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Clinical Question
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CLEAR Outcomesit ks
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Bempedoic Acid and Cardiovascular Outcomes

in Statin-Intolerant Patients
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Background

+ IDL-CEET I BLDICREZT U ERET DI EIE, TEALME
EERO—RXTFHBLIVOZRFHICEWTERTH S,

u.|"r

BIRRODEEERIREINTWLS

« LA L. 7-29% D EFE TH

« RAXRNRIIFETIIERESND D, BRHR EDS < ORBEHEMTIE
EEfLESNBRWcH, BRIEHT2BEFERAO YR 7B DR,

e RANRNKNEALDL-CEZIETIHE S Z L IFEHDODHIE T RENTULS DY,
/\A/\ FEEDDMEBEANY FCRIZFTITREICOWLWTOEEALEEARD
— X IFARNELTW3B, —»CLEAR QutcomessiEAEE = 17—,



Study Design
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Inclusion Criteria
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Intervention

Population:
13,970 patients

- =

Key Inclusion
Criteria:
Statin-intolerant,
High CV Risk
(Primary or Secondary
Prevention)

—_—

o0
(N=6,992)

Control:
Placebo
(N=6,978)

Intervention:
Bempedoic Acid
180mg/day
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Primary Endpoint:

>> 4-Component MACE

(CV death, nonfatal MI,
nonfatal stroke, coronary
revascularization)

Follow-up:
Median
40.6 months



Trial End Points
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Masking/Randomization
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METHODS

TRIAL ORGANIZATION AND OVERSIGHT

This double-blind, randomized, placebo-controlled
trial involved patients at 1250 sites in 32 coun-
tries (see the Supplementary Appendix, available

Patients who successfully completed the run-in
period were randomly assigned in a 1:1 ratio to
receive bempedoic acid at a daily oral dose of
180 mg or matching placebo. At 6 months after




Baseline Data
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Median triglycerides (IQR) — mg/dI

159.5 (113.0-216.5)

158.5 (113.0-215.0)
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Bempedoic Acid Placebo
Characteristic (N =6992) (N=6978)
Age
Mean —yr 65.5£9.0 £3.5+8.9
Distribution — no. (%)
<65 yr 2859 (40.9) 2907 (41.7)
=65 to <75 yr 3070 (43.9) 3027 (43.4)
=75 yr 1063 (15.2) 1044 (15.0)
Female sex— no. (%) 3361 (48.1) 3379 (48.4)
White race — no. (%) 6397 (91.5) 6335 (90.8)
Hispanic or Latine — no. (%) T 1190 (17.0) 1143 (16.4)
Body-mass indexy 20.9+5.2 30.0=5.2
LDL cholesterol
Mean value — mg/dl 139.0+34.9 139.0+35.2
Distribution — no. (%)
<130 mg/d| 3074 (44.0) 3080 (44.3)
=130 to <160 mg/dl 2213 (31.7) 2250 (32.2)
=160 mg/d| 1705 (24.4) 1639 (23.5)
HDL cholesterol — mg/d| 49.6+13.3 49.4+13.3
Non-HDL cholesterol — mg/dl 173.8+39.5 173.9+40.2
Total cholesterol — mg/dl 223.5+40.6 223.3+41.1



Baseline Data

Median high-sensitivity CRP (IQR) — mg/liter 2.3 (1.2-4.5) 2.3 (1.2-4.5)
Estimated GFR — no. (%)
=90 ml/min/1.73 m? 1216 (17.4) 1233 (17.7)
=60 to <90 ml/min/1.73 m? 4322 (61.8) 4282 (61.4)
=30 to <60 ml/min/1.73 m? 1437 (20.6) 1444 (20.7)
Cardiovascular risk category — no. [36)
Primary prevention 2100 (30.0) 2106 (30.2)
Secondary prevention 4392 (70.0) 4372 (69.8)
Coronary artery disease 3574 (51.1) 3536 (50.7)
Peripheral arterial disease 704 [11.4) 230 (11.9)
Cerebrovascular atherosclerotic disease 1027 (14.7) 1040 (14.9)
Glycemic status — no. (%)
Diabetesf 3144 (45.0) 3229 (46.3)
Inadequately controlled diabetes"] 1356 (19.4) 1369 (19.6)
Statin use — no. (%) 1601 (22.9) 1573 (22.5)
Ezetimibe use — no. (%) 803 (11.5) 809 (11.6)
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Sample Size
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Sample Size
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Statistical Analysis

