Think Beyond Statin Monotherapy — Managing LDL-C
with Ezetimibe Combination Treatment




“There is no atherosclerosis
without cholesterol”
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Nikolay Nikolaevich Anichkov
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Tex Heart Inst J. 2006;33(4):417-23.



Why should we
control lipid
aggressively?

Abhishek Keraliya , M.D. , Ron Blankstein , M.D.

N Engl J Med 376:1370 - 1370 | April 6, 2017



Intensive LDL-C Reduction May Be Beneficial to
Patients with High CV Risk'
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CV=cardiovascular; CHD=coronary heart disease; DM=diabetes mellitus; MS=metabolic syndrome; IFG=impaired
fasting glucose; CVD=CV disease.

1. Robinson JG, et al. Am J Cardiol. 2006;98:1405-8. 4
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Benefit of LDL Lowering
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Atv=atorvastatin; Pra=pravastatin; Sim=simvastatin; PROVE-IT=Pravastatin or AtorVastatin Evaluation
and Infection Therapy; IDEAL=Incremental Decrease in Endpoints through Aggressive Lipid Lowering;
ASCOT=Anglo-Scandinavian Cardiac Outcomes Trial; AFCAPS=AIr Force Coronary Atherosclerosis
Prevention Study; WOSCOPS=West of Scotland Coronary Prevention Study.

Adapted from Rosenson RS. Expert Opin Emerg Drugs. 2004;9(2):269-279; LaRosa JC, et al. N Engl J
Med. 2005;352(14):1425-1435;
Pedersen TR, et al. JAMA. 2005;294(19):2437-2445.



Relationship between LDL-C levels and
relative risk for CHD

This relationship is consistent with a large body of epidemiological data and with
data available from clinical trials of LDL-lowering therapy.
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Adult Treatment Panel lll, Scott M. Grundy et al. Circulation. 2004;110:227-239



Proportional Reduction in Major Vascular Events vs
Absolute LDL-C Reduction

Proportional reduction in major vascular event rate (95% Cl)

30

L trials with LDL cholesterol

reduction at 1 year =1-1 mmol/L

(average: 1-4 mmaolfL) )
54 mg/dL L
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Lancet 2016; 388: 2532-61

Correlation between LDL-C level
and MACE reduction

CTT meta-analysis showed that LDL-C
lowering with statins reduces major ASCVD
events.

1 mmol/L LDL-C reduction

22% reduction in major vascular
event rate

1 mmol/L=38.6 mg/dL



Prof Eugene Braunwald from Harvard Medical School:
we should strive achieve very low levels of LDL-C early in
individuals to maximize cardiovascular benefit
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ASCVD RISK FACTOR MODIFICATIONS ALGORITHM

DYSLIPIDEMIA HYPERTENSION

GOAL: SYSTOLIC <130,
DIASTOLIC <80 mm Hg

STATIN THERAPY ACEi  For initial blood pressure
i TG >500 mg/dL, fibrates, Rx-grade omega-3 fatty aclds, niacin or >150/100 mm Hg:
ARB DUAL THERAPY

Calclum
Channel

Blocker
B-blocker
RISK LEVELS " VERY HIG | =

S o s

Add calcium channel blocker

B-blocker or thiazide diuretic

Add next agent from the above

Intensify lifestyle therapy (weight loss, physical activity, dietary ) i
If not at desirable levels: w’mwmmc id it ""'m group, repeat

Yo lower LDL-C: Intensify statin, add ezetimibe, PCSK%, colesevelam, or niacin

To lower Non-HDL-C, TG:  Intensify statin and/or add Rx-grade OM3 fatty acid, fibrate, and/or niacin
To lower Apo B, LDL-P: Intensify statin and/or add ezetimibe, PCSK9, colesevelam, and/or niacin
To lower LDL-C in FH:** Statin + PCSKSi

* EVEN MORE INTENSIVE THERAPY MIGHT BE WARRANTED ** FAMILIAL HYPERCHOLESTERO -

T et o S A S 2019 AACE Guideline

COFTYRIGHT € 20799 AALTE MATY NOT B MPrRODUCES



ADA guideline on lipid management in patients with diabetes
Table 9.2—Recommendations for statin and combination treatment in adults with

2018

2019

diabetes

Recommended statin intensity” and
Age ASCVD combination treatment*
<40 years No Nonet

Yes High

o If LDL cholesterol =70 mg/dL despite maximally tolerated statin
dose, consider adding additional LDL-lowering therapy (such as
ezetimibe or PCSK9 inhibitor)#

=40 years No Moderate#
Yes High
o If LDL cholesterol =70 mg/dL despite maximally tolerated statin
dose, consider adding additional LDL-lowering therapy (such as
ezetimibe or PCSKA inhihitor)

Table 10.2—Recommendations for statin and combination treatment in adults
with diabetes

ASCVD or
10-year ASCVD Recommended statin intensity® and combination
Age risk >20% treatment*
<40 years No Nonet
Yes High
e In patients with ASCVD, if LDL cholesterol =70
mg/dL despite maximally tolerated statin dose,
consider adding additional LDL-lowering therapy
(such as ezetimibe or PCSK9 inhibitor)#
=40 years No Moderatet
Yes High

e In patients with ASCVD, if LDL cholesterol =70
mg/dL despite maximally tolerated statin dose,
consider adding additional LDL-lowering therapy
(such as ezetimibe or PCSK9 inhibitor)

10

ACSVD risk factors: LDL-
c>100 mg/dL, high blood
pressure, smoking,
chronic kidney disease,
albuminuria, and family
history of premature
ASCVD.
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Heart. .
Association.

Grundy SM, et al.
2018 Cholesterol Clinical Practice Guidelines: Executive Summary

2018
AHA/ACC/AACVPR/AAPA/ABC/ACPM/ADA/AGS/APhA/ASPC/NLA/PCNA
Guideline on the Management of Blood Cholesterol: Executive Summary

A Report of the American College of Cardiology/American Heart Association Task Force on
Clinical Practice Guidelines

WRITING COMMITTEE MEMBERS
Scott M. Grundy, MD, PhD, FAHA, Chair*
Neil J. Stone, MD, FACC, FAHA, Vice Chair*



Secondary Prevention in Patients With Clinical ASCVD

Clinical ASCVD
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(2:::;1) re::s?;l:fyle L )L g If on clinically judged maximal LDL-C lowering
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PCSK9-1 is reasonable

(Class lla)
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Figure 3 Expected
clinical benefits of
low-density
lipoprotein

cholesterol-

lowering therapies.

The expected
clinical ...
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Intensity of lipid lowering treatment

Treatment
Moderate intensity statin
High intensity statin

High intensity statin plus
ezetimibe

PCSK inhibitor
PCSKS inhibitor plus high intensity statin

PCSKY inhibitor plus high intensity statin
plus ezetimibe

Average LDL-C reduction
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= 65%

= 60%
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% reduction LDL-C

Baseline LDL-C
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Relative risk reduction
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European Heart Journal, ehz455, https://doi.org/10.1093/eurheartj/ehz455
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Figure 4 (A)
Treatment
algorithm for
pharmacological

low-density
lipoprotein
cholesterol
lowering. (B)
Treatment goals ...
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Recommendations for pharmacological low-density lipoprotein cholesterol lowering

Recommendations

It is recommended that a high-intensity statin is prescribed up to the highest tolerated dose to reach the goals set for the
specific level of risk *>#*3#

If the goals® are not achieved with the maximum tolerated dose of a statin, combination with ezetimibe is
recommended.”

For primary prevention patients at very-high risk, but without FH, if the LDL-C goal is not achieved on a maximum toler-
ated dose of a statin and ezetimibe, a combination with a PCSK9 inhibitor may be considered.

For secondary prevention, patients at very-high risk not achieving their goal® on a maximum tolerated dose of a statin and

ezetimibe, a combination with a PCSK9 inhibitor is recommended.!'?12°

For very-high-risk FH patients (that is, with ASCYD or with another major risk factor) who do not achieve their goal® on

a maximum tolerated dose of a statin and ezetimibe, a combination with a PCSK9 inhibitor is recommended.

If a statin-based regimen is not tolerated at any dosage (even after rechallenge), ezetimibe should be considered."?’#6%3%3

If a statin-based regimen is not tolerated at any dosage (even after rechallenge), a PCSK9 inhibitor added to ezetimibe

may also be considered.'?7:265:353

If the goal® is not achieved, statin combination with a bile acid sequestrant may be considered.

Class®

Level®




High Risk

* SCORE =5% and <10%
* Markedly elevated single risk factors, in
particular TC >8 mmol/L (310 mg/dL) or

LDL-C >4.9 mmol/L (190 mg/dL) or
BP =180/1 10 mmHg

* FH without other major risk factors
* Moderate CKD (eGFR 30-59 mL/min)

| * DM wio target organ damage, with DM

duration =10 years or other additional risk factor




Very High

Risk

* ASCVD (clinical/imaging)
* SCORE =10%

| = FH with ASCVD or with another

major risk factor
« Severe CKD (eGFR <30 mL/min)
« DM & target organ damage: =3

major risk factors; or early onset of
T1DM of long duration (>20 years)
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of lipid control for secondary prevention of cardiovascular

events in Taiwan
- Study Design

4 N\ 7
N=3'48,6 Patient Criteria:
Prospective
observation Patients with Coronary artery disease (CAD) and
Follow-up for 5 years cerebrovascular disease (CVD)
\ J

7

Data Collection:

Vital signs

Clinical endpoints
Adverse events
Concurrent medications
Laboratory specimens

N\
Items evaluated at baseline, and every year
thereafter:

* The lipid profile (total cholesterol, high-density
lipoprotein cholesterol, LDL-C, triglyceride)
* Liver enzymes

* Creatinine phosphokinase
J L

1. Ho LT, et al. PLoS One. 2015 Mar 10;10(3):€0116513.
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T-SPARCLE Study -~ '

Suboptimal Control of LDL-C in Nearly Half of the
CV Patients

46% of CV patients with LDL-C >100 mg/dL

80 -
70 - i_ﬁ 46% IEHEE CV HmEEZ LDLC

68.9
60 - BXR/NIT100 mg/dL |
50 - 46
40 -
30.8
30 -
20 -
10 -
0 -

B HDL-C <40 mg/dL W LDLC >100 mg/dL BTG >200 mg/dL

Patient Proportion (%)

HDL-C=high density lipoprotein cholesterol; LDL-C=low density lipoprotein cholesterol; TG, triglyceride.

