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Fed rabbits purified cholesterol
dissolved in sunflower oil induced
vascular lesions. The major effect
was the development of striking
arterial lesions resembling those of e
human atherosclerosis

Fed rabbits a protein -rich diet Aort ic arch near |' v;
(large amounts of meat, eggs, and I IE f.

: branch :
' milk) TR
\ "‘.;vvv

Daniel Steinberg, J. Lipid Res. 2004 . 45: 15838 1593. Imperial Medical Academy in St. Petersburg



Lipoprotein Structure
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Each apoB-containing lipoprotein has a monolayer of phospholipids
arranged around its circumference within which are small amounts
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Lifecycle of a single apolipoprotein B (apoB)-containing lipoprotein

"‘ When most triglycerides are removed,
~ the now dense apoB lipoprotein is called
-a low-density lipoprotein (LDL).

Q Once in the circulation, triglycerides are
removed from VLDL by lipoprotein lipase,
and the apoB lipoprotein is now called

a VLDL remnant particle.

(1) The liver combines a single apoB molecule,
triglycerides, and cholesterol into an apoB
lipoprotein and secretes it into plasma as
a very low-density lipoprotein (VLDL).

VLDL to LDL conversion occurs in 6
hours. An LDL is in the circulation for
48 hours total, so an apoB lipoprotein
spends 90% of its lifecycle as an LDL.
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Over time, the atherosclerotic plaque grows as more apoB-containing
VLDL, remnant, and LDL particles become trapped in the artery wall.
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Figure 2. Relative Numbers of Apolipoprotein B Particles in Plasma in the Postprandial Period
For every chylomicron remnant particle LDL
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Assembly and secretion

Intravascular processing
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Two Patients with the Same LDL-C
Impact of LDL size (diameter)

At the same level of LDL-cholesterol, people with
small LDLs can have more particles
than people with large LDLs

The volume of a
sphere is a third
power of the radius

Normal apoB & LDL Increased apoB & LDL
particle concentration particle concentration
(LDL-P) Cholesterol § (LDL-P)

Large Particles Small Particles

Pattern A Contois JH, et al. Clinical Chemistry 2009; 55:407-419 Pattern B




The response- to - retention hypothesis
The retention of atherogenic lipoproteins, associated with the extracellular matrix in the
arterial intima, is aninitial event in early atherogenesis. This process begins with
predisposing stimuli that enhance local synthesis of proteoglycans with high binding
affinity for lipoproteins and that atherogenic lipoproteins enter the arterial intima and
are bound and retained by proteoglycans
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PhysicaldChemical Alterations of Plague Composition May Cause ACS in
Pati ents With out Systemic Evidence of | nf lammatio n

Factors affecting
cholesterol crystallization

Cholesterol saturation
Hydration
Temperature

pH

Plaque hemorrhage



When the cholesterol crystallized, it expanded above the original
liguid meniscus line by upto 45%

Clin. Lipidol. (2010) 5(1), 5739



Elevated atherogenic lipid levels are a common global problem
(Global Diagnostics Network 461 888 753 individuals aged 20389 years)

Tot al Cholesterol

LDL-C

Martin SS et al, Eur Heart J. 2023 Jul 1;44(25):2305 - 2318



LDL- Cis associated with subclinical atherosclerosis
risk f actors
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LDL I1s causal of atherosclerosis

s0%— The sooner, the better!

