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Atherosclerotic cardiovascular disease remains a major cause of premature death in the United Kingdom. Lipid testing is a

¢ - key tool used to assess cardiovascular risk and guide clinical management decisions. There are currently no national guidelines
all atherogenlc to provide evidence-based recommendations on lipid testing and reporting for UK laboratories and clinicians. Here we
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Total Cholesterol 8.5mmol/L Total Cholesterol 8.5mmol/L
HDL-Cholesterol 1.8mmol/L

Triglycerides 23mmol/L
Triglycerides 1.1mmol/L L.DL-C NA

HDL-Cholesterol 1.8mmol/L

LDL-C 6.2mmol /L Non-HDL-C 6.7mmol/L

Non-HDL-C 6.7mmol/L
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Fasting is not routinely required for determination of a lipid profile:
clinical and laboratory implications including flagging at desirable
concentration cut-points—a joint consensus statement from the
European Atherosclerosis Society and European Federation of Clinical

References: 1. European Heart Journal (2016) 37, 1944—1958 doi:10.1093/eurheartj/ehwi52 Chem IStI'y and Laboratory Medicine
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Lowering LDL-C correlates with reduced CVD risk!
1 mmol/L reduction in LDL-C reduces the risk of major vascular events by 22%%2
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-10%- Reduction in LDL-C (mmOVL) Figure adapted from Ference BA, et al. Eur Heart J 2018.

ASCVD: atherosclerotic cardiovascular disease;
Cl: confidence interval; CVD: cardiovascular
disease; LDL-C: low-density lipoprotein

References: 1. Ference BA, et al. Eur Heart J 2018;39:2540—2545; 2. Baigent C et al. Lancet 2010;376:1670—1681 cholesterol; LLT: lipid lowering therapy.



Patients on statins continue to experience CV events’

A double-blind, randomised study with 18,144 patients who had been hospitalised for ACS within the
preceding 10 days and had LDL-C levels of 1.3 to 2.6 mmol/L’

IMPROVE-IT: first occurrence of a 3-point MACE composite*

40 1 Simvastatin monotherapy
= Simvastatin-ezetimibe
30 -
204
10- HR, 0.936 (95% CI, 0.89-0.99)
P=0.016
0 ] L L] | L} L] —
0 1 2 3 4 5 6 7

Adapted from Cannon C, et al. N Engl J Med. 2015.*

References: 1. Cannon C, etal. N EnglJMed. 2015;372(25):2387-2397.

LDL-C (mmol/L; all patients) Baseline 1 Year
Simvastatin

N 9,009 6,939

Mean 2.4 1.8

Median (25, 75t) 2.4(2.0, 2.8) 1.7(1.4,2.1)
Ezetimibe/simvastatin

N 8,990 6,864

Mean 2.4 1.4

Median (25, 75t) 2.4(2.0,2.8) 1.3(1.0, 1.6)
Outcome HR (95% CI) P-value
3 point MACE* 0.936 (0.89-0.99) 0.016
5 point MACE? 0.95(0.90-1.0) 0.04
CVdeath 1.00(0.89-1.13) NS
All-cause death 0.99(0.91-1.07) NS

*Death from CV disease, major coronary event or nonfatal stroke.

tDeath from CV causes, non-fatal MI, hospitalisation for unstable angina, all revascularisation 230 days and non-

fatal stroke.

ACS, acute coronary syndrome; Cl, confidence interval; CV, cardiovascular; HR, hazard ratio; LDL-C, low-density
lipoprotein cholesterol; MACE, major adverse cardiovascular events; M|, myocardial infarction.



CVriskis presentin patients with elevated TG levels"

Post-hoc analysis of 3,718 patients from the PROVE-IT TIMI 22 trial who survived event free >30 days

0.20 —

P=0.180 17.9%
HR, 0.73 TG 2150 mg/dL (1.7 mmol/L) 15.0%
(95% Cl, 0.62-0.87)

0.15 4| P<0.001

Ref

HR:0.85 P=0.192

0.67,1.08 16.5%
20+ P=0.017 p

11.7%

TG <150 mg/dL 154

(1.7 mmoUL) LDL-C

>1.8mmol/L

0.10 ~

10-

Event Rate (%)

LDL-C
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Rate of death, Ml or
Recurrent ACS after 30 days

TG TG
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0.00
| | |
0 150 330 510 700

Adapted from Miller M, etal. J Am Coll Cardiol. 2008."

PROVE-IT TIMI 22 trial: 4,162 men and women hospitalised for ACS with total

Days after Month 1 Visit . o
cholesterol 240 mg/dL (6.21 mmol/L), or 200 mg/dL (5.17 mmol/L) if receiving

No. at Risk lipid-lowering therapy, were randomly assigned to receive intensive therapy
TG=150 1,157 1,066 1,017 659 (atorvastatin 80 mg daily) or standard therapy (pravastatin 40 mg daily) for a
TG<150 2,242 2,119 2,041 1,278 mean follow-up period of 2 years'

Adapted from Miller M, etal. J Am Coll Cardiol. 2008."