1. Ho LT, et al. PLoS One. 2015 Mar 10;10(3):e0116513. 21
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Contemporary data on treatment practices

for low-density lipoprotein cholesterol in 3867
patients who had suffered an acute coronary
syndrome across the world

Anselm K. Gitt*">*, Dominik Lautsch, Jean Ferrieres 9
Gaetano M. De Ferrari ¢, Ami Vyas', Carl A. Baxter?,

Lori D. Bash ¢, Veronica Ashton ", Martin Horack®,

Wael Almahmeed */, Fu-Tien Chiang ", Kian Keong Poh "™,
Philippe Brudi®, Baishali Ambegaonkar ©

* Population: 3867 ACS patients with full lipid profile available 0-120 days (recruitment of patients in
2013-2014

* Methods: a longitudinal, observational study in 3867 patients from 18 countries in Europe, the
Middle East, South-, Southeast- and East-Asia. Patients were evaluated lipid profile at the time of
admission, during hospital stay, at discharge and follow-up for 120 days post-ACS.
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At admission During hospital stay At discharge 120 days post ACS

Mean atorvastatin dose equivalent Mean atorvastatin dose equivalent ~ Mean atorvastatin dose equivalent

22 mg per day 36 mg per day 32 mg per day
2.7% received ezetimibe in 4.8% received ezetimibe in 4.9% received ezetimibe in
combination with a statin combination with a statin combination with a statin

LDL-C target attainment for ACS cohort. Proportion of ACS patients with an LDL-C level of <70 mg/dL at hospital admission and at 120-day follow-up (for
patients with values available at both time points, N=1071).

& M{EHARLDL-C<70 mg/dLERR - RB37%

10 -

Proportion of patients with LDL-C < 70 mg/dL (%)

5

o +

Admission Follow-up

A K.Gittetal. Data in Brief 16(2018)369-375
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Indicates the change in lipid-lowering therapy at admission to a hospital for the treatment of an ACS, as well as the changes
applied during hospital stay, at discharge and after a 120 day follow up period.

B Taiwan (n=130)

® Ho

At admission

Lipid lowering treatment (%)

ng Kong(n=140)  mSingapore(n=126) ® Thailand(320)  ® South korea(n=308) M Philippines(n=48)

97.198.196.598.3100
78.9

96.4 96 99-197.495.8 93.696.897.299-497.9
86.97"

120 days post ACS

LDL<70md/dL at follow up

During hospital stay At discharge

A K.Gittetal. Data in Brief 16(2018)369-375
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Atorvastatin equivalent dose

W Taiwan (n=130) ™ Hong Kong(n=140) = Singapore(n$126) Thailand(320) ® South kkrea(n=308) B Philippines(n=48)

27. 9222 5 28.07
14.4713.860-3716.916.91 18.5816.46 17.6917.36

33.89,,
22.47 18. 4717 18 525, 72I
1T 111 1
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Ezetimibe in combination with any statin(%)

60.22 56.74
48.27

35.37 35.29

M Taiwan (n=130) ® Hong Kong(n=140) = Singapole(n=126) Thailand(320) = So*th korea(n=308) M Philippines(n=48)
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At admission During hospital stay At discharge 120 days post ACS

A K.Gittetal. Data in Brief 16(2018)369-375



B & EZFElipid-lowering drugsiVa il & S EEEMER AT - RH544.7%89% A
Z1ZLDL-C<100mg/dL
Suboptimal Control of Lipid Levels: Results from 29 Countries

Participating in the Centralized Pan-Regional Surveys on the
Undertreatment of Hypercholesterolaemia (CEPHEUS)

Chern-En Chiang', Jean Ferriéres2, Nina N Gotcheva?, Frederick J Raal*, Abdulla Shehab®, Jidong Sung®,
Karin M Henriksson”-® and Michel P Hermans®

* Population: 35,121 patients aged >18 and who had been prescribed lipid-
lowering drugs for at least 3 months without dose changes for at least 6 weeks
(2006-2010).

* Results: only 44.7% of patients reached their recommended LDL-C
level(<100mg/dL).

* Methods: a multicenter, prospective, cross-sectional study conducted in 29
countries across Asia (Hong Kong, Indonesia, malaysia, Philippines, South Korea,
Taiwan, Thailand, and Vietnam)

Chiang CE et al., J Atheroscler Thromb. 2016 May 2;23(5):567-87. doi: 10.5551/jat.31179.



https://www.ncbi.nlm.nih.gov/pubmed/26632163

Treatment gaps persist in evidence-based use of statins

in Taiwan...

Suboptimal Control of Lipid Levels: Results from 29 Countries
Participating in the Centralized Pan-Regional Surveys on the
Undertreatment of Hypercholesterolaemia (CEPHEUS) |
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of Lipid Control for Secondary Prevention of
Cardiovascular Events in Taiwan
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When LDLc is reduced to 50mg/dL or lower, the
risk for CV events is reduced by more than half

CONCLUSIONS The reductions of LDL-C, non-HDL-C, and apoB levels achieved with statin therapy displayed large
interindividual variation. Among trial participants treated with high-dose statin therapy, >40% did not reach an LDL-C
target <70 mg/dl. Patients who achieve very low LDL-C levels have a lower risk for major cardiovascular events than do

those achieving moderately low levels. (J Am Coll Cardiol 2014;64:485-94) © 2014 by the American College of
Cardiology Foundation.
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J Am Coll Cardiol. 2014 Aug 5;64(5):485-94




LDL-cholesterol and reduction in cardio-vascular events
— only statin??

Proportional Reduction in Event Rate (SE)

05 1.0 15 20

Reduction in LDL Cholesterol (mmol/L)
_w—

Proportional Reduction in Event Rate (SE)

Reduction in LDL-C (mmol/L)

Holme | et al. Am J Cardiol 2010;105:1802-1808
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Plot of the IMPROVE-IT Trial Data and Statin Trials for Change
in Low-Density Lipoprotein (LDL) Cholesterol versus Clinical
Benefit
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Cannon CP et al. N Engl J Med 2015;372:2387-2397.
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LDL-reduction and side effects with increasing
doses of statins

80 mg Statin
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Leitersdorff et al. Europ. Heart J. 2001



Risk of Incident Diabetes With Intensive-Dose Compared

With Moderate-Dose Statin Therapy - A Meta-analysis

Odds ratios were 1.12 for new-onset diabetes and 0.84 for cardiovascular events
for participants receiving intensive therapy compared with moderate-dose therapy.

Figure 2. Meta-analysis of New-Onset Diabetes and First Major Cardiovascular Events in 5 Large Trials Comparing Intensive-Dose to
Moderate-Dose Statin Therapy

Cases/Toial, Mo. (%)
I I

Intensive Moderate
Incident Diabetes Dose Dose OR (95% CI)
= PROVE T=TIMI 22, & 2004 101707 (5.9) 09/1688 (5.9) 1.01 (D.76-1.34) o
AtoZ,17 2004 B5/1768 (3.7) 47/1736 (2.7) 1.37 (0.94-2.01) -
TNT 15 2005 418/3798 (11.0) 358/3797 (9.4) 1.19 (1.02-1.38) L
IDEAL, '€ 2005 240/3737 (6.4) 209/3724 (5.6) 1.15 (0.95-1.40) B S

SEARCH,® 2010
Pooled odds ratio
Heterogeneity: 12=0%; P=.60

0 0]
Odds Ratio (95% CI)
Incident CVD
PROVE IT-TIMI 22,18 2004 3181707 (18.4) 355/1688 21.0) 0.85 (0.72-1.01) —a—
Ato Z17 2004 2121768 (12.0) 234/1736 (13.5) 0.87 (0.72-1.07) —I—-—
TNT, '8 2005 B47/3798 (17.0) B30/3797 (21.9) 0.73 (0.65-0.82) —i—
IDEAL, 6 2005 TTEATAT (20.8) 917/3724 (24.6) 0.80 (0.72-0.89) —B—
SEARCH.5 2010 1184/5398 (21.9) 1214/5390 (22.5) 0.97 (0.88-1.06) —'—
Pooled odds ratio 3134/16408 (19.1) 3550/16344 (21.7) I 0.84 (0.75-0.94) o I
Heterogeneity: 12=74%; P=.004 05 0 20

625/5398 (11.6)
1449/16408 (8.8)

£87/5399 (10.9)
1300/16344 (B.0)

LO7 (0.95-4.21)

1.12 (1.04-1.22)

Odds Ratio (95% CI)

JAMA. 2011;305(24):2556-2564




Combination Therapy: An Approach To
Help Treat Hypercholesterolemia



Ezetimibe and Statins Have Complementary

Mechanisms of Action?

o ) ) _ o Reduction of hepatic cholesterol
Together, ezetimibe in combination _
with a statin provides: 9 Increased LDL receptor expression

9 Increased clearance of plasma LDL-C

P Liver
- HMG-CoA

afins —>

C@J esterol
.
-

Cholesterol
Pool (Micelles)

LDL Receptor
Expression

Atheroma

NPC1L1 = Niemann-Pick C1-like 1; HMG-CoA = 3-hydroxy-3-methylglutaryl acetyl coenzyme A; CMR = chylomicron remnant.
1. Grigore L et al. Vas Health Risk Manag. 2008;4:267-278.