Genetically LDL-C lowering:
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0.30- -70

Relative risk reduction per 1-mmol/L (38.7-mg/dL) reduction in LDL-C:
23% (relative risk, 0.77 [95% Cl, 0.75-0.79]; P<.001)
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LDL- c lowering treatment Iimpacts disease progression before
clinical manif est ati on

Life course trajectory of atherosclerotic progression for different CVrisk categories and
the hypothesized effects of intensive LDL-c lowering

Atherosclerotic
Cardiovascular
Event
or
Death

Initiate
nitiate
Statin

2 4 LDL-C to
‘6 30 mg/di -2 30 mg/dl
\ = \
\

R oy AN

BIRTH 20 40 60 80
Age (years)

No plaque  Early plaque Advanced plaque Very advanced plaque

Increasing plaque burden

Robinson JG et a., J Am Heart Assoc. 2018 Oct 16;7(20):e009778



Diminishing risk reduction for the same relative
LDL-C lowering with lower baseline LDL-C
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Treatment goal
for LDL-C

& >50%
reduction
from
baseline

3.0 mmol/L
(116 mg/dL)

1.8 mmol/L
(70 mg/dL)

1.4 mmol/L
(55 mg/dL)

1 mmol/L
(40mg/dL)

* SCORE <1%

* SCORE 1% and <5%

* Young patients (T1DM <35 years;
T2DM <50 years) with DM duration
<10 years without other risk factors

Secondaryprevention
» SCORE 25% 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 w/o target organ damage, with DM

duration 210 years or other additional risk factor

* ASCVD (clinical/imaging)
., * SCORE >10%
N / « 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)

Low

Moderate

High Very high

Mach F et al, Eur Heart J. 2020 Jan 141(1)111 -188



Treatment algorithm for pharmacological LDL- Clowering

Risk modifiers
imaging (subclinical atherosclerosis)
Risk Reclassification?

Inselected low and moderate fisk patients —
|
|
I
j
1
1
I
I
1
|

[ Lifes':yleI advice / ]

Lifestyle intervention

[ High potency statin at highest J

recommended /
tolerable dose to reach the goal

@"

( Add ezetimibe )

I
I
i « Secondary prevention (very-high-risk)
* Primary prevention: patients with
FH and another major risk factor
(very-high risk)

(" Add PCSK9 inhibitor )

PCSK9 inhibitor very-high risk but without FH

[ Consider adding ] * Primary prevention: patients at
(see Table 4)

Eur Heart J. 2020 41: 111-188



All th erapies th at act predominantly to lower LDL up-regulate LDL
receptors and th us increase LDL clearance

[
| Lower plasma
LDL-C

4 LOL Clearance

Conversion of hepatic cholesterol
to bile acids by Upregulatlon of

T
PCSK9
inhibitors |

Bile acid sequestrants (resins) LDL Receptors
lieal bypass surgery

- N b

B ‘ Cholesterol Pool
o . — i1
Bile acid sequestrants (resins) Intestinal —
Ezetimibe l Cholesterol l Cholesterol

lleal bypass surgery Absorption Synthesis
by all 3 interventions e

; : )
——"J Statins '

Ference B et al European Heart Journal (2017) 0, 1dl4



LDL-Creductions with statin
monotherapy

Doubling of a statin dose generally achieves a modest reduction In
LDL-C of 5% to 6%

70

60 —
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Weng TC, et al. ] Clin Pharm Ther .2010;35:139-15| Ezetimibe
Mukhtar RY, et Al. Int | Clin Pract . 2005;59(2):239-252
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Proportional reductions in risks of major vascular events per mmol/L reduction in LDL
cholesterol during each year

Total Annvual event rate RR (Cl) per 1 mmol/L

number in control arm reductionin

of MVEs (% peryear) LDL cholesterol
0-1year 4680 3.8 C —— | -9% 0-91 (0-85-0-97)
1-2 years 3580 3-4 —— 0-78 (0-73-0-85)
2-3years 3124 3-6 —.—i— 0-76 (0-70-0-82)
3-4years 2483 3:6 —m— 0-72 (0-66-0-79)
4-5years 1819 37 — 078 (0-71-0-87)
>5 years 1018 3.9 -— _24% 0-76 (0-65-0-87)
All years 16 704 3-6 @ 0-80 (0-78-0-82)
Years 1-=5 12024 3.6 @E 076 (0-74-0-79)
—-99%Cl <]> 95% Cl 05 075 1 1.25

<+“— —>
LDL cholesterol LDL cholesterol

lowering better

lowering worse

Collins et al., Lancet 2016; 388: 253 261



Despite ASCVD, one- half were on statin and <one- quarter on high intensity statin

January 31, 2019

Study Population

601,934 patients with ASCVD
Mean age: 67.5 + 13.3 years

Proportion on
high-intensity statin vs
other statin vs no statin

Other statln

Statin usage on January 31, 2019
+30 days W 275%
Proportion of days covered

Nelson AJ, et al. J Am Coll Cardiol. 2022;79(18):1802-1813.