ACS, acute coronary syndrome; CV, cardiovascular; HR, hazard ratio;LDL-C, low-density lipoprotein cholesterol; MI, myocardial infarction; TG, triglyceride.

References: 1. Miller M, etal. ] Am Coll Cardiol. 2008;51:724-730.



Copenhagen City Heart Study: Hypertriglyceridaemia and CVD risk

Hazard ratio for
myocardial infarction

Hazard ratio for
all-cause mortality

Myocardialinfarction
N=96,394 (Events = 3,287)
Median follow-up 6 years

1 2 3 4 5 6 7 mmol/L
88 176 264 352 440 528 616 mg/dL

All-cause mortality
N=98,515 (Events = 14,547)
Median follow-up 6 years

oo o 9 °® *

1 2 3 4 5 6 7 mmol/L
88 176 264 352 440 528 616 mg/dL

Non-fasting triglycerides

CVD, cardiovascular disease

References: Nordestgaard BG. Circ Res. 2016 Feb 19;118(4):547-63

Hazard ratio for
ischaemic heartdisease

Hazard ratio for

ischaemic stroke

Ischaemic (=coronary) heart disease
N=93,410 (Events = 7,183)
Median follow-up 6 years

88

2 3 4 5 6 7 mmol/L
176 264 352 440 528 616 mg/dL

Ischaemic stroke
N=97,442 (Events = 2,994)
Median follow-up 6 years

i§§

2 3 4 5 6 7 mmol/L
176 264 352 440 528 616 mg/dL

Non-fasting triglycerides

Adapted from: Nordestgaard BG et a. Lancet 2014; Aug 16;384(9943):626-635;



PROMINENT Study
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Follow-up (yr)
No. at Risk
Pemafibrate 5240 5060 4901 4742 4552 3627 2820 2067 1147
Placebo 5257 5082 4925 4762 4596 3651 2838 2063 1130

References: N EnglJMed 2022;387:1923-1934




Secondary causes of hypertriglyceridaemia

Causes of Secondary Hypertriglyceridemia
Lifestyle Diseases Medications
Excess calories Poorly controlled diabetes Corticosteroids
Excess dietary fat Hypothyroidism Oral estrogen
intake
Excess simple sugars  Renal disease Retinoic acid
denvatives
Overweight/Obesity HIV infection Beta adrenergic blockers
Alcohol intake Cushing’s syndrome Thiazide diuretics
Pregnancy Acromegaly Protease inhibitors
Growth hormone Bile acid sequestrants
deficiency
Lipodystrophy Anti-psychotic drugs
Paraproteimnemia Cyclosporine ‘tacrolimus
Nephrotic Syndrome L-asparaginase
Inflammatory Disorders  Interferon alpha 2b
Cyclophosphamide

References: Feingold KR. Triglyceride Lowering Drugs. [Updated 2024 Jan 18]. In: Feingold KR, Ahmed SF, AnawaltB, etal., editors. Endotext [Internet]. South Dartmouth (MA): MDText.com, Inc.;
2000-. Available from: https://www.ncbi.nlm.nih.gov/books/NBK425699/



Raised triglyceride levels are a key factor in increasing your
patients’ CV risk -3

Risk factors of residual CV risk

© © o™ 70O

Biological Residual Residual Residual Residual TG

Residual Residual
issue cholesterol risk inflammatory risk thrombotic risk risk

Lp(a) risk diabetes risk

" oﬁ::;::: LDL-C hs-CRP No simple TG Lp(a) HbA1C
22.6 mmol/L 22 mg/L biomarker 21.7 mmol/L 250 mg/dL fasting glucose
—_————

Adapted from Lawler PR, et al. Eur Heart J. 2021."

References: 1. Lawler PR, etal. Eur Heart J. 2021;42(1):113-131; 2. Dhindsa DS, et al. Front Cardiovasc Med. 2020;7:88; 3. Miller M, etal. ] Am Coll Cardiol. 2008;51:724-730.



Summary of National Guidance for Lipid Management for

Primary and Secondary Prevention of CVD

ACCELERATED
ACCESS
COLLABORATIVE

NHS

INITIAL CONSIDERATIONS;
e Measure non-fasting profile (total chi HDL-C, non-HDL-C, triglycerides) and HbA1,
o Ensure appi and follow up tests as on page 2. Measure BMI. e Identify

s part of g initial
exclude

with contraindications/drug interaction;

o Consi ry causes of hyperlipidaemia manage as needed.
If non-fasting triglyceride above 4.5mi see page 2.