Multiple Clinical Trials Demonstrated the Benefits of Atorvastatin for Reduction of
Cardiovascular Eventsi

Patient Population Intervention Outcomes Benefit
Hypertension; aged 40-79 years; Atorva 10 mg o L .
AScOT?! TOTAL-C £6.5 mmol/L (~251 mg/dL); vs placebo; 36% reduction in 2‘_’8%;3'5“/" and fatal CHD;
and at least 3 other CV risk factors; N=10,305 median 3.3 years e
Type 2 diabetes; aged~40—75 years; Atorva 10 mg 37% reduction in major CV events
2 LDL-C <4.14 mmol/L (~160 mg/dL); ) . .
CARDS vs placebo; (M1, acute CHD death, UA, resuscitated cardiac arrest,
TG <6.8 mmol/L (*602 mg/dL); median 3.9 years coronary revascularization, or stroke); P=0.001
at least 1 additional risk factor; N=2,838 2y y ! e
o L -
Clinically evident, stable CHD; aged Atorva 10 mg 22% reduction in major C\.I e\{ents .
3 ) ) (death from CHD, nonfatal M, resuscitation after cardiac
TNT 35-75 years; LDL-C <130 mg/dL vs atorva 80 mg;
(~3.4 mmol/L); N=10,001 median 4.9 years arrest, or fatal or nonfatal stroke);
' ! ’ ' in the 80-mg vs 10-mg group; P<0.001
o L -
Acute coronary syndrome (non—Q-wave Ml or Atorva 80 mg 16% reductlon. n |schem|F events N
a o ) ) (death, nonfatal M, cardiac arrest with resuscitation or
MIRACL unstable angina); aged 218 years; vs placebo; . L . - .
N=3 086 16 weeks angina pectoris with evidence of myocardial ischemia
’ requiring hospitalization); P=0.048
16% reduction in major CV events
ACS patients ; aged >18 : Atorva 80mg vs (death from any cause, MI, documented unstable
PROVEIT P  aged 21S years; pravastatin 40mg; Y Lo

N=4,162 angina requiring re-hospitalization, revascularization,

and stroke); p=0.005

The incremental benefit of ezetimibe/atorvastatin on cardiovascular morbidity and mortality over and above that demonstrated for atorvastatin has not been established.

median 24 months

ASCOT = Anglo-Scandinavian Cardiac Outcomes Trial; TOTAL-C = total cholesterol; CV = cardiovascular; Atorva = atorvastatin; Ml = myocardial infarction; CHD = coronary heart disease; CARDS = Collaborative Atorvastatin Diabetes
Study;

TG = triglycerides; UA = unstable angina; TNT = Treating to New Targets; MIRACL = Myocardial Ischemia Reduction with Aggressive Cholesterol Lowering.

1. Sever PS et al. Lancet. 2003;361:1149-1158. 2. Colhoun HM et al. Lancet. 2004;364:685-696. 3. LaRosa JC et al. N Engl J Med 2005;352:1425-1435.

4. Schwartz GG et al. JAMA. 2001;285:1711-1718.
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Ezetimibe in Prevention of Cerebro- and Cardiovascular
Events in Middle- to High-Risk, Elderly (75 Years OIld or
Over) Patients With Elevated LDL-Cholesterol:

A Multicenter, Randomized, Controlled, Open-Label Trial

EWTOPIA 75

*The present study is registered, number UMINO00001988.
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Aim of the EWTOPIA75 study .
To test the hypothesis that ....

LDL-cholesterol-lowering therapy for patients >75
years with elevated LDL-C level who have no history
of coronary artery disease can significantly prevent
the occurrence of cerebro- and cardio-vascular
events.

As LDL-cholesterol-lowering therapy, ezetimibe, an
iInhibitor of cholesterol absorption in the intestine,
was used.




Study Design of EWTOPIA 75

g
EWTOPIA7S
I-+EF775
>75 years old at the time of enroliment PROBE design
Outpatients . .
Serum LDL-C level 140 mg/dL Prospectlvg Randomlzed_ Open-label
Male & Female Blinded- Endpoint

Assignment factors
(minimization method)

(ninim T (Inclusion criterial N

2. Age - n Patients Wlth at least 1 qf 7 conditions

3. Malelfemale Diabetes rr_lellltus
Hypertension

Low HDL-cholesterolemia

Hypertriglyceridemia

Smoking

Dietary counseling* Dietary counseling* +
only ezetimibe 10 mg/day

* Dietary counseling should be conducted based on 2007 Guideline for Prevention of ASCVD by Japan Atherosclerosis
Previous history of cerebral infarction

Society.
Follow-up for at least
3 years I documented by apparent clinical
Assessment of the primary symptoms and CT/MRI scanning
& secondary endpoints 7. Peripheral artery disease

@ Enrollment period: February 2009 to December 2014 (363 institutions participated.)
@ Follow-up period: February 2009 to March 2016

o8 U1l = e =




Primary Endpoint \S’

A composite of the following atherosclerotic
cardiovascular events
@ Sudden cardiac death

@ Fatal & nonfatal myocardial infarction
@ Coronary revascularization (PCl or CABG)
@ Fatal & nonfatal stroke

Major secondary endpoints
® All types of cardiac events including sudden cardiac death, fatal & nonfatal myocardial infarction, and coronary
revascularization (PCI or CABG)

® All types of stroke including fatal & nonfatal cerebral infarction, and cerebral hemorrhage, Fatal & nonfatal

cerebral infarction, TIA, Fatal & nonfatal cerebral hemorrhage

® Revascularization of carotid artery (CAS or CEA) or peripheral arteries (PPI or bypass surgery) ;

® Aortic diseases including Aortic dissection, Rupture of aortic aneurysm, Surgical intervention of aortic aneurysm / g
® All-cause mortality o 4

®© New onset of malignant tumors etc




EWTOPIA7S Diagram &
EWTOPIA75
5,333 eligible 2-+EF75
17: excluded due to the exclusion

» | criteria

A4 1,520: cancelled by the institution

3,796 enrolled

3,796
randomized
I
| |
1,898 ezetimibe
group
32 withdrew consent 15 Withqrew consent
. 46 deficient consent form
ek def_|C|ent consent U | | ”| 111 no information after study
85 no information after study onset
onset v

1,726 assessed for safety

1,742 assessed for safety

»| 31 ineligible
26 ineligible
1,695 included in analysis
1,716 included in

EUEWSS



Baseline characteristics of patients

Data are expressed as

meanxSD or number (%)

Ezetimibe group (n=1,716)

Control group (n=1,695)

Age & Sex 80.6+4.7 80.6+4.7 I~
Patients aged over 85 years 323 (18.8) 325 (19.2) L
Male 440 (25.6) 432 (25.5) EWTOPIA7S
Female 1276 (74.4) 1263 (74.5) I-hEF 7S
Body Constitution
Height (cm) 150.7+8.7 150.6+8.6
Body weight (kg) 53.8+10.0 53.4+10.4
Body mass index (kg/m?) 23.6+3.5 23.5+3.7
Lipid Profile
Total cholesterol (mg/dL) 245.6+25.5 244.1+24.4
HDL-cholesterol (mg/dL) 57.3+14.2 56.6+13.9
Triglyceride (mg/dL) 132.1454.5 131.1455.9
LDL-cholesterol (mg/dL) 161.9+20.1 161.3+19.4
non-HDL-cholesterol (mg/dL) 188.4+23.8 187.5+23.3
Blood Pressure (mmHQ)
SBP 137.0+15.8 135.8+15.9
DBP 74.4+10.4 74.0£10.4
Smoking status
Never smoked 1466 (85.4) 1456 (85.9)
Former smoker 161 (9.4) 157 (9.3)
Current smoker 89 (5.2) 82 (4.8)
Comorbidities
Hypertension 1520 (88.6) 1509 (89.0)
Diabetes mellitus 433 (25.2) 434 (25.6)
Metabolic syndrome 290 (16.9) 276 (16.3)




Lipid profile changes in Ezetimibe and Control groups

1807 _ 80 -
=0 - ——— Ezetimibe grou = Ezetimibe group
170 - group S
% 160 - 1620 I— D I— C Control group S 70 H D L-C Control group
3 161.3 £
< 1507 44.1 S 604 573 57.4 57.5 57.2 56.7 57.9
& 1407 133.9 131.4 I3 56'7 6.6
g 1304 +* _rl g 50 - . 56.2 56.3 56.3 56.6 .
o - S =5 o
5 120 1261 1239 1226 1231 1201 S 40
— 1107 , = .
a 2 Main effect P < 0.001 % F Main effect P=0.119
Interaction P < 0.001 0 Interaction P=0.192
Baseline 1 2 3 4 5 Baseline 1 2 3 4 5
Number of Patients Years Number of Patients Years
Treated by ezetimibe 1700 1489 1245 1009 685 311 Treated by ezetimibe 1700 1508 1259 1018 701 318
Not treated by ezetimibe 1685 1464 1227 1023 706 314 Not treated by ezetimibe 1685 1484 1244 1028 718 319
T 2007 4 Non-HDL-C o 150 - TG
% 190 y CE:(z;t;Po”l;berc?uroup — Ezetimibe group
E 1801 170.6 group S 1401 Control group
= 1704 ©¥"* 1655 1619 > Main effect P=0.003
g 160 = 1594 156.5 £ 130 - Interaction P=0.778
‘qtn: 150 - = - - : 2 121.9 1204 1188 1179
= l il —F : : 116.5 114.5
= 140 1516 149.4 147.8 147.8 1448 2 120
j 130 Ea; 120.3 — E—
A 120 S 110 115.2 115.6 113.8
I 1101 . = i : 113.2 1117
- A Main effect P<0.001 = T :
o Interaction P<0.001
Z T . T T T T T 0 T - T T T T T
Baseline 1 2 3 4 5 Baseline 1 2 3 4 5
Years Years