CENTRAL ILLUSTRATION Statin Use in 601,934 Patients With Atherosclerotic Cardiovascular Disease on

(vs other) intensity statin use

More likely

0Odds of high
Less likely .
Among statin users, female
Py patients, older patients, and
CeVD, PAD .
#Charlson comarbidity those with PAD were less

Proportion of days covered

50-74% W<50%

likely to be on a high-
intensity formulation

oo [l

T2DM = type 2 diabetes mellitus.

Proportion on high-intensity statin vs other statin vs no statin. Odds of high- (vs other) intensity statin use. Proportion of days covered among users of high-intensity
statins. ASCVD = atherosclerotic cardiovascular disease; CAD = coronary artery disease; CeVD = cerebrovascular disease; PAD = peripheral artery disease;

Nelson AJ et a., J Am Coll Cardiol. 2022 May 10;79(18):1802 - 1813



Impact of p hy s i cpereeptiors about LDL cholesterol control in clinical practice

Physicians may underestimate the CVrisk of patients with dyslipidaemia

Based on the perception of physicians, in clinical practice there wasan
underestimation of the CVrisk in a subset of patients with dyslipidaemia

One third of secondary prevention patients were considered as having high CV risk
and 21% of patients with diabetes as moderate CV risk

In 32% of patients, a change in lipid lowering therapy was performed after the visit,
mainly combining statins/ezetimibe (55%)

Most patients with——dyslipidaemia do not achieve the recommended LDLc goals because
of aninsufficient intensification of lipid lowering therapy

Cosin Sales J et al, Atherosclerosis. 2023 May 11,375:38 -44



The latest ESC/EAS guidelines on LDL-C attainment goals were updated in 2019 to <
70 mg/dL and <55 mg/dL for patients at high and very-high CVrisk and a2 50%
reduction in LDL-C

Results from the DA VINCI study (2017 -2018) showed that only 54% of patients met
their risk -based 2016 LDL goal, and only 33% of patients met their 2019 LDL- C goal

Data suggest statin monotherapy is the most commontreatment (84%), combination
therapy with ezetimibe (9%) and PCSK9inhibitors (1%) use is low.

SANTORINI is the first registry study to document lipid management approaches in
clinical practice in Europe since DA VI NCI

SANTORINI will help to show whether the treatment landscape has evolved, and if
treatment gaps persist



HR

Documented CVD

80

L2597 Untreated =1 y HR, 1.0
Moderate intensity, nonadherent HR, 0.93 (0.87-0.99) - 7%
1.004 &
High intensity, nonadherent HR, 0.90 (0.86-0.95)

0.7 Low intensity,

nonadherent

HR, 0.95 llow intensity
0.50- - R :

(0.89-1.02) 3dherent Moderate \

HR, 0.78 intensity, High intensity,
0254 5% (0.78-0.79)  adherent adherent - 40%
' HR, 0.70 HR, 0.60
(0.66-0.74)\_(0.54-0.68)
O 1 1 1 1 1
0 20 40 60

Combined Adherence and Treatment Intensity, %

Khunti Ket a., JAMA Netw Open. 2018 Dec 7;1(8):e18555



Percentage of Population
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Optimal adherence and persistence with statin therapy

B Moderate- to Low-Intensity Statin Therapy to High-Intensity Statin Therapy®
M High-Intensity Statin Therapy to Moderate- to Low-Intensity Statin Therapy®

