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Learning Objectives

* To review recent International Lipid Guidelines and

put them into Canadian Context
* To share clinical trial data that is practise changing

* To provide a practical framework for treatment of high
risk primary prevention and secondary prevention

patients



CCS guidelines for secondary CV prevention:
LDL-C targets lowered over 20 years

m LDL target for patients with ASCVD

2003 <2.5 mmol/L
2006

<2.0 mmol/L
2009
2013

<2.0 mmol/L (<1.8 mmol/L in highest risk)
2016
2021 Additional Rx if LDL >1.8 mmol/L despite high-dose statin
5 ASCVD, atherosclerotic cardiovascular disease; CV, cardiovascular; LDL-C, low-density lipoprotein cholesterol, Rx, prescription.

Cannon Cet al. N Engl J Med. 2004;350(15):1495-504



2021 CCS Recommendations for Lp(a) as a Biomarker for
Improving Risk Stratification and Dyslipidemia Management

For all patients in the setting of
VES e RRIEIRSVCINO e =A/I primary prevention with an
a person’s lifetime as a part of Lp(a) 250 mg/dL (or 2100

the initial lipid screening is nmol/L), earlier and more intensive

recommended health behaviour modification
counselling and management of other
ASCVD risk factors is recommended

(Strong Recommendation; High Quality
Evidence) (Strong recommendation; Expert

consensus)

https://www.lpaclinicalguidance.com/

ASCVD, atherosclerotic cardiovascular disease; Lp(a), lipoprotein a.
Pearson GJ et al. Can J Cardiol. 2021 Mar 26;S0828-282X(21)00165-3. doi: 10.1016/j.cjca.2021.03.016.



https://www.lpaclinicalguidance.com/

Guidelines are based on
PEER simplified lipid guideline 203 update . Fy/idence.....THIS ONE IS NOT!

Michael R. Kolber momsc ccre Scott Klarenbach mo msc rcee Michel Cauchon mo core Fore - Mike Cotterill mo core

Don’t measure Ipa
Don’t follow lipid levels for adherence and intensification
Don’t treat high TGs

FACTS 2

Don’t treat all CAD patients with Statins...

Don’t take the time to care for your patient with an
Evidence Based Approach!!!

Vol 69: OCTOBER | OCTOBRE 2023 4 Conodion Family Physician | Le Médecin de famille canadien



JACC VOL. @, NO. B
@ 2026 BY THE AMERICAN COLLEGE OF CARDIOLOGY FOUNDATION AND THE

AMERICAN HEART ASSCCIATION, INC.

PUBLISHED BY ELSEVIER

CLINICAL PRACTICE GUIDELINE

2026 ACC/AHA/AACVPR/ABC/ACPM/
ADA/AGS/APhA/ASPC/NLA/PCNA

Guideline on the Management
of Dyslipidemia

A Report of the American College of Cardiology/American Heart Association
Joint Committee on Clinical Practice Guidelines



American Lipid Guidelines, 2026 in press.. Measure Ipa!

m What Is New

Mew or
Revised Section Title 2018 Recommendation 2026 Recommendation
Rovised 3.2. Measurement of TC, LDL-C, HDL-C, COR Za: For adults with an LDL-C level <70 mg/dL ~ COR 1: In adults and children who have undergone a
TG, and Mon-HOL-C (1.8 mmol/L), measurement of direct LOL-C or standard lipid profile, use of sither the Martin/
maodified LDL-C estimate is reasonable to improve Hopkins equation or the Sampson/MNIH equation is
accuracy over the Friedewald formula. preferred over calculation by the Friedewald

equation to estimate LOL-C.

MNew 3.3. Measurement of ApoB M/ A COR Za: In adults on LLT, particularly those with
ASCVD, CKM syndrome, type 2 diabetes, and/or
elevated TG, measurement of apoB is reasonable

g guide decisions regarding further therapeutic
INtETISMCI LI T -C and/or non-HOL-C

goals are achieved.
MNew 3.4. Measurement of Lpla) M/ A COR 1: In all adults, measurement of Lp(a)

concentration is recommended at least once for
ASCVD risk assessment.