PRIMARY PREVENTION

who do not have established CVD but fall \ Yo the categories
ent tool where appropriate (see page 2, 'Prim. vy Prevention

Consider st” «n therapy
below. Us’, QRISK r

Risk Asr sssment)

-

Type 1 diabetes, if they have one
or more of the following:

& QRISK
210%
over next

* Over 40 years
« Had diabetes for >10 years

10 years

-

Identify and address all modifiable risk factors - smoking, diet, obesity, alcohol inf
physical activity, blood pressure and HbA1c.

-

mmwmnmmﬂmwmmm(whnw
severe mental iliness, taking that cause Y

(e.g. SLE), impaired fasting glycaemia, veoentd\angannﬂfadors)

PRIMARY PREVENTION

If ifestyle modification is ineffective or inappropriate offer statin treatment

SECONDARY PREVENTION

Identify and address all modifiable risk factors - smoking, diet, obesity, alcohol i
physical activity, blood pressure and HbA1c.

SECONDARY PREVENTION

Atorvastatin 20mg daily

Maammlulipdptoﬂeaganaﬁatiimﬁs(mn—hﬂmg)

* High i ly stain should di of non-HDL-C > 40% from baseline. If not achieved
ﬂ-'SmGnhs
- timing of dose, diet and lifestyle measures
- If started on less than atorvastatin 80mg and the person is judged to be at higher risk (based on
comorbidities, risk score or clinical judgement - see page 2 ‘Additional Risk Factors)), consider increasing
to 80mg atorvastatin. For how to increase in people with CKD see 'Special Patient Populations’ (page 2).
« If non-HDL-C baseline value is not available*, consider target non-HDL-C < 2.5mmol/L (approximately
equivalent to LDL-C < 1.8mmol/L) as recommended by Joint British Societies (JBS3).
“this scenario is not covered by NICE CG181

Mm:nmllbdnmﬂeagmm:&m:(m-ﬁaﬁng)

« High i ity statin should of non-HDL-C > 40% from baseline.
mla:f-avoddh:lnm"l:

* If pati on a high-i statin have side effects, offer a lower dose or an alternative statin

(see page 2 ‘Extent of lipid with ies)

+

- timing of dose, diet and lifestyle
- If at higher risk (based on comorbidities, risk score or diinical judgement — see page 2

‘Additional Risk Factors’) consider increasing the dose every 2-3 months up to a maxi
dose of atorvastatin 80mg daily.

- Fovmn»mnpoophm(:l(nm ‘Special Patient Populations’ (page 2).

/

If maximum tolerated dose of statin does not control non-HDL-C/LDL-C well enough after 3 months
‘statin adherence, then consider the following options based on shared decision making* with the patient

nmmamwymunmwemmammamm it in
g with ble )]

effects|

i sponse after 3
i 0 may be
not eonlrd non-HDL-C/LDL-C well enough (NICE TABM)

1

tio nemans<40%olbadnedespm

v v |

Ezetimibe 10mg daily Injectable therapies
(NICE TA385). Reassess ¥ non-HDL-C > 2.

after three months. If Arrange fasting blood to
non-HDL-C remains > measure LDL-C to
2.5mmollL; consider eligibility:

a fasting blood
test and assess eligibility

clncmgblmﬂgemem

If non HDL-C
despite other i

a fasting biood test
criteria (TA393/394, TAT:

Reference: NHS England (2024) Summary of national guidance for lipid management for primary and secondary prevention of cardiovascular disease, NHS Accelerated Access Collaborative. Updated 19
September2024. Available at: https://www.england.nhs.uk/aac/publication/summary-of-national-guidance-for-lipid-management/ Accessed: June 2025



2025/2026 QOF INCLUDES TWO
CHOLESTEROL INDICATORS'

The NHS Long Term Plan calls for a more proactive, population health management approach to
support people to stay healthy and prevent iliness.

CHOL004

Percentage of patients on the QOF Coronary Heart Disease
(CHD), Peripheral Arterial Disease (PAD), or Stroke/Transient
Ischaemic Attack (TIA) Register, with the most recent
cholesterol measurement in the preceding 12 months,
showing as <2.0 mmol/L if it was an LDL (Low-density
Lipoprotein) cholesterol reading or <2.6 mmol/L if it was
a non-HDL (High-density Lipoprotein) cholesterol
reading. For multiple readings on the latest date the LDL
reading takes priority.!

CHOLO003 - 38 points (Increased by 24 points) CHOLO004 - 44 points (increased by 28 points)

CHOLO003

Percentage of patients on the QOF Coronary
Heart Disease (CHD), Peripheral Arterial Disease
(PAD), Stroke/Transient Ischaemic Attack (TIA) or
Chronic Kidney Disease (CKD) Register who are
currently prescribed a statin, or where a statin
is declined or clinically unsuitable, another
lipid-lowering therapy

/ The 2025/2026 QOF reflects a continued commitment to the importance of cholesterol management in
@ patients who have had a cardiovascular event, with a target of 2.0 LDL-C mmol/L or lower in those who have
a recording of LDL-C in the preceding 12 months'

CHD — Coronary Heart Disease; CKD — Chronic Kidney Disease; HDL-C — high-density lipoprotein cholesterol; LDL-C — low-density lipoprotein cholesterol; PAD — Peripheral Arterial Disease; QOF — Quality and Outcomes
Framework; TIA — transient ischaemic attack

Reference: 1. National Health Service England. https://www.england.nhs.uk/wp-content/uploads/2025/03/quality-outcomes-framework-guidance-for-2025-26.pdf [Accessed April 2025].