22.5

79

Overall
n=463,707

27.5

24.9

ACS Event? Non-ACS CV CHD Ischemic PAD Diabetes
n=72,355 Event® n=20,243 Stroke n=21,519 n=285,083
n=45413 n=19,094

Patient Categorization

Lin I et a., J Manag Care Spec Pharm. 2016 Jun;22(6):685 - 98



Percentage on Statin Therapy
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541,221 patients at high risk for CVevents

— High-Intensity Statin¢
- Moderate- to Low-Intensity Statin®

P<0.001

Median time to
discontinuation
(moderate- to
low-intensity
statin)

F X

Median time to discontinuation
(high-intensity statin)

| | |
3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60

Months Following Start of Statin Therapy
Lin | et a, J Manag Care Spec Pharm. 2016 Jun;22(6):685 - 98



Patient - reported reasons for declining statin therapy

Worry about Side Effe cts

Wanted to Try Diet/Exercise

Didn't Think | needed One

Don't like Taking Medication

Prefer Natural Remedies

Cost/Insurance Reasons

Don't know/Other

] |

I |

I

I

l

l

| 36.8%

: 36.7%
37.0%

% Adults Never On a Statin

25.0%
32.2%
13.0%
| [19.4%
17.8%
22.2%
| 16.7%
22.2%
7.4%
| 16.0%
22.2%
5.6%
6.9%
5.6%
9.3%
| 22.8%
22.2%
4.1%
| 4 | | l.
0 5 10 15 20 25 30 35

40

36%

OOverall
M Primary prevention
M Secondary prevention

5693 adults on
statins (PALM
Registry)

Bradley CK et al., JAHA 2019;8(7) :e011765



( MUSCLE SYMPTOMS \

Antagonism of CI channel;
Increase atrogin-1;
Reduced CoQ10;

\Mitochondrial dvsfuncticy

COGNITIVE FUNCTIONS

There is no evidence of adverse
cognitive effects, including
dementia, deterioration in global
cognition, or any specific
cognitive domains

Side effects of statins

LIVER INJURY

Although a rare adverse effect,
autoimmune hepatitis may
occur

HAEMORRHAGIC STROKE

This off-target effect could be
ascribable to antiplatelet
activity, anticoagulant and
antifibrinolytic effects

Ruscica M, Ferri N é Co r #\iQardiovasc Res. 2023 Jan 18;118(17):3288

NEW ONSET DIABETES
o

5

G

Inhibition calcium channels in B-cells;
Cholesterol accumulation in B-cells;
Reduced GLUT4 expression;
Reduced secretion of adiponectin;
Insulin resistance in adipocytes

No effect although lens contain
more cholesterol than any
other organ in the human body
and needs a relative high
cholesterol concentration to
maintain its membrane
transparency

RENAL ALTERATIONS

Mild proteinuria due to a reduced
tubular reabsorption of albumin

CANCERS

In cancer cell plasticity, statins

lead to an EMT-like phenotype,

promoting metastasis seeding.
On the opposite side, statins
exert a cell-line specific anti-

apoptotic response
counteracting metastasis
formation



Clinical definition of statin Intolerance
(2022 National Lipid Associati on)

One or more adverse effects associated with statin therapy, which
resolve or improve with dose reduction or discontinuation. To classify a
patient as having statin intolerance, a minimum of two statins should

have been attempted, including at least one at the lowest approved daily
dosage

1) Complete: Inability to tolerate any dose of a statin

iy Partial Ability to tolerate alower dose of statin required to achieve
the patient -specific therapeutic objective

Cheeley MK et al., J Clin Lipidol. 2022 Jul-Aug;16(4) :361-375



Statin

Intolerance

IS associated with an increased risk for recurrent

Ml and CHD events

53.9% switched between O3 statins within 1year

Coronary Heart Disease Events, %
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In subjects with coronary artery disease, visit - to- visit LDL- C variability is an
independent predictor of cardiovascular events