All efficacy analyses were based on the inten-
tion-to-treat principle. All efficacy end points
were analyzed with the use of a Cox proportion-
al-hazards model that included the trial-group
assignment as a factor to generate the hazard
ratio and 95% confidence interval. P values
were obtained with the use of a two-sided log-
rank test.
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Follow-up
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Primary Outcome

Bempedoic Acid Placebo Difference
Outcome (N =6992) (N =6978) (95% CI)* P Valuey
Primary efficacy end point
Four-component MACE — no. (%) 819 (11.7) 927 (13.3) 0.87 (0.79 to 0.96) 0.004
A Four-Component MACE (Primary End Point)
1009209 41 ard ratio, 0.87 (95% Cl, 0.79-0.96)
T P=0.004
&~ god 154 Placebo
E 60 10+ Bempedoic acid Egng,fﬁﬂj E T\ 2% %
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a /
0+ 1 ___._I-_._-_ 1 T T T 1 1 1 1
0 6 12 18 24 30 36 42 48 54 60
Months since Randomization
No. at Risk
Placebo 6978 6779 6579 6401 6206 5995 5105 2524 1207 513 55
Bempedoic 6992 6816 6654 6472 6293 6106 5257 2601 1240 556 74
acid




Primary Outcome

DMEA R b DOFAE _,
1) AL i
N[~ R EREE 819 6,173 6,992
75 R EE 927 6,051 6,978
&t 1,746 12,224 13,970
NAEEA N P FAEK(EER) 819/6992=11.7%
STRBEEA N> b 4K (CER) 927/6978=13.3%

JEPS

1) X 7 (RR=EER/CER)

11.7/13.3=0.88

XU R 7D ER(RRR=(CER-EER)/CER) (13.3-11.7)/13.3=12.0%

RGPS

) X 7B E(ARR=CER-EER)

13.3-11.7=1.6%

SLELNEH(NNT=1/ARR)

1/0.016=62.5



Secondary Outcomes

Placebo
(N=6978)

Bempedoic Acid

Outcome (N =6992)

Key secondary efficacy end points

Difference

(95% CI)* P Valuej

Three-component MACE — no. (%) 575 (8.2)
261 (3.7)

435 (6.2)

663 (9.5)
334 (4.8)
529 (7.6)

Fatal or nonfatal myocardial infarction — no. (%)

SISIS,

Coronary revascularization — no. (%)

0.85 (0.76 to 0.96)
0.77 (0.66 to 0.91)

0.006
0.002

0.81 (0.72 to 0.92) 0.001

Fatal or nonfatal stroke — no. (%) 135 (L.9)
269 (3.8)

434 (6.2)

158 (2.3)
257 (3.7)
420 (6.0)

Death from cardiovascular causes — no. (%)

Death from any cause — no. (%)
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0.85 (0.67 to 1.07) 0.16
1.04 (0.88 to 1.24)

1.03 (0.90 to 1.18)

B Three-Component MACE

1004
C Hazard ratio, 0.85 (95% Cl, 0.76—0.96)
y P=0.006
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0 6 12 18 24 30 36 42 48 54 60
Months since Randomization

No. at Risk

Placebo 6978 6328 6883 6536 6368 6193 5321 2649 1279 554 62

Bempedoic 6992 6859 6745 6604 6457 6298 5453 2724 1317 591 80
acid

C Fatal or Nonfatal Myocardial Infarction
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0 6 12 18 24 30 36 42 48 54 60
Months since Randomization

No. at Risk

Placebo 6978 6839 6704 6578 6420 6266 5388 2684 1304 562 64

Bempedoic 6992 6865 6767 6636 6498 6354 5516 2767 1337 603 81
acid

D Coronary Revascularization
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0 6 12 18 24 30 36 42 48 54 60