Number of Patients Number of Patients
Treated by ezetimibe 1700 1490 1247 1009 687 311 Treated by ezetimibe 1700 1507 1258 1019 699 317
Not treated by ezetimibe 1685 1466 1230 1024 707 314 Not treated by ezetimibe 1685 1484 1242 1029 717 321
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Effect of ezetimibe treatment on the primary end-point i
A composite of the atherosclerotic cardiovascular events EWTQRILTS

(Sudden cardiac death, myocardial infarction, PCl or CABG, and/or stroke)

mmmmm  Control group
mmmmm [Ezetimibe group

o 0.15 -
£
)
S
2
o
P
g 0.10 -
£
S
5
S
S 0.05
Q
o
c
Q
O
(s
<

0.00

No. at Risk 0
Control 1695
Ezetimibe 1716

Hazard Ratio:0.659 (95% CI, 0.504-0.862)

Control group

Ezetimibe group

1 4 )
Years
1582 1418 1217 887 383
1617 1445 1219 897 387



Effect of ezetimibe treatment on cardio-, cerebrovascular events, incidence of adverse events and all-cause mortality

0.107

0.057

Incidence of fatal and
nonfatal cardiovascular
events

0.00
0

No. at Risk
Control
Ezetimibe

1695
1716

Ezetimibe group
Control group

Cardiac events

HR(95% C1)0.602(0.370 to 0.979)
p=0.041

P=0.041
1 2 3 4 5
Years
1603 1454 1260 920 405
1629 1464 1249 919 402

Adverse events

Ezetimibe group

Control group

(n=1,742) (n=1,726)
Respiratory 22 23
Gl & Hepatobiliary 24 21
Neurologic symptoms 13 6
Cardiovascular 14 23
Renal 8 5
Endocrine 7 5
Muscle & Bone 40 41
ENT 12 16
Urologic 4 4
Eye 3 1
Skin 14 5
Oral & Dental 0 1
Infection 4 3
Abnormal Lab exam 7 3
Others 13 9
Total 185 166

0.107

0.057

Incidence of fatal and
nonfatal cerebrovascular
events

0.00 "
0

No. at Risk
Control
Ezetimibe

Ezetimibe group
Control group

Cerebrovascular events

HR ( 95% CI ) 0.781(0.549t0 1.112 )
p=0.171

1695
1716

N.S.
1 2 3 4 5
Years
1590 1435 1238 906 397
1619 1447 1226 903 391

0.201

0.157

0.107

0.057

All-cause mortality

0.00
0

No. at Risk
Control
Ezetimibe

1695
1716

Ezetimibe group
Control group

All-cause mortality

HR(95% CI)1.087 ( 0.885 to 1.337)
p=0.427

N.S.
1 2 3 4 5
Years
1608 1463 1268 926 410
1630 1466 1252 922 403



Major Findings & Implications s

EWTOPIA75
2-FEFTS

Lipid-lowering monotherapy with ezetimibe prevented
the occurrence of a composite of atherosclerotic
cardiovascular events in patients aged >75 years with
elevated LDL-C level who had no history of coronary
artery disease.

This was true for cardiac events by secondary end-
point analysis.

The result obtained in this study is the first evidence
suggesting that the primary prevention of
atherosclerotic cardiovascular events is possible by

lipid-lowering therapy for eligible older patients aged
>75 years or older.




Clinical Data for Ezetimibe/Atorvastatin:
Effect of Ezetimibe Coadministered With
Atorvastatin in 628 Patients With
Primary Hypercholesterolemia

Ballantyne CM et al. Circulation. 2003;107:2409-2415.
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Ballantyne 2003: Ezetimibe/Atorvastatin in Patients

With Primary Hypercholesterolemia (Study Design)?

Patients with hypercholesterolemia?
Phase Ill: Randomization Phase
ACTIVE TREATMENT PLUS DIET
(12 weeks)

Placebo (n=60)
E Ezetimibe 10 mg (n=65)
Phase || g Atorvastatin 10 mg (n=60)
Ph.ase ' Prerandomization 0 Ezetimibe/atorvastatin 10/10 mg (n=65)
Screening Phase Phase .
|\I/| Atorvastatin 20 mg (n=60)
Z Ezetimibe/atorvastatin 10/20 mg (n=62)
DRUG WASHOUT PI;QC;EIEO '16.‘ Atorvastatin 40 mg (n=66)
and Dietary Stabilization on Plus Diet | Ezetimibe/atorvastatin 10/40 mg (n=65)
NCEP Step | Diet K e
(4 weeks) NIl Atorvastatin 80 mg (n=62)
Ezetimibe/atorvastatin 10/80 mg (n=63)
Visit | 1 2 |3 |4b | 5 | 6 | 7 | 8
Week —-16 to —6 -4 -2 0 2 4 8 12
Q, Q2

Adapted with permission from Ballantyne CM et al.t

aBaseline LDL-C 145 to 250 mg/dL (~3.7 to 6.5 mmol/L) and triglycerides <350 mg/dL (~4.0 mmol/L).

bPRandom assignment to double-blind treatment occurred at visit 4.
NCEP = National Cholesterol Education Program; Q, = first qualifying calculated LDL-C value; Q, = second qualifying calculated LDL-C
value; blood samples for Q, and Q, were collected at least 1 week apart.

1. Ballantyne CM et al. Circulation. 2003;107:2409-2415.



Ballantyne 2003: Ezetimibe/Atorvastatin 10/10 mg

Provided Significantly Greater LDL-C Reduction
Compared With Atorvastatin 10, 20, and 40 mg?'?

mEzetimibe/atorvastatin  ®Atorvastatin

Q(QQ Q&q Q&g

O 0 Vv ™ ?®
A £
14 -10 -
S8
oM -20 -
S 5

— '30 N
oL
c g 407 -37
O ®© —42
o> 50 1 —45
a o
c © —-54
g O 601
q) N
= 70 4 P<0.01

Mean baseline LDL-C was 182 mg/dL (~4.7 mmol/L) for ezetimibe/atorvastatin arms (n=255) and
181 mg/dL (~4.7 mmol/L) for atorvastatin arms (n=248).

Adapted with permission from Ballantyne CM et al.!

1. Ballantyne CM et al. Circulation. 2003;107:2409-2415.
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Ballantyne 2003: Ezetimibe/Atorvastatin Provided Significantly

Greater Reduction in Total-C, Apo B, Non—HDL-C, and TG and
Increase in HDL-C Compared with Atorvastatin Monotherapy?

B Ezetimibe/atorvastatin (pooled) m Atorvastatin (pooled)
n=255 n=248

Total-C Apo B Non-HDL-C TG HDL-C

Mean Percent Change
From Baseline

52
-60 - P<0.01

aMedian percent change from baseline.
Total-C = total cholesterol; ApoB = apolipoprotein B; TG = triglycerides.
1. Ballantyne CM et al. Circulation. 2003;107:2409-2415.
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Clinical Data for Ezetimibe/Atorvastatin:
Efficacy and Safety of Ezetimibe Added on to
Atorvastatin (20 mg) Versus Uptitration of
Atorvastatin (to 40 mg) in Hypercholesterolemic
Patients at Moderately High Risk for Coronary
Heart Disease (TEMPO Study)

Conard SE et al. Am J Cardiol. 2008:102:1489-1494.
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TEMPO: Ezetimibe/Atorvastatin 10/20 mg vs

Doubling Atorvastatin Dose to 40 mg (Study Design)?

Patients with hypercholesterolemia at moderately high risk of CHD
(based on NCEP ATP Il criteria)

Ezetimibe/atorvastatin 10/20 mg (n=98)

Atorvastatin 20 mg

Atorvastatin 40 mg (n=98)

Visit 1 Week 0 Week 6

|(— Run-in )l( Double-Blind Period )I

)

Randomization
(LDL-C 100-160 mg/dL, [~2.6—-4.1 mmol/L] and
triglycerides <350 mg/dL [~<4.0 mmol/L])

CHD = coronary heart disease; NCEP ATP IIl = National Cholesterol Education Program Adult Treatment Panel III.
1. Conard SE et al. Am J Cardiol. 2008;102:1489-1494.



TEMPO: Ezetimibe/Atorvastatin 10/20 mg Provided

Greater Additional LDL-C Reduction vs Doubling
Atorvastatin Dose to 40 mg*

| 10 ;
c
= LDL-C
& s o
E c
o =
T % ~10
)
g) m
8o -20
O3
C | S
s 30
s -31%
P<0.001
-40
. Ezetimibe/atorvastatin 10/20 mg (n=92) . Atorvastatin 20 mg titrated to 40 mg (n=92)
(mean on-statin baseline LDL-C = 120 mg/dL, (mean on-statin baseline LDL-C = 118 mg/dL,
~3.1 mmol/L) ~3.1 mmol/L)

1. Conard SE et al. Am J Cardiol. 2008;102:1489-1494. 53



TEMPO: Greater Percentage of Patients Reached

LDL-C <100 mg/dL With Ezetimibe/Atorvastatin
10/20 mg vs Doubling Atorvastatin Dose to 40 mg?

Patients Reaching LDL-C <100 mg/dL (~2.6 mmol/L), at 6 weeks,
as a Result of Greater LDL-C Reduction

Ezetimibe/atorvastatin 10/20 mg Atorvastatin 40 mg
(n=92) (n=92)

P<0.001

Mean Statin-Treated Baseline Mean Statin-Treated Baseline
LDL-C: 120 mg/dL (~3.1 mmol/L) LDL-C: 118 mg/dL (~3.1 mmol/L)

The mean decrease in LDL-C from statin-treated baseline was 31% with ezetimibe/atorvastatin 10/20 mg
compared with 11% with atorvastatin 40 mg; P<0.001.
1. Conard SE et al. Am J Cardiol. 2008;102:1489-1494.
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TEMPO: Effect on Multiple Lipid Parameters?