LDL- Cvariability commonly associated with worse outcomes

For Every 1 Standard Deviation Increase in LDL-C Variability

Any Coronary Any CV Event Stroke
Event

TNT (Treating to New Targets) trial
atorvastatin 80 mg/day versus 10 mg/day Bangalore S et al, J Am Coll Cardiol. 2015 Apr 21;65(15):1539 -48



In the absence of a standardized classification of statin -associated
muscle symptoms (SAMS), EAS proposed to integrate all muscle-
related complaints (e.g., pain, weakness, or cramps) as @dnuscle
symptomso0 subdivided by the presence or absence of CKelevation

Pain andweakness in typical SAMS are usually
symmetrical and proximal, and generally affect
large muscle groups including the thighs, buttocks,
calves, and back muscles

Back muscles

Muscle pain

[\ l“ Buttocks

—

Symptoms are reversible upon discontinuation
(dechallange) and reoccur with rechallange

Calves ¥ §

Str oesES et al.,, Eur Heart J. 2015 May 1;36(17):1012-22

_ Warden BA et al, J Clin Lipidol. 2023 Jan- Feb;17(1):19 -39
Location of SAMS



Prevalence of statin intolerance: a meta- analysis
(>4,000,000 patients)

176 studies
4,143,517 patients

Asian race Age
N25.4% N33.1%
Black race Age 2 65 years
729.3% \ / N31.2%
Obesity Female
N30.6% \ / N4T7.9%
Hypothyroidism Overall prevalence Depression
N37.6% — 9.1% (8.1-10%) &L= V12.2%
Diabetes mellitus P = Chronic liver disease
N26.6% ’ N24.3%
Antiarrhythmics ] h \ Chronic renal failure
N31.2% N25.2%

Calcium channel blockers

Alcohol consumption ’ \
N22% N35.5%

Exercise
N23.2%

Arterial [ Duration of statin
therapy

High statin dose
MN37.5%

- | "' .
| ‘ Sthaking ) ‘\ hypertension |

Hispanic race f Warfarin

White race | Caucasian race 1

1)The overall prevalence of
SI was 9.1%

2)In_observational cohort
studies, the prevalence of SI
was twice_as high (18%)

3) Statin lipid solubility did

not affect the prevalence of
S| [4.0% (2.0 85.0%) vs. 5.0%
(4.006.0%)]

Bytyci | et al., Eur Heart J. 2022 ;43(34) :3213-3223



Table | Summary of the main statin-related adverse effects

SAMS

Liver
enzymes

Diabet es
risk

Renal alterations

Cognitive functions

Haemorrhagc stroke

Lens

Cancer

Although data based on observational studies and registries indicated an incidence of SAMS that can
reach 30%, RCTs suggesta much lower rate (roughly 5%)

Statins as a class raise transaminases (OR = 1.51, 95% Ck 1.24-1.84) compared to placebo. Higher
doses of atorvastatin, fluvastatin, lovastatin, and simvastatin are associated with higher odds of
transaminase elevations

In the case of NAFLD, interventional studies have shown that NAFLD patients prescribed statins
have areduction of ALT (-35.4%), AST (-31.8%), and ganma gutamyl transferase (GGT; -25.6%)
levels, while observational studies show a null effect, suggesting liver safety of statins in NAFLD
patients

Although treatment of 10 000 patients for 5years with an effective regimen of a statin (e.g. 40mg/day
atorvastatin) would yield between 50 and 100 new cases of diabetes, this is far outweighed by the
beneficial effects on CVD

Pre-diabetes, high TG levels, and a high BMi identify people at highest risk of statin-associated NOD