Months since Randomization

No. at Risk

Placebo 6978 6803 6623 6469 6289 6104 5200 2582 1247 527 57

Bempedoic 6992 6332 6689 6520 6355 6190 5346 2661 1273 573 74
acid




Secondary Outcomes

A LDL Cholesterol Level
—0.6%

B High-Sensitivity CRP Level

Bempedoic acid M Placebo
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Placebo 5
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Adverse Events
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Bempedoic Acid Placebo
Event (N =7001) (N =6964)
Any adverse event that started or worsened after the first 6040 (86.3) 5919 (85.0)
@ dose of a trial agent — no. (%)
@ Serious adverse event that started or worsened after the first 1767 (25.2) 1733 (24.9)
dose of a trial agent — no. (%)
@ Adverse event leading to discontinuation of the trial regimen 759 (10.8) 722 (10.4)
— no. (%)
Prespecified adverse events of special interest
I Myalgia — no. (%) 393 (5.6) 471 (6.8)
Discontinuation of the trial regimen because of myalgia 124 (1.8) 129 (1.9)

—no. (%)

New-onset diabetes in patients without diabetes at base-

line — no./total no. (%)

New-onset diabetes in patients with prediabetes at base-

line — no./total no. (%)

New-onset diabetes in patients with normoglycemia at
baseline — no./total no. (%) 7

Worsening hyperglycemia — no.[total no. (%)%

621/3856 (16.1)
569/2918 (19.5)
52/938 (5.5)

713/3145 (22.7)

640/3740 (17.1)
586/2877 (20.4)
54/363 (6.3)

746/3224 (23.1)

MEL 7 7 RS LT
EINL & h - 7=,

Hypoglycemia — no. (%) 304 (4.3) 267 (3.8)
Metabolic acidosis — no. (%) 13 (0.2) 11 (0.2)
Elevated hepatic-enzyme level — no. (%) 317 (4.5) 209 (3.0)
Renal impairment — no. (%) 802 (11.5) 599 (8.6)
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Adverse Events

SRERIMAE, A, PBRAED
Other adverse events — no. (%) Z%/_:E $ Lj: . ~ _A A2 I\\\ @§%$ 'T\‘
Hyperuricemia 763 (10.9) 393 (5.6) 0 — PN -
Gout 215 (3.1) 143 (2.1) *\7 -7 /j_\ﬁi £ V) = = 7(.:0 Y
Cholelithiasis 152 (2.2) 81 (1.2)
Laboratory results after 6 mo — mg/dl /7 l/ 7 -j/— _: \/ %@@21@ 0) ~N — Z A
Change from baseline in uric acid level 0.76+1.2 -0.03+1.0 — . . —_ =
Change from baseline in creatinine level 0.05+0.2 0.01+0.2 J/ /r / 75\ b @ 1 :I:/;j §1t B :E) N
Laboratory results aﬂer 12.mo | ~N _ZA ~ |\\‘ @gﬁi T‘\j( g 75\ > 7(': °
Change from baseline in glycated hemoglobin level 0.04+0.74 0.06+0.70 J
%
Abnormal erl:yme |t|eve||at anyvisit—nlo. (%) I_: I\% I_ IZE O) 51% % ﬁﬁ Z\_ % C K,TIE O) )
Creatine kinase level >5x ULN, single occurrence 45 (0.6) 40 (0.6) = o
Creatine kinase level >5x ULN, repeated and confirmed 8 (0.1) 8 (0.1) 1 7 (l\— O k’ ) T Lj: N\ j( g 7:—5\ 7:jEI:- Lj:
Creatine kinase level >10x ULN, single occurrence 18 (0.3) 15 (0.2) 79: 75\ - 7(': o
Creatine kinase level >10x ULN, repeated and confirmed 2 (<0.1 4 (0.1 )

Alanine aminotransferase level >3x ULNY| 83 (1.2) 53 (0.8)

Aspartate aminotransferase level >3x ULNY| 80 (1.1) 43 (0.6) J_E I% J: BE 0) 31% % E_ Z\_ % AST )(\D \
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