10

P=NS

Total-C ApoB Non-HDL-C TG? 3% 1%

Mean Change From Statin-
Treated Baseline, %

P<0.001

P<0.001
30 -27%

P<0.001

. Ezetimibe/atorvastatin 10/20 mg (n=92) . Atorvastatin 20 mg titrated to 40 mg (n=92)

aMedian change from statin-treated baseline.
NS = not significant.
1. Conard SE et al. Am J Cardiol. 2008;102:1489-1494.
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Clinical Data for Ezetimibe/Atorvastatin:
Efficacy and Safety of Ezetimibe Added to
Atorvastatin Versus Atorvastatin Uptitration or
Switching to Rosuvastatin in Patients With
Primary Hypercholesterolemia (PACE Study)

Bays HE et al. Am J Cardiol. 2013;112:1885-1895.
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PACE: Efficacy of Ezetimibe/Atorvastatin vs

Atorvastatin Uptitration or Switching to Rosuvastatin
(Study Design)?

High-risk patients2 with hypercholesterolemia not at LDL-C <100 mg/dL
(~2.6 mmol/L) on atorvastatin 10 mg

EZ/atorva 10/10 mg I

n=90 :
EZ/atorva 10/10 mg | EZ/atorva 10/10 mg
n=30 ' n=28
Atorva 20 mg EZ/atorva 10/20 mg
I I Atorva 10 mg n=243 n=124
I I -
N=2,646 Atorva 20 mg Atorva 40 mg
n=240 n=126
Rosuva 10 mg EZ/atorva 10/20 mg
n=468 n=234
Rosuva 10 mg Rosuva 20 mg
n=476 n=206
Week: -6 -5 Day 1 6 12
— |
Double-blind Double-blind
Screening Run-In  Randomization Treatment Treatment
n=1,547 Phase | Phase Il

Adapted with permission from Bays HE et al.t
aHigh risk of CHD was defined as: 1) subjects without CVD who had type 2 diabetes, or =2 risk factors and a 10-year risk for CHD >20% as
determined by the Framingham calculation, or 2) subjects with CVD, including established coronary or other atherosclerotic vascular disease.
PACE = a randomized, double-blind, active-controlled, multicenter study of patients with Primary hypercholesterolemia and high cardiovascular
risk who are not adequately controlled with Atorvastatin 10 mg: a Comparison of the efficacy and safety of switching to coadministration Ezetimibe
and atorvastatin versus doubling the dose of atorvastatin or switching to rosuvastatin;
EZ = ezetimibe; Atorva = atorvastatin; Rosuva = rosuvastatin; CHD = coronary heart disease; CVD = cardiovascular disease.
1. Bays HE et al. Am J Cardiol. 2013;112:1885-1895. 57



PACE Phase I: Ezetimibe/Atorvastatin 10/10 mg Provided

Greater Additional LDL-C Reduction vs Doubling Atorvastatin to

20 mg or Switching to

Rosuvastatin 10 mg?

=10 7

—20

IRLS Mean Change From
Treated Baseline at Week 6, %

=30 -

B Switching to
ezetimibe/atorvastatin 10/10 mg
(n=120)

Mean on-statin baseline
LDL-C =121 mg/dL (~3.1 mmol/L)

IRLS = iteratively reweighted least squares.

LDL-C

-10%
-13%

-22%

P<0.001

P<0.001

B Doubling atorvastatin
to 20 mg
(n=480)
Mean on-statin baseline
LDL-C =120 mg/dL (~3.1 mmol/L)

1. Bays HE et al. Am J Cardiol. 2013;112:1885-1895.

B Switching to
rosuvastatin 10 mg
(n=939)

Mean on-statin baseline
LDL-C =121 mg/dL (~3.1 mmol/L)
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PACE Phase I. Ezetimibe/Atorvastatin 10/10 mg Resulted in Greater
Attainment of LDL-C <100 mg/dL (~2.6 mmol/L) vs Doubling

Atorvastatin to 20 mg or Switching to Rosuvastatin 10 mg?

High-risk Patients Reaching LDL-C <100 mg/dL (~2.6 mmol/L) at 6 weeks,
as a Result of Greater LDL-C Reduction

Ezetimibe/atorvastatin 10/10 mg Atorvastatin 20 mg Rosuvastatin 10 mg
(n=119) (n=471) (n=915)
Mean treated baseline LDL-C: Mean treated baseline LDL-C: Mean treated baseline LDL-C:
121 mg/dL (~3.1 mmol/L) 120 mg/dL (~3.1 mmol/L) 121 mg/dL (~3.1 mmol/L)

P<0.001

P<0.01

The IRLS mean decrease in LDL-C from statin-treated baseline was 22% with ezetimibe +

atorvastatin 10 mg compared with 10% with atorvastatin 20 mg and 13% with rosuvastatin 10 mg;
P<0.001 for each comparison vs ezetimibe + atorvastatin 10 mqg.
IRLS = iteratively reweighted least squares.

1. Bays HE et al. Am J Cardiol. 2013;112:1885-1895. 59



PACE Phase I. Ezetimibe/Atorvastatin 10/10 mg Resulted in Greater

Attainment of LDL-C <70 mg/dL (~1.8 mmol/L) vs Doubling Atorvastatin
to 20 mg or Switching to Rosuvastatin 10 mg?

High-risk Patients Reaching LDL-C <70 mg/dL (~1.8 mmol/L) at 6 weeks,
as a Result of Greater LDL-C Reduction

Ezetimibe/atorvastatin 10/10 mg Atorvastatin 20 mg Rosuvastatin 10 mg
(n=119) (n=471) (n=915)
Mean treated baseline LDL-C: Mean treated baseline LDL-C: Mean treated baseline LDL-C:
121 mg/dL (~3.1 mmol/L) 120 mg/dL (~3.1 mmol/L) 121 mg/dL (~3.1 mmol/L)

3% 7%

P<0.001

P<0.001

The IRLS mean decrease in LDL-C from statin-treated baseline was 22% with ezetimibe +

atorvastatin 10 mg compared with 10% with atorvastatin 20 mg and 13% with rosuvastatin 10 mg;
P<0.001 for each comparison vs ezetimibe + atorvastatin 10 mqg.
IRLS = iteratively reweighted least squares.

1. Bays HE et al. Am J Cardiol. 2013;112:1885-1895. 60



PACE Phase I: Effect on Multiple Lipid Parameters?

b c

m Ezetimibe/atorvastatin 10/10 mg®  m Atorvastatin 20 mg ®m Rosuvastatin 10 mg
(n=120) (n=480) (n=939)

Total-C ApoB Non-HDL-C

o
|

1
ol
1

AN
o
1

AN
(6)]
1

P<0.001 -18
| L |

P<0.001 P<0.001
| 1

IRLS Mean Change From
Treated Baseline at Week 6, %
N
(@]
o
N
o
o
(6)]

N
(6)
L

P<0.001

aMean treated baselines for group receiving ezetimibe/atorvastatin 10/10 mg: Total-C 203 mg/dL (~5.2 mmol/L), apoB 102 mg/dL, and
non—HDL-C 150 mg/dL (~3.9 mmol/L).

bMean treated baselines for group doubled to atorvastatin 20 mg: Total-C 203 mg/dL (~5.2 mmol/L), apoB 103 mg/dL, and
non—HDL-C 150 mg/dL (~3.9 mmol/L).

¢Mean treated baselines for group switched to rosuvastatin 10 mg: Total-C 205 mg/dL (~5.3 mmol/L), apoB 104 mg/dL, and
non—HDL-C 152 mg/dL (~3.9 mmol/L).

IRLS = iteratively reweighted least squares; Total-C = total cholesterol; ApoB = apolipoprotein B.
1. Bays HE et al. Am J Cardiol. 2013;112:1885-1895.
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PACE: Efficacy of Ezetimibe/Atorvastatin vs

Atorvastatin Uptitration or Switching to Rosuvastatin

(Study Design)?

High-risk patients2 with hypercholesterolemia not at LDL-C <100 mg/dL
(~2.6 mmol/L) after Phase |

EZ/atorva 10/10 mg

Atorva 20 mg

n=90
EZ/atorva 10/10 mg EZ/atorva 10/10 mg
n=30 n=28

EZ/atorva 10/20 mg

I | Atorva 10 mg n=243 n=124
I I —
N=2,646 Atorva 20 mg Atorva 40 mg
n=240 n=126
Rosuva 10 mg EZ/atorva 10/20 mg
n=468 n=234
Rosuva 10 mg Rosuva 20 mg
n=476 n=206
Week: -6 -5 Day 1
. |
Double-blind Double-blind
Screening Run-In  Randomization Treatment Treatment
n=1,547 Phase | Phase Il

Adapted with permission from Bays HE et al.t

aHigh risk of CHD was defined as: 1) subjects without CVD who had type 2 diabetes, or =2 risk factors and a 10-year risk for CHD >20% as
determined by the Framingham calculation, or 2) subjects with CVD, including established coronary or other atherosclerotic vascular disease.
PACE = a randomized, double-blind, active-controlled, multicenter study of patients with Primary hypercholesterolemia and high cardiovascular
risk who are not adequately controlled with Atorvastatin 10 mg: a Comparison of the efficacy and safety of switching to coadministration Ezetimibe
and atorvastatin versus doubling the dose of atorvastatin or switching to rosuvastatin;
EZ = ezetimibe; Atorva = atorvastatin; Rosuva = rosuvastatin; CHD = coronary heart disease; CVD = cardiovascular disease.
1. Bays HE et al. Am J Cardiol. 2013;112:1885-1895.
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PACE Phase Il: Greater Additional LDL-C Reduction

With Ezetimibe/Atorvastatin 10/20 mg*

S 107
€ ©
O
S
'-q'-) D 0"
5=
S ©
c o 7%
C £ -10- i
c o
@®
9 S
oM -17%
—20
o
X ©
-9
= _30- P<0.001
. Switching from . Doubling atorvastatin
atorvastatin 20 mg to to 40 mg
ezetimibe/atorvastatin 10/20 mg (n=124)
(n=124) Mean on-statin baseline
Mean on-statin baseline LDL-C =121 mg/dL
LDL-C =119 mg/dL (~=3.1 mmol/L)
(~3.1 mmol/L)

IRLS = iteratively reweighted least squares.
1. Bays HE et al. Am J Cardiol. 2013;112:1885-1895.