There is no effect of statins on renal function

Statins are unlikely to cause dementia or cognitive decline

Data are still limited and inconsistent, no causal link has been confirmed

No clinical relevance

No clinical signifiance in long-term safety follow-up

t1ttt1s% - 8¢~~~

NAFLD, non-aicoholic fatty ver disease: NOD, new-anset disbetes: RR, relative risk SAMS, statin assocated-muscle symp Ruscica M et al, Cardiovasc Res. 2023 Jan 18;118(17):3288

roughly 5%

-330



PRIMO Study - Distribution of the time of onset of muscular symptoms

Symptoms were reported in  10.5% (7924 hyperlipidaemic patients)
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Percentage of patients
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Time after initiation of statin therapy Time after treatment with high dosage
{months) of statin {months)

(a) (b)

Bruckert E et al, Cardiovasc Drugs Ther. 2005 Dec;19(6):403 - 14

Prava, Atorva Simva, Fluva XL
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and Tendon Adverse Events Linked to the Statin Drug

Class

Keith B. Hoffman', Christina Kraus', Mo Dimbil', Beatrice A. Golomb?3*

Ranked Risk

Drug Name Primary AEs All AEs PR Primary AEs/PR All AEs/PR (Primary) Ranked Risk (All)
Rosuvastatin 1,641 2,019 0.2901 5,657 6,959 100 100

Fluvastatin 103 184 0.0265 3,887 6,943 69 100

Atorvastatin 2,751 3,667 0.8604 3,197 4,262 57 61

Pravastatin 257 541 0.2275 1,130 2,378 20 34

Simvastatin 1,003 1,827 1 1,003 1,827 18 26

Lovastatin 67 189 0.2153 311 878 5 13

PLOS ONE August 2012 , e42866



Reported muscle symptoms during statin treatment Sodrnalof Amon g st 9.6% of pat lents

among italian dyslipidemic patients in the real-life setting: Internal Medicine )
THE PROSISA STUDY reporting SAMS, 82.2%
underwent treatment
M interruption and rechallenge
50.7%
: : 31.5%
Statin-associated 17.8%
muscle symptoms i
(SAMS)
. no dechallenge/rechallenge no- SA M S YeS- SA M S
s -

Withdrawal and re-exposure The majority of patients
to statins proved to be initially reporting SAMS are able
effective for SAMS confirmation to continue their treatment

CasulaM et al., JI M 202 1;290( 1):116-128




Continued Statin Prescriptions After Adverse Reactions and
Patient Outcomes

Among 28,266 study patients, 70.7% continued receiving statin

prescriptions after the adverse reaction

N

0.2

=
=]
w

Continued statin prescriptions

o 1 2 3 4 5 6 7 8 9 o 1 2 3 4 5 & 7 8§ 9
Time, y Time, y
Patients at risk, n Patients at risk, n
Continued statin 19989 17500 8595 3772 1043 Continued statin 19989 18837 9301 4291 1294
Discontinued statin 8277 7118 3934 1864 569 Discontinued statin 8277 7148 3934 1864 569

o
(.

CV Events

e
—

Cumulative Incidence of
Composite Primary Outcome
Cumulative Incidence of

o
(=]

Zhang H et a., Ann Intern Med. 2017 Aug 15;167(4):221 - 227



Most patients with previous statin intolerance can tolerate

subsequent trial of statin

72.5% of patients with prior statin intolerance, tolerated a statin
with 63.2% on a daily statin regimen

10+
100 =
— 98 _
O o0
= 96
c - 4
5 9\3
= = 94
2 101 8.3%
= - 0.070 =
O S 924
it -
g %
D -20 901 Statin Continued/Daily Dose
o T ~Aa A —n— Statin Continued/Non-Daily Dose
- 21.5Y0 88 Statin Discontinued
N7 7(C i
30 L1 .1 /0 86 .
discontinued intermittent daily 0 1 2 3 4 S 6 7 8
n =442 n =149 n=1014 Years

Mampuya WM et a., Am Heart J. 2013 Sep;166(3):597 - 603



Reconciling Clinical Trials and Clinical Experience

These trials excluded patients unlikely to adhere to the demands of along-term
study and those taking known interacting drugs