NATIONAL GUIDANCE FOR LIPID MANAGEMENT
FOR PRIMARY AND SECONDARY PREVENTION OF
CARDIOVASCULAR DISEASE' (CONTINUED)

Extent of Lipid lowering with available therapies

Approximate reduction in LDL-C

Statin dose mg/day 5 10 20 40 80
Fluvastatin 21% 27% 33%
Pravastatin 20% 24% 29%

Simvastatin 27%  32%  37%

Atorvastatin 37% ---
Rosuvastatin 38% ---
Atorvastatin + Ezetimibe 10 mg ----

Adapted from NHS England 2024."

Low intensity statins will produce an LDL-C reduction of 20-30%
Medum intensity statins will produce an LDL-C reduction of 31-40%

[ High intensity statins will produce an LDL-C reduction above 40%
|

Simvastatin 80 mg is not recommended due to risk of muscle toxicity

Rosuvastatin may be used as an alternative to atorvastatin if compatible
with other drug therapy. Some people may need a lower starting

dose (see BNF)

Low/medium intensity statins should only be used if intolerance or

drug interactions

Ezetimibe when combined with any statin is likely to give greater
reduction in non-HDL-C or LDL-C than doubling the dose of the statin
PCSK9i (NICE TA393, TA394) alone or in combination with statins or
ezetimibe produce an additional LDL-C reduction of approximately 50%
(range: 25-70%)

Bempedoic acid when combined with ezetimibe (TA694) produces an
additional LDL-C reduction of approximately 28% (range: 22-33%)
LEQVIO® (TA733) alone or in combination with statins or ezetimibe
produces an additional LDL-C reduction of approximately 50%

(range: 48-52%) but no clinical outcome evidence is currently available

The figure has been reproduced in full, with an excerpt relevant to the topic highlighted. There are no head-to-head studies between these products, therefore, no direct comparisons can be made. Novartis had no
involvement in the development of this figure. Please consult the Summary of Product Characteristics and NICE TA733 before prescribing LEQVIO®.23

LEQVIO®is recommended as an option for treating primary hypercholesterolaemia (heterozygous familial and norfamilial) or mixed dyslipidaemia as an adjunct to diet in adults. It is recommended only if: there is a history of any of
the following cardiovascular events: acute coronary syndrome (such as myocardial infarction or unstable angina needing hospitalisation), coronary or other arterial revascularisation procedures, coronary heart disease, ischaemic
stroke or peripheral arterial disease, and LDL-C concentrations are persistently 2.6 mmol/l or more, despite maximum tolerated lipid-lowering therapy, that is: maximum tolerated statins with or without other lipid-lowering therapies
or, other lipid-lowering therapies when statins are not tolerated or are contraindicated, and the company provides LEQVIO® according to the commercial arrangement.?

BNF — British National Formulary; HDL-C — high-density lipoprotein cholesterol; LDL-C — low-density lipoprotein cholesterol; NHS — National Health Service; NICE — National Institute for Health and Care Excellence; PCSK9i —

proprotein convertase subtilisin/kexin type 9 inhibitor

References: 1. National Health Service England. https://www.england.nhs.uk/aac/wp-content/uploads/sites/50/2020/04/lipid-management-pathway-version-7-March-2024.pdf [Accessed April 2025]. 2. LEQVIO® (inclisiran) Summary

of Product Characteristics. 3. National Institute for Health and Care Excellence. https://www.nice.org.uk/guidance/ta733 [Accessed April 2025].



LIPID OPTIMISATION PATHWAY FOR SECONDARY
PREVENTION IN PRIMARY CARE?"?

Lipid optimisation pathway for secondary prevention in primary care / the community?