LDL-C

P<0.001

. Switching from
rosuvastatin 10 mg to
ezetimibe/atorvastatin 10/20 mg
(n=231)

Mean on-statin baseline
LDL-C =119 mg/dL
(~=3.1 mmol/L)

. Doubling rosuvastatin
to 20 mg
(n=205)
Mean on-statin baseline
LDL-C =120 mg/dL
(~3.1 mmol/L)
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PACE Phase II. Greater Attainment of LDL-C <100 mg/dL

With Ezetimibe/Atorvastatin 10/20 mg?

High-risk Patients Reaching LDL-C <100 mg/dL (~2.6 mmol/L)

as a Result of Greater LDL-C Reduction

Switching from atorvastatin 20 mg Doubling Switching from rosuvastatin 10 mg
to ezetimibe/atorvastatin 10/20 mg atorvastatin to 40 mg to ezetimibe/atorvastatin 10/20 mg
(n=120) (n=123) (n=228)

Mean on-statin baseline Mean on-statin baseline Mean on-statin baseline
LDL-C =119 mg/dL LDL-C =121 mg/dL LDL-C =119 mg/dL
(~3.1 mmol/L) (~3.1 mmol/L) (~3.1 mmol/L)

Doubling
rosuvastatin to 20 mg
(n=201)

Mean on-statin baseline
LDL-C =120 mg/dL
(~=3.1 mmol/L)

P<0.001

P<0.001

The IRLS mean decrease in LDL-C from statin-treated baseline was 17% with ezetimibe/atorvastatin
10/20 mg compared with 7% with doubling atorvastatin to 40 mg and 17% with ezetimibe/atorvastatin
10/20 mg compared with 8% with doubling rosuvastatin to 20 mg; P<0.001 for each comparison.

IRLS = iteratively reweighted least squares.
1. Bays HE et al. Am J Cardiol. 2013;112:1885-1895.

64



PACE Phase Il: Greater Attainment of LDL-C

<70 mg/dL With Ezetimibe/Atorvastatin 10/20 mg-

High-risk Patients Reaching LDL-C <70 mg/dL (~1.8 mmol/L)
as a Result of Greater LDL-C Reduction

Switching from atorvastatin 20 mg Doubling Switching from rosuvastatin 10 mg Doubling
to ezetimibe/atorvastatin 10/20 mg atorvastatin to 40 mg to ezetimibe/atorvastatin 10/20 mg rosuvastatin to 20 mg
(n=120) (n=123) (n=228) (n=201)
Mean on-statin baseline Mean on-statin baseline Mean on-statin baseline Mean on-statin baseline
LDL-C =119 mg/dL LDL-C =121 mg/dL LDL-C =119 mg/dL LDL-C =120 mg/dL
(~3.1 mmol/L) (~3.1 mmol/L) (~=3.1 mmol/L) (~3.1 mmol/L)

1% 3%

P<0.01 P<0.001

The IRLS mean decrease in LDL-C from statin-treated baseline was 17% with ezetimibe/atorvastatin
10/20 mg compared with 7% with doubling atorvastatin to 40 mg and 17% with ezetimibe/atorvastatin

10/20 mg compared with 8% with doubling rosuvastatin to 20 mg; P<0.001 for each comparison.
IRLS = iteratively reweighted least squares.

1. Bays HE et al. Am J Cardiol. 2013;112:1885-1895. 65



PACE Phase Il: Effect on Multiple Lipid Parameters?

Switching from

. Switching from

. Doubling atorvastatin . Doubling rosuvastatin

atorvastatin 20 mg to to 40 mgP rosuvastatin 10 mg to to 20 mg¢
ezetimibe/atorvastatin 10/20 mg?2 (n=124) ezetimibe/atorvastatin 10/20 mg¢ (n=205)
(n=124) (n=231)
Total-C Apo B Non-HDL-C
s 9
=)
O x -5 -
L
L=
S -10 A
c o
O£ =12
55 15 —
2s P<0.001  P<0.001 | . ' -15 _16
n o 20 4 P=NS P<0.001
149 -
o © P<0.001 P<0.001
= 25 -

aMean treated baseline for group switched from atorvastatin 20 mg to ezetimibe/atorvastatin 10/20 mg: Total-C 202 mg/dL (~5.2 mmol/L),
apoB 102 mg/dL, non-HDL-C 151 mg/dL (~3.9 mmol/L)

bMean treated baseline for group doubled to atorvastatin 40 mg: Total-C 203 mg/dL (~5.2 mmol/L), apoB 103 mg/dL,
non-HDL-C 151 mg/dL (~3.9 mmol/L).

¢Mean treated baseline for group switched from rosuvastatin 10 mg to ezetimibe/atorvastatin 10/20 mg: Total-C 204 mg/dL (~5.3 mmol/L),
apoB 102 mg/dL, non-HDL-C 151 mg/dL (~3.9 mmol/L).

dMean treated baseline for group doubled to rosuvastatin 20 mg: Total-C 203 mg/dL (=5.2 mmol/L), apoB 103 mg/dL, non—HDL-C 150 mg/dL
(~3.9 mmol/L).

IRLS = iteratively reweighted least squares; Total-C = total cholesterol.
1. Bays HE et al. Am J Cardiol. 2013;112:1885-1895.
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Study Design %VHI’

Patients stabilized post ACS = 10 days: %3 2mM
LDL-C 50-125*mg/dL (or 50-100*mg/dL if prior lipid-lowering RX) *2.6mm

N=18,144 Standard Medical & Interventional Therapy

Uptitrated to o . _
Simvastatin _fi[n[;/fgo n;g Ezetimibe / Simvastatin
| -C >
40 mg (adapted per 10 /40 mg

FDA label 2011)

Follow-up Visit Day 30, every 4 months

90% power to detect
~9% difference

Duration: Minimum 2 %-year follow-up (at least 5250 events)

Primary Endpoint: CV death, MI, hospital admission for UA,
coronary revascularization (= 30 days after randomization), or stroke

Cannon CP AHJ 2008;156:826-32; Califf RM NEJM 2009;361:712-7; Blazing MA AHJ 2014;168:205-12



Primary Endpoint — ITT %VHI’

Cardiovascular death, MI, documented unstable angina requiring
rehospitalization, coronary revascularization (230 days), or stroke

01 HR 0.936 CI (0.887, 0.988) Simva — 34.7%

p=0.016 2742 events
NNT= 50

wW
o

EZ/Simva — 32.7%
2572 events

Event Rate (%)
N
o

10 -

o 1 2 3 4 5 6 7
Time since randomization (years) 7-year event rates



Long-term Safety and Efficacy of Achieving Very Low Levels

of Low-Density Lipoprotein Cholesterol
A Prespecified Analysis of the IMPROVE-IT Trial

700+
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B <30 mg/dL: n=971 (6.4%)
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JAMA Cardiol. 2017;2(5):547-555.



Long-term Safety and Efficacy of Achieving Very Low Levels
of Low-Density Lipoprotein Cholesterol
A Prespecified Analysis of the IMPROVE-IT Trial

Efficacy endpoints by Achieved LDL-C at 1 Month

Primary Efficacy 350 ® 70 (ren
S S e e T O 308 O w069
unstadie angns requinng hosprtaization .
{UA| coronary revascsisrization > 20 das 299 8 04
after randomization (revasc), or stroke ’ 116 ’ <30
Secondary Efficacy | . 406
Al cestn, M, UA, revase, strose O 363
351
4 37 4
Secondary Efficacy Il ‘ 190
Coronary heart disease death, Mi, O . 185
urgent revas: : g
156
4 156
Secondary Efficacy Ill @ .
9
CVD, UA, il revascularizatons > 20 . 39 &
days post randomization, stroke. C 325
313
® 37
f t f
0.60 0.80 1.0 1.1

Adjusted Hazard Ratio

JAMA Cardiol. 2017;2(5):547-555.



Safety Events by Achieved
Low-Density Lipoprotein
Cholesterol (LDL-C) Level at
1 Month In MPROVE-IT

JAMA Cardiol. 2017;2(5):547-555.

