L. Bhatt, V.A. Bittner, R. Diaz, J.M. Edelberg, S.G. Goodman,
C. Hanotin, R.A. Harrington, J.W. Jukema, G. Lecorps, K.W. Mahaffey, A. Moryusef, R. Pordy, K. Quintero,
M.T. Roe, W.J. Sasiela, J.-F. Tamby, P. Tricoci, H.D. White, and A.M. Zeiher,
for the ODYSSEY OUTCOMES Committees and Investigators*

N Engl J Med 2018;379:2097-107




ODYSSEY Outcome Trial

103
105 - 93 96 mg/dI

mg/dl Placebo I
mg/d| 1017 F2.50
90 mg/dI

66
7 . —2.00
P Intention-to-treat  ™Me/d!

60— Alirocumab

45 _e---@--@ - °
On-treatment
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Mean LDL Cholesterol (mmol/l)

0.00

| |
32 36 40 44 48

Months since Randomization

N Engl J Med 2018;379:2097-107




ODYSSEY Outcome Trial- Outcome

Hazard ratio, 0.85 (95% Cl, 0.78—-0.93)
P<0.001

Placebo

Alirocumab

(o]
o
—

1]
o
=
b
=
o
=
()
=
i
-
=}
=
=1
o

1 3

Years since Randomization

No. at Risk
Placebo 805 8201 3471
Alirocumab 8846 8345 3574

N Engl J Med 2018;379:2097-107




ODYSSEY Outcome Trial- Outcome

Table 2. Composite Primary End Point and Secondary End Points (Intention-to-Treat Population).

Alirocumab Placebo Hazard Ratio
End Point (N=9462) (N=9462) (95% Cl) P Value

number of patients (percent)

Primary end point: composite of death from coronary heart 903 (9.5) 1052 (11.1)  0.85 (0.78-0.93)
disease, nonfatal myocardial infarction, fatal or non-
fatal ischemic stroke, or unstable angina requiring
hospitalization

Major secondary end points, in order of hierarchical testing

Any coronary heart disease event* 1199 (12.7) 1349 (14.3) 0.88 (0.81-0.95

1
1

0.87 (0.81-0.94
0.86 (0.79-0.93

Any cardiovascular event: 1301

( ( ( )
Major coronary heart disease eventy (8.4) (9. 0.88 (0.80-0.96)
( ( ( )
( ( ( )

4
3.7)
0.3)

Composite of death from any cause, nonfatal myocardi- 973
al infarction, or nonfatal ischemic strokef

Death from coronary heart disease 205 (2.2) 222 (2.3) 0.92 (0.76-1.11)
Death from cardiovascular causes 240 (2.5) 271 (2.9) 0.88 (0.74-1.05)
Death from any cause 334 (3.5) 392 (4.1) 0.85 (0.73-0.98)

N Engl J Med 2018;379:2097-107




Statin? Others?




LDL control in Stable CAD/ACS
(Asia-Pacific)

Low-density lipoprotein cholesterol target
attainment in patients with stable or
acute coronary heart disease in the
Asia-Pacific region: results from the
Dyslipidemia International Study I

Kian-Keong Poh''?, Baishali Ambegaonkar3, Carl A Baxter?,
Philippe Brudi®, Wacin Buddharis,

Martin Horack’, Yangsoo Jang®, Brett Johnson’,

Dominik Lautsch?®, JPS Sawhney'?, Ami Vyas'" '2

Bryan P Yan'? and Anselm K Gltt7 14

Eur J Prev Cardiol. 2018 Dec;25(18):1950-1963



Dyslipidemia International Study
- DYSIS Il -

Observational study
» Patients with CHD or ACS
2013/07 — 2014/10

Asia-Pacific countries

Total 4592; CHD=2794, ACS=1798

Eur J Prev Cardiol. 2018 Dec;25(18):1950-1963



DYSIS |l Study

(LDL<70, baseline)

LLT- treated

Not LLT- treated
LLT- treated

A‘ S Not LLT- treated
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Proportion of patients with LDL-C < 70 mg/dL

Eur J Prev Cardiol. 2018 Dec;25(18):1950-1963




LDL control in Stable CAD/ACS

(Asia-Pacific)

Proportion of P’'t at Target LDL

C H D ) All patients
All patients
LLT-treated LLT-treated

Not LLT-treated Not LLT-treated
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Proportion of patients at LCL-C < 70 mg/dL