MNew 4.1.5. Dietary Supplements M/ A COR 3: In individuals with dyslipidemia, the use of
dietary supplements is not recommended to lower
LDL-C or TG based on limited and inconsistent
data and/or limited benehts in lipid-lowgse®and
reduction in ASCVD risk.




Lpa increases risk over a lifetime. Risk is linear.
https://lwww.lpaclinicalguidance.com/

Your risk of having a heart attack or stroke

Your risk without including the effect of Lpia)

30

Your risk including the effect of Lp{a)

Risk (%)

45 50 60 70

Age (years)

Your risk of having a heart attack or stroke up to age 80 0
Is: 208 /0

With an Lp(a) level of 180 nmol/L, your estimated risk 3-] 89_,
of having a heart attack or stroke up to age 80 changes -O 70
from 20.8% to:

o)
=



https://www.lpaclinicalguidance.com/

Lp(a) and coronary plaque

[[&] patient with high Lp(a)

Patient with low Lp(a)

Baseline

Plague composition PCAT attenuation (HLU)

Calcifiad plaque Noncalcdfied plague m“—‘—l | | | -30

-183073 -160 -140 -120 -100 -8S0 -60 -40

Nurmohammed NS et al JAMA-Cardiology 2024




Figure 3: Treatment Intensification Approach for Patients with Atherosclerotic Cardiovascular Disease (ASCVD)

Patients with Atherosclerotic Cardiovascular Disease (ASCVD)

Receiving maximally tolerated statin dose

If LDL-C is 21.8 mmol/L or if ApoB 20.70 g/L**
or if non-HDL-C 22.4 mmol/L

If TGs is 21.5to 5.6 mmol/L

LDL-C 1.8-2.2 mmol/L or LDL-C >2.2 mmol/L or Consider

ApoB 0.70-0.80 g/L or el ALYl Icosapent ethyl 2000 mg BID*

non-HDL-C 2.4-2.9 mmol/L D e

high PCSK9i benefit patient* A alsp_be cons_ide_red for patientfs withput ASCVD but with
requiring medication treatment in patient 250 years of

2, and 21 additional CV risk factor (from REDUCE-IT'):

en 255 years and women 265 years

. . Smoker or stopped smoking within 3 months
Consider Consider ypertension (=140 mmHg systolic OR =90 mmHg diastolic)

Ezetimibe + PCSKO inhibitor PCSKQ inhibitor + ezetimibe or on BP medication

DL-C =1.04 mmol/L formen or £1.3 mmol/L forwomen

sCRP >3.0 mg/L

Renal dysfunction: eGFR >30 and <60 mL/min

Retinopathy

Micro- or macroalbuminuria

ABI <0.9 without symptoms of intermittent claudication

*Patients shown to derive largest benefit from intensification of statin therapy with PCSK9 inhibitor therapy are identified in Table 3. **At low levels of LDL-C or non-HDL-C, measurement of ApoB is more accurate than other markers.

1. Boekholdt SM, Hovingh GK, Mora S, Arsenault BJ, Amarenco P, Pedersen TR, LaRosa JC, Waters DD, DeMicco DA, Simes RJ, Keech AC, Colquhoun D, Hitman GA, Betteridge DJ, Clearfield MB, Downs JR, Colhoun HM, Gotto AM Jr, Ridker PM,
Grundy SM, Kastelein JJ. Very low levels of atherogenic lipoproteins and the risk for cardiovascular events: a meta-analysis of statin trials. J Am Coll Cardiol 2014; 64:485-494. ABI, ankle-brachial index; ApoB, apolipoprotein B; BID, twice daily; BP, blood
pressure; CV, cardiovascular, DM, diabetes mellitus; eGFR, estimated glomerular filtration rate; HDL-C, high-density lipoprotein cholesterol; hsCRP, high-sensitivity C-reactive protein; LDL-C, low-density lipoprotein cholesterol; TGs, triglycerides.

Content adapted from: hitps://doi.org/10.1016/j.cjca.2021.03.016, Pearson et al. 2021 Canadian Cardiovascular Society Guidelines for the Management of Dyslipidemia for the Prevention of Cardiovascular Disease inthe Adult. Copyright 2021 published
by Elsevier Inc. on behalf of Canadian Cardiovascular Society. Reprinted with permission.