Obtain full Lipid Profile, liver transaminase, HbAlc, and eGFR

Is the patient on high dose, high intensity statin®? (atorvastatin 80mg or rosuvastatin 20mg)

Health
Innovation
Network

Check
triglyceride
levels & manage
according to
national
guidance

o
y
Initiate / increase to high dose high intensity statin?3, if possible and re-enforce lifestyle and diet
measures, using shared decision making and taking account of polypharmacy, comorbidity, and frailty
Review within 2-3 months
Is LDL-C £ 2mmol/L or non-HDL-C £ 2.6mmol/L?!
Co
A 4

v

Check adherence to statin and lifestyle measures?
Shared-decision about escalating lipid-lowering treatment
after an informed discussion about options, benefits and risks

}

!

h 4

A 4

Consider adding
ezetimibe 10mg
daily to maximum
tolerated statin to
reduce CV risk,
even where the
lipid target has
been achieved *

Consider
ezetimibe
10mg
daily and
reassess
within 2-3
months

Assess eligibility for injectable

therapies:

. Inclisiran - if LDL-C2
2.6mmol/L

OR

. PCSK9i (mAB)* if LDL-C >
4mmol/L (or > 3.5mmol/L if
FH or recurrent events)

If statin intolerant — offer
ezetimibe. Reassess within
2-3 months and, if not
achieving target, consider
bempedoic acid and
injectable therapies in line
with eligibility criteria

At any point
consider

icosapent ethyl
in addition to

statins +/- other
lipid lowering
therapies if

fasting

triglycerides
21.7 mmol/L

AND LDL > 1.04
mmol/L and
<2.6 mmol/L

Lipid lowering therapies should be offered to all patients with

established CVD!

* Aim to achieve LDL-C and%on-HCL—C targets as a minimum,
greater reductions are encouraged

* Lower targets are recommended post-acute event (please see
Lipid optimisation pathway following an acute cardiovascular or
peripheral disease event)

* Do not de-escalate therapy except where there are issues of
tolerability or drug interactions

* Where an individual qualifies for injectable therapies, as per
NICE technology appraisals, consider these in preference to
ezetimibe to prevent lipid levels being lowered but remaining
above the LDL-C target and below thresholds for initiating
injectable therapies

* Consider FH If TC>7.5mmol/L or LDL-C>4.9mmol/L or non-HDL-
C>5.9mmol/L with a personal or family history of confirmed
CHD (<60 years) and no secondary causes

* This pathway aligns to NICE guidance NG238

J

i

i

A 4

and offering support for diet and other lifestyle measures

Review annually, including obtaining a full lipid profile, assessing treatment to target, adherence to therapy

1. NICE NG238: Cardiovascular disease: risk assessment and
reduction, including lipid modification
2. Dose may be limited, for example if:
* CKD: eGFR<60mI/min — recommended starting dose,
atorvastatin 20mg
* Druginteractions
* Drugintolerance
*  Frailty
* End of Life
3. See statin intensity table. Use shared-decision making and
incorporate patient preference in treatment & care decisions
4. NICE Guidance: Evolocumab, Alirocumab, Inclisiran, Bempodoic
Acid, Icosapent Ethyl

Adapted from Health Innovation Network 2024 and NHS England 2024."2
Reproduced from Health Innovation Network 2024." Novartis had no involvement in the development of this pathway. LEQVIO® may not be indicated and/or recommended for all patients in this pathway. Please consult
the Summary of Product Characteristics and the NICE TAG before prescribing.

NHS — National Health Service; NICE — National Institute for Health and Care Excellence
Reference: 1. Health Innovation Network. https://thehealthinnovationnetwork.co.uk/wp-content/uploads/2024/06/Lipid-optimisation-pathway-for-secondary-prevention-in-primary-care-and-the-community. pdf [Accessed April 2025]. 2.
National Health Service England. https//www.england.nhs.uk/long-read/lipid-optimisation-pathway-secondary-prevention-in-primary-care-and-the-community [Accessed April 2025].

Guidance provided by
NHS on the "Lipid
optimisation pathway:

secondary prevention in

primary care and the
community”:

Where an individual

qualifies for injectable
therapies, as per NICE
technology appraisals,

consider these in preference

to ezetimibe

to prevent lipid levels
being lowered but
remaining above the
LDL-C target and below
thresholds for initiating
injectable therapies.?



The Paradox of Choice University Hospital Southampton m
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PERSONALITY PROCESSES AND INDIVIDUAL DIFFERENCES

When Choice is Demotivating: Can One Desire Too Much

of a Good Thing?
S St 2 any choices?
e i Too many ch
L
Currees paychological theary sad rescarch affirm the positive affective and mocl vasional consequences of
baving persomal choke, These finSngs bave led 1o the popular notios tha the more choie, the
bettor-thal the humaa sbility to manage, sad the baman desire for, choloe Is unliesited. Findings from 3
experimental stedies starkly challenge this implicit assamption that baviag moce choices &s necessarily

e
AR

himited. Implications for future rescanch are discussed,

muore intrinsically motGivating than havieg fewer, These experiments, which wese conducted in both field
ad laboratory setings, show that people se more likely %0 purchase gosemet jems or chocolaes or 1o
derake op | class essay assig when offered a limited armay of 6 choices rather than 2 more
extennive arrsy of 24 o 30 chosces. Mescover, participants actually reported grester subsequent
satlsfaction with their selections smd wrote betier essays when their onginal set of options had been % % % % % %