Safety Event

HR
(95% CI)

Adverse event — discontinuation

270
50-69
30-49
<30

Rhabdomyolysis, myopathy, or

1 [Reference]

0.948 (0.817-1.1)
1.076(0.915-1.266)
1.13(0.872-1.465)

myalgia with CK elevation=5xULN

=70
50-69
30-49
<30
AST or ALT>3xULN
270
50-69
30-49
<30
Gallbladder adverse event
270
50-69
30-49
<30
Neurocognitive event
=70
50-69
30-49
<30
Hemorrhagic stroke
=70
50-69
30-49
<30
Hospitalized for heart failure
=70
50-69
30-49
<30
Noncardiovascular death
=70
50-69
30-49
<30
Cancer
=70
50-69
30-49
<30

1 [Reference]
0.736(0.417-1.3)
1.003 (0.552-1.823)
0.682 (0.224-2.076)

1 [Reference]

0.859 (0.635-1.163)
1.017 (0.733-1.41)
1.076 (0.642-1.806)

1 [Reference]

1.016 (0.813-1.27)
0.906 (0.703-1.167)
0.995 (0.667-1.485)

1 [Reference]

1.204 (0.92-1.574)
1.045(0.772-1.414)
0.913 (0.545-1.529)

1 [Reference]
0.58(0.33-1.04)
1.05 (0.6-1.84)

Favors | Favors

LDL-C <70 mg LDL-CL 270 mg

0.36(0.11-1.26)

1 [Reference]
0.88 (0.7-1.09)
0.97 (0.76-1.23)
0.94 (0.66-1.35)

1 [Reference]

1.09(0.91-1.31)
0.94 (0.77-1.16)
1.08 (0.79-1.48)

1 [Reference]

1.11(0.96-1.29)
1.12 (0.95-1.33)
1.18 (0.91-1.53)

Adjusted P Value

for Trend

21

d1

g2

.57

.84

.69

B8

78

A4

"oe | 12 | 16
Adjusted Risk Ratio (95% Cl)

30



PRECISE-IVUS Study

Impact of Dual Lipid-Lowering Strategy with Ezetimibe
and Atorvastatin on Coronary Plaque Regression in
Patients with Percutaneous Coronary Intervention



PRECI

dy: fudy Design

F

PR BE R 1 FHHRER - LR Ezetimibe +

| Atorvastatin Bl Atorvastatin EREERIUEREEH |

EZE 10 + Atorva
(n=122)

N=246
Randomized

Patient Criteria:

* Patients aged 30 to 85 with CAD underwent successful
coronary angiography or PCl under IVUS guidance to
treat ACS or SAP

* With an LDL-C level >100 mg/dI at entry
* Lipid profiles and other biomarker levels were
measured at baseline and follow-up at 9 to 12 months

N N
Safety Analysis Full Analysis
(n=121) (n=100)
J
N
Safety analysis ) Full analysis
(n=122) (n=102)
(Data Collection: )
* Lipid profiles and other biomarker levels
were measured at baseline and 9 to 12
months
* Serial volumetric intravascular ultrasound
was performed at baseline and 9 to 12
\ months y

Atorva=atorvastatin; EZE=ezetimibe; CAD=coronary artery disease; PCl=percutaneous coronary intervention;
ACS=acute coronary syndrome; SAP=stable angina pectoris;

1. Tsujita K, et al. J Am Coll Cardiol. 2015;66(5):495-507.



PRECISE-IVUS Study -
Lower LDL-C with Ezetimibe + Atorvastatin

| Ezetimibe + Atorvastatin TIZZIBZEREM LDL-C {E |

80 - b <0.001 733
=5
i 62.3
g 60 -
°
>
g
o 40 -
&
(]
-l
c
& 20 -
=
0 - y

EZE 10 + Atorvastatin Atorvastatin Alone

EZE=ezetimibe.

1. Tsujita K, et al. J Am Coll Cardiol. 2015;66(5):495-507. 74



PRECISE-IVE!tudy' ' -

Significantly Better Improvement in PAV

| % Ezetimibe + Atorvastatin HIEE PAV HIERY |
Il &S - HPAV HEMBELARS

EZE 10 +
Atorvastatin  Atorvastatin Alone R 100% - p <0.004
0.0% s
3 78%

— » N ’
S § 80%
> ey &
< -0.5% n>: 60% | 58%
S <
" =
1
S -1.0% - 0.9% T 40% -
S c
2 g
5 s 20% -
Q -1.5% - -1.4% S
0 |
< p <0.001 ; 0% -

> o @ EZE 10 + Atorvastatin Alone

-2.0% - E Atorvastatin

EZE=ezetimibe; PAV=percent atheroma volume.

1. Tsujita K, et al. J Am Coll Cardiol. 2015;66(5):495-507. 75



PRECISE-IV tudy '

Relationship Between LDL-C and PAV

@ PRECISE-IVUS Atorva Alone (SAP)
ASTERROID Rosuva 40 mg @

-1 @ SATURN Atorva 80 mg
@ PRECISE-IVUS Atorva+EZE (SAP)

c

2
("2
(%)
)
S
oo
)

(2’

-1.5 -1.22 SATURN Rosuva 40 mg
-2
@ PRECISE-IVUS Atorva+EZE (ACS)
-2.5

EZE=ezetimibe; PAV=percent atheroma volume.

1. Tsujita K, et al. J Am Coll Cardiol. 2015;66(5):495-507.

REVERSAL Prava 40 mg

Achieved LDL-C (mg/dL) _

100 110 120

2
- T | SMEEREET LDL-C {8t |
S | PAV B934 R EAERY |
0 1
o0
2
o 0.5

REVERSAL Atorva 80 mg @
O I L] L] L]
40 50 60 70 80 90
05 PRECISE-IVUS Atorva Alone (ACS)
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VL1: (PAUSED)

For PAV, a significantly greater percentage of patients
who received atorvastatin/ezetimibe showed coronary
plaque regression .

TR A {EHAtorvastatin+Ezel8ER - Hiilx
DIREEFE B S EE(PAVYS) TR A REE

mEIHE
Atorvastatin + Ezetimibe Atorvastatin only

Baseline Follow-Up Baseline Follow-Up
PB: 50.2% PB: 44.0% PB: 53.6% PB: 50.7%

=g
1%

MESEMRE

LZ Group (ACS) L Group (ACS)

IVUS images of the same cross sections at baseline and follow-up show outlined leading edges of lumen (yellow line) and external elastic membrane(red line)

PB : plaque burden(35iRiE{ LB S, ) Tsujita K, et al ] Am Coll Cardiol. 2015 Aug 4;66(5):495-507.



PRECISE-IVUS Study: ACS Subgroup -

Lower Statin Dose with Higher Potency While
Combining with Ezetimibe

Achieving Lower LDL-C with Lower Statin Dose

140 -
—ll— Atorvastatin Alone | '='13:F1%Fﬁ Ezetimibe _.”«l-l
120 —@— Ezetimibe + Atorvastatin é R/DHY Atorvastatin Bl
3 15 EIEFIRIEN LDL-C & |
Y
£ 100 - 108
‘_'I.) Atorvastatin
Q 2018.8 mg/day
£ 0 T —a 77
o ——
Y 60 - —e 62
Atorvastatin
13.714.9 mg/day
40 | | | ]
Baseline 3 Month 6 Month 9-12 Month

Time Since Randomization

1. Tsujita K, et al. Atherosclerosis. 2016;251(5):367-72. 78



. Mo e T 9O T
PRECISE-IVUS Study: ACS Subgr -

Achieving LDL-C Target Is the Predlctor of Coronary

Plaque Regression i_PAV HIRIBES 60% 122 Ezetimibe & |
% - B4 LDL-C (EFEHIER 62+14 mg/dL |

Regression in PAV (n=67) Progression in PAV (n=33)

B Ezetimibe + Atorvastatin W Ezetimibe + Atorvastatin

i W Atorvastatin alone
B Atorvastatin alone 60% patients

on ezetimibe+atorvastatin

62114 mg/dL
LDL-C at follow-up, p=0.004

67% patients
on atorvastatin alone

81122 mg/dL
LDL-C at follow-up

Atorva=atorvastatin; EZE=ezetimibe; PAV=percent atheroma volume.

1. Tsujita K, et al. Atherosclerosis. 2016;251(5)i367-72. 79
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Short communication

Impact of statin-ezetimibe combination on coronary atheroma plaque in "Z
patients with and without chronic kidney disease — Sub-analysis of -
PRECISE-IVUS trial

Koichiro Fujisue ?, Suguru Nagamatsu ?, Hideki Shimomura ®, Takuro Yamashita €, KOlChl Nakao 9,

Sunao Nakamura ¢, Masaharu Ishlharaf I(umhlko Matsui , Nobuyasu Yamamoto ", Shunichi Konde
Toshiyuki l\/latsumuraJ Kazuteru Fujimoto ¥, Ryusuke Tsunoda ', Yasuhiro Morlkaml , Koshi Matsuyama ",
Shuichi Oshima °, Kenji Sakamoto ® Yasuhuolzumlyaa Koichi Kalklta , Seiji Hoklmoto ]

Hisao Ogawa P, Kenichi Tsujita **

* Department of Cardiovascular Medicine, Graduate School of Medical Sciences, Kumamoto University, Kumamoto, Japan

Objectives: hypothesized intensive lipid-lowering with statin/ezetimibe attenuated coronary atherosclerotic development
even in patients with CKD.

Methods and population: prospective, randomized, controlled, multicenter PRECISE-IVUS trial. 202 patients undergoing
intravascular ultrasound (IVUS)-guided PCl were randomly assigned to receive atorvastatin/ezetimibe combination or
atorvastatin alone (the dosage of atorvastatin was up-titrated to achieve the level of LDL-C<70 mg/dL. Median follow-up
time was 9-12 months.

Baseline characteristics: 26% of patients were CKD stage 3-4 (15<eGFR<60mL/min/1.73m?2), CKD group was significantly
older (71.5 8.6 years vs. 64.419.6 years, P<0.001) and had higher ratio of using insulin (12% vs. 1%, P = 0.001); LDL-C
baseline were comparable in CKD group (111(85-126)mg/dL) and non-CKD group (109(94-125)mg/dL) and similar
prevalence of comorbid coronary risk factors.