Low-risk Moderate-risk High-risk Very high-risk At hospital admission At 4-month follow-up
(<130 mg/dL) (<115 mg/dL) (<10 mg/dL) (<70 mg/dL)

Eur J Prev Cardiol. 2018 Dec;25(18):1950-1963




LDL Control in CHD

(Asia-Pacific)

Simvastatin, 16.0%

Rosuvastatin, 21.9%

Pitavastatin, 1.0%

Unknown, 0.4%

Pravastatin, 0.3%

Lovastatin

Eur J Prev Cardiol. 2018 Dec;25(18):1950-1963



Statin in Taiwan

Treatment patterns of lipid-lowering therapies and possible
statin intolerance among statin users with clinical
atherosclerotic cardiovascular disease (ASCVD) or diabetes
mellitus (DM) in Taiwan

Wen-Jone Chen MD, PhD'|| Yao-Chun Wen MS? | Kathleen M. Fox PhD? |

Li-Jiuan Shen PhD**® | Lian-Yu Lin MD, PhD" | Yi Qian PhD’ | Zhongyun Zhao PhD” |
Pratik P. Rane PhD’ | Fei-Yuan Hsiao PhD*>°

J Eval Clin Pract. 2019 Oct 23



Statin in Taiwan

» Retrospective cohort study

 Duration: 2005-2013: NHIRD

- RHH

(n=82608) ASCVDZE#E DM&EZE

(n=11092) (n=31100)

BEFLLFRMERE 59.64% 54.0% 57.5%
Y IRTE 1 (MPR) 0.59 0.62 0.60

RESENT 40.43% 46.1% 42.6%
StatinZRZ£4) o] BERY AT 214 22.10% 19.9% 21.4%

J Eval Clin Pract. 2019 Oct 23




Rule of “6”

Pravastatin Simvastatin Atorvastatin Rosuvastatin

B 10 mg
B 20 mg
40 mg

B 80 mg

Mean change in LDL-C
from untreated baseline, %

Am J Cardiol. 2003;92:152-160



Ezetimibe Role

Efficacy and Safety of Ezetimibe Added
to Ongoing Statin Therapy for
Treatment of Patients With
Primary Hypercholesterolemia

Claude Gagné, mp, Harold E. Bays, mp, Stuart R. Weiss, Mp, Pedro Mata, mp,
Katherine Quinto, BsN, RN, Michael Melino, Phb, Meehyung Cho, Php,
Thomas A. Musliner, Mb, and Barry Gumbiner, Mp, for the Ezetimibe

Study Group*

« Statin + Placebo & Statin + Ezetimibe

Am J Cardiol 2002;90:1084-1091



Ezetimibe Role

V Simvastatin + Placebo V¥ Simvastatin + Ezetimibe 10 mg

A Atorvastatin + Placebo A Atorvastatin + Ezetimibe 10 mg ® —_— 7 6 9
QO Other Statin + Placebo @ Other Statin + Ezetimibe 10 mg n —

each arm
(no difference)

LDL Cholesterol Triglycerides

Percent Change in LDL-C From Baseline

-40%
Baseline
HDL Cholesterol
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Am J Cardiol 2002;90:1084-1091



Statin + Ezetimibe

Atorvai0 mg Atorva20 mg Atorvad40 mg Atorva 80 mg

Mean change in directly X
measured LDL-C, %
338888230

Circulation. 2003;107:2409-2415

A20 +E10
n=92

Cardiol. 2008 Dec 1;102(11):1489-94




Rule of “6”

Pravastatin Simvastatin Atorvastatin Rosuvastatin

B 10 mg
B 20 mg
40 mg

B 80 mg

Mean change in LDL-C
from untreated baseline, %

Eze~

Am J Cardiol. 2003;92:152-160



Statin + Ezetimibe & Statin*2

First Anthor

Country

Male

Patients(n)

Therapy

follow-up  p value

Hong SJ

Ran D
Sakamoto K
Japaridze L

Farnier M

Sakamoto K
Saeedi R

Le NA
Matsue Y
Okada K

Averna M

Korea

China
Japan
Georgia

France

Japan
Canada
American
Japan

Japan

Italy

(%)