24 choices of jam 6 choices of jam
attracted 60% of the shoppers attracted 40% of the shoppers
3% of shoppers bought jam @Fshoppers bought jam

References: Iyengar SS, Lepper MR. When choice is demotivating: Can one desire too much of a good thing? J Pers Soc Psychol. 2000;79(6):995—-1006. doi:10.1037/0022-3514.79.6.995



Management of lipids in secondary prevention’

Offer statin therapy to adults with ASCVD, including coronary artery disease, cerebrovascular disease

Ensure a full lipid profile and lipoprotein (a) is taken on admission (within 24 hours and no nfasting)

SECONDARY PREVENTION

and peripheral vascular disease

Please note: Although AAC national guidelines give a
treatment target of LDL-C =2.0 mmol/L, local lipid
specialists within BNSSG recommend a target of LDL-C =1.8
mmol/L (or 1.4 mmol/L in high-risk individuals including
recurrent disease, elevated Lp(a) =90 nmolL, familial
hypercholesterolaemia or diabetes mellitus)

STATIN INTOLERANCE

Defined as inability to take recommended
dose of high intensity statin, typically
Atorvastatin 40-80 mg once a day

See National Statin Intolerance Management
Pathway for further guidance

+_I

Prescribe a high intensity statin, typically:
Atorvastatin 80 mg daily

Usea lower dose if there is a potential drug interaction or high risk of experiencing

adverse effects

—

Statin dose optimised/on maximally tolerated dose of statin

Triglycerides 21.7
mmol/L and LDL-C

References: 1. Bristol, North Somerset &
South Gloucestershire Integrated Care Board
(BNSSG ICB), 2025. Hyperlipidaemia. Clinical
biochemistry guidance. Remedy. Published
(contentchecked 8 August 2024; next review
by 2 June 2026). Available at:

https://remedy bnssg icb nhs uk/adults/bioc

PCSK9inhibitor is available on
referral to the lipid clinic, dependent
on patient choice and degree of LDL-

Ensureclearly indicated on
discharge summary/clinic letter
if suggested in secondary care

high intensity dose of
statin)

(¢} eleYation

v

LDL-C =21.8
mmol/L

MANAGEMENT OF ADDITIONAL CVD RISK FACTORS

Refer to https://remedy bnssg icb nhs uk/adults/self-care/smoking-cessation/ for support

Smoking

Obesity

Accessed: June 2025.

Offer Ezetimibe (plus

Bempedoic acid if patient if
not on a high intensity dose of

statin)

Blood
pressure

Diabetes
mellitus

v v v L 2 2.6 mmol/L
LDL-C =3.5 LDL-C 22.6 LDL-C 1.8- LDL-C<1.8
mmol/L mmol/L 2.5 mmol/L mmol/L
L 4 v \ 4 \ 4
Offer Inclisiran/PCSK9 Offer Inclisiran Offer Ezetimibe (plus Consider Offer Icosapent
inhibitor I tiated in o ol Bempedoic acid if adding ethylV 1.996¢g
niatedin pimaly care idea - patientif noton a Ezetimibe WAEOEICEY

to help patients quit smoking

Refer patient meeting eligibility criteria to the Bristol Weight Management and Bariatric

Service for further support

Refer to https://rem

guidance to meet patients’ blood pressure targets

In patients managed for T2DM, consider SGLT2 inhibitors or GLP-1 analogues if appropriate

for their CVD risk reduction properties

lts/ rtension/ for further
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NICE TA [8()5] o (2()22) University Hospital Southampton NHS

Icosapent ethyl with statin therapy for reducing the risk of cardiovascular events in people with raised triglycerides

1 Recommendations

1.1 Icosapent ethyl is recommended as an option for reducing the risk of cardiovascular
events in adults. It is recommended if they have a high risk of cardiovascular events and
raised fasting triglycerides (1.7 mmol/litre or above) and are taking statins, but only if

they have:

« established cardiovascular disease (secondary prevention), defined as a history of any

of the following:

o acute coronary syndrome (such as myocardial infarction or unstable angina needing

hospitalisation)
o coronary or other arterial revascularisation procedures
o coronary heart disease
o ischaemic stroke

o peripheral arterial disease, and

» low-density lipoprotein cholesterol (LDL-C) levels above 1.04 mmol/litre and below or

equal to 2.60 mmol/litre.

https://www.nice.org.uk/guidance/ta805



REDUCE-

Key inclusion
criteria

+ Statin-treated men
and women aged
=45years

+ Established CVD
(~70% of patients)
orDM +=1risk
factor

+ TG=1.69and<5.63
mmol/L (135-500
mg/dL)*

+ LDL-C>1.06and
£2.59 mmolL (40-
100 mg/dL)

IT: Trial design

Lead-in
] 1:1
Sf“_’t'n_ Randomisation
stablFlsaFlon — incontinuation
Medication with stable statin
washout therapy
Lipid (N=8,179)

qualification

Icosapent ethyl ¥
2g twice a day
(n =4089)

Placebo
(n =4090)

<— Screening period

Primary end point

5-point MACE

Key secondary end
point

3-point MACE

Double-blind treatment/follow-up period ——>

Randomisation

5-point MACE

was defined as a composite of:
nonfatal MI, nonfatal stroke, CV death,

hospitalisation for unstable angina, or
coronary revascularisation.1-2

REDUCE-IT ClinicalTrials.gov number, NCT01492361.