Conclusions: Atorvastatin plus Ezetimibe significantly reduced APAV both in the non-CKD group and in the CKD group
International Journal of Cardiology 268 (2018) 23—-26



Sub-Analysis of PRECISE-IVUS Trial:
Study Design

I Patients 30 to 85 years
Full Anfésaszis Set of age with CAD who
(n=202) satisfied all criteria for

\
|

[ | inclusion were enrolled

CKD [ Non CKD after having undergone
‘ (n-52) ‘ (n=150) l successful coronary
. angiography or
. percutaneous coronary
Statin alone l DLLT Statin alone I DLLT intervention (PCI) under
(n=34) (n=18) ‘ (n=68) - (n=82) ‘ IVUS

guidance to treat ACS or
stable angina pectoris
(SAP). Participants were
required to have an
LDL-C level at

entry of >100 mg/dl.

Atorvastatin* Atorvastatin* Atorvastatin*  Atorvastatin*
+ ezetimibe 10 mg + ezetimibe 10 mg

*The dosage of atorvastatin was up-titrated to achieve the level of LDL-C <70 mg/dL
CKD=chronic kidney disease, DLLT=dual lipid-lowering therapy.

Int J Cardiol. 2018 Oct 1;268:23-26.

J Am Coll Cardiol. 2015 Aug 4,66(5):495-507.



CKD

Atorvastain

Baseline characteristics

Atorvastatin+Eze

Non-CKD

Atorvastain

Atorvastatin+Eze

Age (yrs) 70917.8 72.6 £10.0 64.319.9 64.419.4
Male, n(%) 26 (76) 13 (72) 54 (79) 65 (79)
BMI 249136 23.3 £ 34 249 £ 2.9 25.1 £33
History of PCI, n(%) 6 (18) 2 (11) 9(13) 17 (21)
History of PAD, n(%) 2 (6) 1(6) 2 (3) 2(2)
History of MI, n(%) 6 (18) 3(17) 7 (10) 12 (15)
Hypertension, n(%) 25 (74) 11 (61) 42 (62) 65 (79)*
Dyslipidemia, n(%) 22 (65) 9 (50) 48 (71) 63 (77)
Diabetes, n(%) 14 (41) 6 (33) 17 (25) 23 (28)
Insulin, n(%) 4(12) 2 (11) 0 (0) 2(2)
Presentation of ACS, 15 (44) 8 (44) 32 (47) 39 (48)

n(%)

LDL-C, mg/dL

109 (77 to 125)

113 (95 to 126)

109 (94 to 123)

108 (95 to 127)

TC, mg/dI

169 (137 to 194)

178 (165 to 189)

176 (156 to 191)

173 (156 to 195)

HDL-C, mg/dl

38 (31 to 44)

38 (32to 52)

40 (33 to 46)

39 (35 to 46)

Plague volume, mm3

94 (64 to 132)

83 (43 to 112)

68 (44 to 115)

70 (36 to 118)

Vessel volume, mm3

176 (128 to 257)

139 (86 to 245)

142 (88 to 242)

150 (75 to 217)

PAV, %

535 =*x 111

53.0 £ 8.1

495+ 114

50.9 = 11.3

International Journal of Cardiology 268 (2018) 23-26




LDL-C (mg/dL)

CKD Non-CKD

M Baseline ™ Follow-up

113 |
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|

109 108 109

Atorvastatin+Eze Atorvastatin Atorvastatin+Eze Atorvastatin
LDL-c reduction in CKD pts LDL-c reduction in non-CKD pts
Atorvastatin+Ezetimibe -49.0 (-56.2 to 38.9)% Atorvastatin+Ezetimibe -41.1 (-52.9 to -29.1)
Atorvastatin -34.7(-47.9 to -16.1)% Atorvastatin —-34.6 (-50.0 to -12.1)%

International Journal of Cardiology 268 (2018) 23-26



DLLT showed the significantly stronger regression in APAV, compared with atorvastatin
alone even in the CKD group.

APAV -2.9 [-4.9 to -0.5]% APAV -2.5[-2.6t0 1.2]%
-0.4 (_355 to 1.8) -2.9(-6.1to0 -0.2)
5—
-1.8 (-4.7 t0 0.5) -4.7 (9.6 to -1.0)

§ 0— -------- B = = = = = = = o o o o e - -
=
o
<]

-5 A

0
-10 T T -10 cl) |
Statin alone DLLT Statin alone DLLT
CKD cohort non-CKD cohort

International Journal of Cardiology 268 (2018) 23-26



Sub-Analysis of PRECISE-IVUS Trial:

Conclusion
* As with non-CKD, intensive lipid-lowering therapy with
atorvastatin/ezetimibe demonstrated stronger coronary

plague regression effect even in patients with CKD compared
with atorvastatin monotherapy.

Int J Cardiol. 2018 Oct 1;268:23-26.
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Statin-associated muscle symptoms: impact
on statin therapy—European Atherosclerosis
Society Consensus Panel Statement on
Assessment, Aetiology and Management

Factors that influence the pharmacokinetics of statins and
risk for statin-associated muscle symptoms (SAMS)

Management of statin-associated muscle
symptoms

Pre-existing risk factors and co-morbidities: see Box 1

High-dose statin therapy

Polypharmacy

Drug—drug interactions: concomitant use of certain drugs including
gemfibrozil, macrolides, azole antifungal agents, protease inhibitors,
and immunosuppressive drugs such as cyclosporine, and inhibitors of
CYP450 isoenzymes, OATP 1B1, or P-gp, can affect the metabolism
of statins, increase their circulating levels and, consequently, the risk
for SAMS.

e Pharmacogenetic considerations may be relevant (see Overview of
the pathophysiology of statin-induced myopathy)

CYP450, cytochrome P450; OATP 1B1, organic anion-transporting
polypeptide 1B1; P-gp, P-glycoprotein 1.

e Ensure that there is anindication for statin use and that the patientis
fully aware of the expected benefit in cardiovascular disease risk
reduction that can be achieved with this treatment

¢ Ensure that there are no contraindications to statin use

e Counsel patients regarding the risk of ‘side effects’ and the high
probability that these can be dealt with successfully

e Emphasize dietary and other lifestyle measures

e Use statin-based strategies preferentially notwithstanding the
presence of statin-attributed muscle-related symptoms

¢ [f re-challenge does not work; use a low or intermittent dosing
preferably of a different (potent or efficacious) statin

e Use non-statin therapies as adjuncts as needed to achieve
low-density lipoprotein cholesterol goal

e Do not recommend supplements to alleviate muscle symptoms as
there is no good evidence to support their use

Reproduced with permission from Mancini et al’




Clinical Investigation and Reports

Effect of Ezetimibe Coadministered With Atorvastatin in
628 Patients With Primary Hypercholesterolemia
A Prospective, Randomized, Double-Blind Trial

Christie M. Ballantyne, MD: John Houri. MD: Alberto Notarbartolo, MD: Lorenzo Melani. MD:
Leslie J. Lipka. MD. PhD: Ramachandran Suresh, PhD: Steven Sun. PhD: Alexandre P. LeBeaut. MD:
Philip T. Sager, MD: Enrico P. Veltri, MD: for the Ezetimibe Study Group*

Other measurements of safety did not suggest any clinically meaningful differences between the safety
profiles of combination therapy and atorvastatin monotherapy in the study overall or in subgroups defined
by sex, age, or race. There was no evidence that ezetimibe worsened statin intolerance or statin-related
toxicity.

Ezetimibe All All Ezetimibe +
Placebo (10 mg) Atorvastatin Atorvastatin
(n=60) (n=65) (n=248) (n=255)
All advefse events 34 (57) 41 (63) 146 (59) 148 (58)
Treatment-related adverse events 12 (20) 12 (18) 42 (17) 58 (23)
Gastrointestinal adverse events BEEFAEXRFE 6 (10) 4 (6) 13(5) 20 (8)
Musculoskeletal disorders MR B 85 A& 3(5) 3(5) 14 (6) 20 (8)
Discontinuations due to adverse events 3 (5) 3(5) 13 (5) 15 (6)
Liver function tests =3 <ULN, 2 consecutive times
Alanine aminotransferase =~ ALT 0 0 1(<1) 4(2)
Aspartate aminotransferase ~ AST 0 0 1(<1) 2 (<1)
Creatine phosphokinase =10x<ULN AEEHiEEEEZ= 0 0 0 1(<1)

Adapted with permission from Ballantyne CM et al.?
1. Ballantyne CM et al. Circulation. 2003 May 20;107(19):2409-15. Epub 2003 Apr 28.
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Atozet key scientific messages

Clinical Investigation and Reports

Effect of Ezetimibe Coadministered With Atorvastatin in
628 Patients With Primary Hypercholesterolemia
A Prospective, Randomized, Double-Blind Trial
Christie M. Ballantyne, MD: John Houri. MD: Alberto Notarbartolo, MD: Lorenzo Melani, MD;

Leslie J. Lipka, MD. PhD: Ramachandran Suresh. PhD: Steven Sun. PhD: Alexandre P. LeBeaut, MD:
Philip T. Sager, MD: Enrico P. Veltri, MD: for the Ezetimibe Study Group*

Pts with hypercholesterolemic
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Efficacy and Safety of Ezetimibe Added to Atorvastatin Versus
Atorvastatin Uptitration or Switching to Rosuvastatin in Patients With
Primary Hypercholesterolemia

Harold E. Bays, MD™*, Maurizio Averna, MD", Claudio Majul, MD, Dirk Muller-Wieland, MD’,
Annamaria De Pellegrin, MD, Hilde Giezek, MSc', Raymond Lee, BS?, Robert S. Lowe, PhD*,
Philippe Brudi, MD?, Joseph Triscari, PhD?, and Michel Farnier, MD, PhD"
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ORIGINAL INVESTIGATIONS

Impact of Dual Lipid-Lowering Strategy ®
With Ezetimibe and Atorvastatin on o
Coronary Plaque Regression in Patients

With Percutaneous Coronary Intervention

The Multicenter Randomized Controlled PRECISE-IVUS Trial
®_________________________________________________-u

Pts who underwent percutaneous coronary
intervention (PCI) due to ACS or stable angina
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