®esc  Updated European Guidelines:

European Society

\ EAS Goal <1.1if recurrent events or polyvascular disease

e —— 1 ~
|

Eurcpean SCGREL"SCOREE_OP <2%

Atherosclerosis - -
Society

Treatment goal | - SCORE2/SCORE2-OP =2% and <10% ] __________________________
for LDL-C } - Young patients (TIDM <35years; | |. SCORE2/SCORE2-OP =10% and <20% |
I T2DM <50 years) with DM duration | I » Markedly elevated single risk factors, in particular |
|__<10yearswithoutotherriskfactors | | TC>8mmol/L (310 mg/dL) or LDL-C >49 mmol/L (190 mg/dL) |
<3.0mmol/L or BP 2180/110 mmHg I
Class llb (<116 mg/dL) E:.IF | » FH without other major risk factors I
- | Moderate CKD (eGFR 30-59 mL/min/1.73 m2) |
|+ DM w/o target organ damage, with DM duration =10 years |
Class lla <2.6 mmol/L Mn:lisell;ate lL or other additional risk factor |
(<100 mgfet; | | wsk /S ST - - - T -
™~
. > « ASCVD (clinical/imaging)
&=250% reduction \‘"‘--‘._\ - SCORE2/SCORE2-OP =20%
from baseline - + FHwith ASCVD or with another major 3 sk factor
« Severe CKD (eGFR <30 mL/min/1.73 m<)
Class | T:;r::;ﬂ' « DM & target organ damage: =3 major risk factors;

or early onset of T1DM of long duration (>20 years)

« Patients with ASCVD who experience
recurrent vascular events while taking
maximally tolerated statin-based therapy

» Patients with polyvascular (e.g. coronary
and peripheral) arterial disease

3 <1.4mmol/L
Class | (<55 mg/dL)
i
<1.0 mmol/L
Class llb (<40 mg/dL)
N s

AClass lla for individuals in primary prevention with FH at very high risk CV Risk

\ @ESC ers
LOWER IS BETTER!!! Mach et al Eur Heart J 2025:46:4359-78

-
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VESALIUS-CV T ENSEARE
JOURNAL o MEDICIN E

JAMUARY B, 2020

Evolocumab in Patients without a Previous Myocardial
Infarction or Stroke

4 N=12,301 adults h
® O

'M Atherosclerosis or high-risk DM without prior Ml or stroke

LDL-C >2.3 mmol/L, or non-HDL-C >3.1 mmol/L, or ApoB >1.56 umol/L
\ Optimized statin therapy + ezetimibe y

Placebo
SC Q2W

Evolocumab
140 mg SC Q2W

Event driven e Median follow-up >4.5 years

Primary Composite Endpoint
3P: CHD death, M, or ischemic stroke (=751 events)
4P:CHD death, MlI, ischemic stroke, or ischemia-driven arterial revascularization (1,254 events)

Bohula EA, et al. N Engl J Med. 2026;



VESALIUS-CV: Baseline Characteristics, mean LDL 3.15

All

CAD

CvD

PAD

High-risk Diabetes

N = 12,301 (100%)

Demographics

N =5,563 (45%)

N = 1,207 (9.8%)

N = 2,134 (17%)

N =6, 026 (49%)

Mean Age, years 65 66 66 65 66
| Female 42% 32% 51% 38% 50% |
Caucasian 93% 91% 98% 97% 92%
Region
Europe 69% 70% 85% 72% 64%
Latin America / South America 15% 9.3% 7.2% 21% 20%
North America 11% 11% 6.1% 5.7% 14%
Qualifying disease categories for inclusion
CAD without prior Ml 45% 100% 19% 15% 21%
CVD without prior stroke 10% 4.1% 100% 7.9% 4.3%
PAD 17% 5.7% 14% 100% 11%
High-risk diabetes 49% 23% 21% 31% 100%

CAD, coronary artery disease; CVD, cerebrovascular disease; MI, myocardial infarction; PAD, peripheral artery disease.