1
End of study

Median follow-up: 4.9 years

Adapted from Bhatt DL, et al. Clin Cardiol. 2017
and Bhatt DL, et al. N EnglJ Med. 2019."2

3-point MACE

was defined as a composite of:

nonfatal MI, nonfatal stroke, and CV
death.12

*Due to the variability of TG, a 10% allowance existed in the initial protocol, which permitted patients to be enrolled with qualifying TGs 21.69 mmol/L. Protocol amendment 1

(May 2013) changed the lower limit of acceptable triglycerides from 1.69 mmol/L to 2.26 mmol/L, with no variability allowance.

CV, cardiovascular; CVD, cardiovascular disease; DM, diabetes mellitus; LDL-C, low-density lipoprotein cholesterol; MACE, major adverse cardiovascularevent; Ml,
myocardial infarction; RCT, randomised controlled trial; TG, triglyceride.

References: 1. Bhatt DL, etal. Clin Cardiol. 2017;40(3):138-148; 2. Bhatt DL, etal. N EnglJMed. 2019;380(1):11-22.



REDUCE-IT: Baseline characteristics

Characteristics’ Icosapent ethyl (n=4,089) Placebo (n=4,090)

T2DM, n (%) 2,367 (57.9%) 2,363 (57.8%)

TG (mmol/L), Median (Q1-Q3)/(mg/dL), Median (Q1-Q3) 2.5(2.0-3.1)/216.5(176.5-272) 2.4 (2.0-3.1)/216.0 (175.5-274)
HDL-C (mmol/L), Median (Q1-Q3)/Median (Q1-Q3) 1.0 (0.9-1.2)/40.0 (34.5-46.0) 1.0 (0.9-1.2)/40.0 (35.0-46.0)
LDL-C (mmol/L), Median (Q1-Q3)/Median (Q1-Q3) 1.9(1.6-2.3)/74.0 (61.5-88.0) 2.0 (1.6-2.3)/76.0 (63.0-89.0)

TG Category, n (%)

<1.7 mmoVL (150 mg/dL) 412 (10.1%) 429 (10.5%)
1.7-<2.3 mmoV/L (150-200 mg/dL) 1,193 (29.2%) 1,191 (29.1%)
>2.3 mmoV/L (>200 mg/dL) 2,481 (60.7%) 2,469 (60.4%)

hsCRP (mg/L)* 2.2 2.1

Adapted from BhattDL, etal. N EnglJMed. 2019."

*Median observed value.
HDL-C, high-density lipoprotein cholesterol; hsCRP, high-sensitivity C-reactive protein; LDL-C, low-density lipoprotein cholesterol; TG, triglyceride; T2DM, type 2 diabetes mellitus.

References: 1. Bhatt DL, etal. N EnglJMed. 2019;380(1):11-22 and supplementary appendix.



Statistically significant relative reductions in the risk of 5-point and 3-
point MACE vs placebo’

All patients were on background statin therapy1

Primary composite endpoint Key secondary composite endpoint
5-point MACE: CV death, M|, stroke, coronaryrevascularisation, unstable angina 3-point MACE: CV death, MI, stroke
22%
30 30
HR, 0.75 HR, 0.74
(95% ClI, 0.68-0.83) (95% ClI, 0.65-0.83) 14.8%
P<0.001 17.2% P<0.001
g RRR=25% Placebo s RRR=26%
§ 20 £ 20
@ @
£ < Placebo
< Icosapent ethyl ¥ <
E E Icosapentethyl ¥
2 2
8 8
g 10 B 10
0 | | | | | 0 | | | | |
0 1 2 3 4 5 0 1 2 3 4 5
Years since Randomisation Years since Randomisation
No. at Risk No. at Risk
Placebo 4,090 3,743 3,327 2,807 2,347 1,358 Placebo 4,090 3,837 3,500 3,002 2,542 1,487
Icosapentethyl ¥ 4,089 3,787 3,431 2,951 2,503 1,430 Icosapentethyl ¥ 4,089 3,861 3,565 3,115 2,681 1,562

Adapted from BhattDL, etal. N EnglJMed. 2019. Adapted fromBhattDL, etal. N EnglJMed. 2019.

ARR, absoluterisk reduction; Cl, confidence interval; CV, cardiovascular; HR, hazard ratio; MACE, major adverse cardiovascular event; MI, myocardial infarction;
NNT, number needed to treat; RRR, relative risk reduction.