63/70
59/62
76/73
NR

54/53
54/69
59/72
57/59
95/85
NR

72/75
73/74
73/74
54/57

62/62
60/61
63/60
63/62
56/57
64/64
69/70
65/65
65/65
61/62

E/S
65
66

D/S
65
64
41
53
135
48
53
48
18
74
133
7
72
56

EZE + Statin

EZE 10mg+ROS 5mg

EZE 10mg +ROS 10mg

EZE 10mg+ROS 10 mg

EZE 10 mg + ATO 10 mg/PIT 1 mg
EZE 10 mg + ATO 20 mg/40 mg

EZE 10mg+ROS 10 mg

EZE 10 mg +ROS 20mg

EZE 10 mg + ATO 10 mg/PIT 1 mg
EZE 10 mg +ROS 10mg

EZE 10 mg + SIM 20 mg

EZE 10 mg + ATO 10mg

EZE 10 mg + ATO 10 mg/ROS 2.5 mg
EZE 10 mg + ATO 10mg/ROS 25 mg
EZE 10 mg + SIM 20 mg

Double Statin

ROS 10mg

ROS 20 mg

ROS 20 mg

ATO 20 mg/PIT 2 mg
ATO 40 mg/80 mg
ROS 20 mg

ROS 40 mg

ATO 20 mg/PIT 2mg
ROS 20mg

SIM 40 mg

ATO 20 mg

ATO 20 mg/ROS 5 mg
ATO 20 mg/ROS 5mg
SIM 40 mg

8 week

8 week

12 week
52 week
16 week
12 week
12 week
12 week
12 week
12 week
12 week
12 week
52 week

6 week

Data reported as Ezetimibe+5tatin/Double-dose Statin(E/S, D/S)
Abbreviations: EZE Ezetimibe, ROS Rosuvastatin, SIM Simvastatin, ATO Atorvastatin, PIT Pitavastatin, NR Not reported

Lipids in Health and Disease (2020) 19:1




Change in LDL

ES DS Mean Difference Mean Difference
Study or Subgroup  Mean __ SD Total Mean _SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Averna M 2010 919 122 56 1126 125 56 99% -2070[-25.27,-16.13) -
FarnierM 2016 84.4 40.1 48 878 345 48 40% -3.40[-18.36,11.56] 1
Farnier M 2016 96 454 53 879 # 53 3.5% 8.10 [-8.37, 24.57) .
Hong SJ 2018 769 346 65 785 281 65 5.8% -1.60[-12.44,9.24] -
Hong SJ 2018 629 313 66 754 34 B4 56% -1250[23.74,-1.26) ]
Japaridze L 2017 618 151 141 737 154 135 105% -11.90[15.50,-8.30] -
Le NA 2015 788 301 133 915 259 74 77% -1270[2051,-4.89] R

Matsue Y 2013 696 156 117 859 182 133 102% -16.30[-20.49,-12.11]
Okada K 2012 832 179 78 923 209 72 88% -9.10[15.35-2.85]
Okada K 2012 831 203 78 968 216 72 84% -13.70(-2042 -6.99)
RanD 2017 46 17 42 64 15 41 83% -18.00[-24.89,-11.11]
Saeedi R 2015 819 243 21 799 178 18 47%  2.00[11.2515.29] =
Sakamoto K 2015 93 26 45 118 37 48 49% -25.00[37.76,-12.24] _———
Sakamoto K 2017 88.8 197 &1 1147 218 53 7.6% -2590[-33.88,-17.92] ad

I Total (95% Cl) 994 932 100.0% -13.14[-16.83, -9.44] 4
Heterogeneity. Tau®= 30.37; Chi*= 4518, df=13 (P < 0.0001); F=71% '

400 -50 0
Testfor overall efiect 2= 6.97 (P < 0.00001) Favours experimental Favours control

Lipids in Health and Disease (2020) 19:1
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Take Home Message

- DM, CVD(CAD, CVA) and PAD are high risk
patients

* LDL is a important nightmare in Atherosclerosis
and mortality

» Control LDL is a issue for CV events prevention

» Statin is a first-line medication for lipid control




Take Home Message

» “The lower, the better” is only for Statin-based
therapy, not for LDL

 Statin always discontinue in real-world data
» Statin intolerance is a major problem

» Lower Statin dosage with Ezetimibe Is a
alternative therapy, compare with high Statin
TX




~ Thanks for Your Attention ~