Table. Muscle Adverse Events Reported in Randomized, Double-Blind, Placebo-Controlled Cardiovascular Outcome Trials of Statins®

Any Muscle
Dose Myalgia, % Symptoms, % Myopathy, %° Rhabdomyolysis, %°
Trial Total No. Agent mg ' Duration,y  Statin Placebo Statin Placebo Statin Placebo Statin Placebo
45 4444  Simvastatin  20-40 5.4 3.7 3.2 NR NR 0.05 0 0 0

Adverse muscle symptoms accompanied by CKelevations O10 X
upper limit of normal

CARDS 2838  Atorvastatin 10 3.9 4.0 4.8 NR NR 0 0 0 0
ASPEN 2410  Atorvastatin 10 4.0 3.0 1.6 NR NR 0 0 0.08 0.08
SPARCL 4731  Atorvastatin 80 4.9 5.5 6.0 NR NR 0.3 0.3 0.1 0.1
JUPITER 17 802  Rosuvastatin 20 1.9 7.9 6.9 16.0 15.4 0.1 0.1 0.01 0

Newman CB et al., JAMA. 2015 Mar 10;313(10):1011-2



Cell Metabolism

Statin-Induced Myopathy Is Associated with
Mitochondrial Complex Il Inhibition

Graphical Abstract

mitochondria

>

) ,L
opraichel €, 08
24 hours exposure to l
various statins

control  control patient 1 patient2 patient3
(C5120) (C6855) (P5847) (P6147) (P6748)

Residual baseline
Clll activity (% of CT)

lactones

Statin-induced myopathies are the most
common side effects of these widely used
cholesterol-lowering drugs, affecting
millions of patients. Schirris et al.
identified the Q, site of mitochondrial
complex lll as off-target of statin lactones
and show possible mechanisms for the
attenuation of their inhibitory effect.

Schirris TJ et al., Cell Metab. 2015 Sep 1;22(3) :399-407



Lower dose

Different statin

| nte r mitte nt
dosing

Maximize risk
reduction

Washout period

SAMS are dose-related / patient with SAMS on
atorvastatin 80 mg daily may tolerate atorvastatin 10 mg
daily

Use statins that utilize either a different metabolic

pathway (CYP3A4, CYP2C8, CYP2C9) atorvastatin 80 mg
daily may tolerate pravastatin, rosuvastatin, fluvastatin -XL

Utilizing statins with longer half -lives and greater potency
(atorvastatin or rosuvastatin) / Monday, Wednesday,
Friday

Control of all major risk factors (eg, hypertension,
cigarette smoking, diabetes, metabolic syndrome)

Holding the statin for afew daysto afew weeks and then
restarting treatment again mayimprove persistence rates

Grundy SM et al., AmJ Med. 2022 Mar;135(3) :318-323
Warden BA et al, J Clin Lipidol. 2023 Jan- Feb;17(1):19 - 39



Guidelines European vs US
/ European guidelines \

Initiation of statin treatment for primary prevention in older people aged O 7 $ears may be
considered if at high risk or above.

Statin is started at a low dose if there is significant renal impairment and/or the potential for
drug interactions, and then titrated upwards to achieve LDL-C treatment goals.

k US guidelines j
4 g h

The decision algorit hm regarding statins should not change in the elderly who have a life
expectancy of O 5/ears

It is reasonable to initiate moderate - or high- intensity statin therapy after evaluation of the
potential for ASCVD risk reduction

In adults 76 to 80 years of age with an LDL-C level of 70 to 189 mg/dL, it may be reasonable to
Ceasure CACto reclassify those with a CACS of zero to avoid statin therapy /




Efficacy and safety of statin therapy in older people

Effects on components of
major vascular events per mmol/L reduction in
LDL- C

- 25%

-13%

Cholesterol Treatment T r i a | dolebdomstidn, Lancet 2019; 393: 407 615