References: 1. Bhatt DL, etal. N EnglJMed. 2019;380(1):11-22.



Statistically sighificant reductions in the rates of all hierarchically
tested endpoints up to death from any cause vs placebo’

HR Icosapent ethyl Placebo
Endpoint HR (95% CI P-value
P (95% Cl) n/N (%) n/N (%) ( )
Primary Composite (ITT) - 705/4,089 (17.2%) 901/4,090 (22.0%) 0.75(0.68-0.83) 25%V 4.8% <0.001
Key Secondary Composite (ITT) i 459/4,089 (11.2%) 606/4,090 (14.8%) 0.74 (0.65-0.83) 26%V 3.6% <0.001
Cardiovascular Deathor - 392/4,089 (9.6%) 507/4,090 (12.4%) 0.75 (0.66-0.86) 25%V | 2.8% | <0.001
Nonfatal Myocardial Infarction
Fatal or Nonfatal MyocardialInfarction - 250/4,089 (5.3%) 355/4,090 (8.7%) 0.69 (0.58-0.81) 31%V 2.6% <0.001
Urgent or Emergent Revascularisation - 216/4,089 (5.3%) 321/4,090 (7.8%) 0.65 (0.55-0.78) 35% VY 2.5% <0.001
Cardiovascular Death - 174/4,089 (4.3%) 213/4,090 (5.2%) 0.80 (0.66-0.98) 20%V 0.9% 0.03
Hospitalisation for Unstable Angina - 108/4,089 (2.6%) 157/4,090 (3.8%) 0.68 (0.53-0.87) 32%V 1.2% 0.002
Fatal or Nonfatal Stroke - 98/4,089 (2.4%) 134/4,090 (3.3%) 0.72 (0.55-0.93) 28%V 0.9% <0.001
Total Mortality, Nonfatal Myocardial o o o o
Infarction, or Nonfatal Stroke — 549/4,089 (13.4%) 690/4,090 (16.9%) 0.77 (0.69-0.86) 23%V 3.5% <0.001
Total Mortality i 274/4,089 (6.7%) 310/4,090 (7.6%) 0.87 (0.74-1.02) NS NS NS
[ T T T 1
Adapted from Bhatt DL, et al. N EnglJ Med. 2019. 04 10 14

Icosapent ethyl ¥ Better

Placebo Better

ARR, absolute risk reduction; Cl, confidence interval; HR, hazard ratio; ITT, intention-to-treat; RRR, relative risk reduction.

References: 1. Bhatt DL, etal. N EnglJMed. 2019;380(1):11-22.



IPEV reduces risk of MACE most likely by multiple mechanisms

Triglyceride- Anti- Endothelial Anti-Oxidative
Lowering Inflammatory Function

EPA may reduce endothelial dysfunction

db idized LDL>
= Reduced TG by median of 18.3% (39 mg/dL) caused by oxiaize

compared to placebo (p<0.001)}

Intercalation of EPA into mitochondrial
= |PE significantly decreased levels of markers of

— membranes has antioxidant effects®
H H . _ _ 2
inflammation: Ox-LDL, Lp-FLAZSEHCE RS MajOr Adverse = EPA shows antioxidant effects in model
= |PE displaced pro-inflammatory arachidonic acid towards C d | membranes®

non- or anti-inflammatory mediators’ aralovascuiar * EPAreduces platelet levels, activation,
= Reduced expression of multiple pro-inflammatory genes Events aggregation, and function®

: . 4
involved in atherosclerosis = EPA-rich omega 3 fatty acids mixture reduced

platelet aggregation by ~12%’

MACE=major adverse cardiovascular events
Figure adapted from Bae JH, et al. Advances in Nutrition. 2023. https://doi.org/10.1016/j.advnut.2023.03.014

References: 1.BhattDL, etal. New EngJ Med. 2019;380:11-22; 2. Bays HE, et al. Am JCardiovasc Drugs. 2013:37-46; 3. VAZKEPASmPC, Annex |, Summary of Product Characteristics; 4. Tsunoda F, et al. Atherosclerosis.
2015;241:400-408; 5. Mason RP, et al. Biomed Pharmacother. 2018;103:1231-1237; 6. Mason RP, et al. Arterioscler Thromb Vasc Biol.2020;40(5):1135-1147; 7. Phang M, et al. J Nutr. 2013;143(4):457-46



Our Role

Recognise “red” flags but also we need to be confident
with Lipids and CV risk reduction.

Ensure Lifestyle changes discussed, and secondary
causes addressed

Consider further treatment for CV risk reduction with LDL
targets and (EPA)

Distilling +++information into a clear message

Considering tablet/ treatment burden, explaining why
take medicines despite feeling no different



University Hospital Southampton m

NHS Foundation Trust

QUESTIONS?
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