Adapted from Bohula EA et al. Am Heart J. 2024:269:179-190.
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VESALIUS-CV ; 55% LDL reduction; median LDL-C 1.16

A 3-Point MACE

1007 105 Hazard ratio, 0.75 (95% Cl, 0.65-0.86)
90— 94 P<0.001
— 3 8.0
X 80 7_ Placebo
Y 70- 6— 6.2
=
- 60+ >
S 4-
E 50+ 3 Evolocumab
2 40- 2+
= 14
3 30+
g 0 I | I | |
S 204 0 1 2 3 4 5
104
_ﬁ:—_ —
0 | | | [ |
0 1 2 3 < 5
Years
No. at Risk
Placebo 6128 5921 5726 5483 4176 1496
Evolocumab 6129 5948 5796 5623 4301 1560

Bohula EA, et al. N Engl J Med. 2026;



Available in Canada now -Bempedoic Acid
MOA similar to Statins but not in Skeletal Muscle

CLEAR Outcomes: Primary Composite Endpoint

Composite of CV death, nonfatal Ml, nonfatal stroke or coronary revascularization

209 Bempedoic acid (11.7%) vs. Placebo(13.3%)t
1.6% ARR?
HR 0.87, 95% Cl: 0.79-0.96, P=0.004

13% RRR
NNT 632

sy
(8]
|

Placebo

Bempedoic acid 180 mg QD

Cumulative Incidence
of MACE-4 (%)
>
1

| | 1 I || | 1

0 6 12 18 24 30 36 42 48 54 60

Months from Randomization
Number at Risk

Placebo 6978 6779 6579 6401 6206 5995 5105 2524 1207 513 55
Bempedoic Acid 6992 6816 6654 6472 6293 6106 5257 2601 1240 556 74

TNumber of events: Bempedoic acid 819 vs placebo 927

*The primary efficacy endpoint (MACE-4) is the time to first occurrence of an adjudicated event for a composite that includes death from cardiovascular cases, nonfatal Ml, nonfatal stroke, or coronary revascularization. ARR = absolute risk reduction; RRR = relative risk reduction; NNT =
number needed to treat; QD = once daily; Cl = confidence interval; MACE = major adverse cardiovascular events

CLEAR = Cholesterol Lowering via Bempedoic Acid, an ACL-Inhibiting Regimen; ACL = adenosine triphosphate citrate lyase

Nissen SE., et al. N Eng J Med. 2023; 388:1353-1364. Data on file, Esperion Therapeutics



Reducing The Risk of Major CV Events With IPE (Vascepa)

REDUCE-IT Trial Primary Endpoint
MACE-5P 30 -
o RRR=25% CV Death Placebo: 22.0%
h- ARR=4.8% RRR=20% .
NNT=21 — S
HR=0.75 [0.68-0.83] HR=0.80 [0.66-0.98] s
P=0.00000001 P=0.03 g 20
[
©
Population: 8,179 patients with established CVD or with diabetes and =
>1 CV risk factors who have elevated TG levels despite receiving statin f IPE: 17.2%
therapy E 10 -
Intervention: IPE 2 g BID §
Primary Endpoint: MACE-5P
Lipid Threshold for Initiation: TG=1.5-5.6 mmol/L 0 , , , , ,
0 1 2 3 4 5

Median follow up: 4.9 years . N
Years since randomization

Exeptional Access Form VERY easy to fill out!



PCSK9 —| coverage within a year post MI! LU 737!

LDL-C > 1.8 mmol/L or greater, OR non-HDL-C > 2.6 mmol/L, OR ApoB >0.7 g/L, despite
taking maximally tolerated dose of statins*; AND

*one moderate-to-high intensity statin (atorvastatin 20 mg or equivalent) for at least 4
weeks before treatment OR documented intolerance to at least 2 statins OR
contraindication to statin therapy.

Has had an adequate trial (4 weeks) of ezetimibe** if only modest reductions in
cholesterol targets are required (LDL-C 1.8 mmol/Lto < 2.2 mmol/L, OR non-HDL-C 2.6
< 2.9 mmol/L, OR ApoB 0.7 to = 0.8 g/L) despite taking a maximally tolerated statin

**trial of ezetimibe is not required if LDL-C > 2.2 mmol/L, non-HDL-C > 2.9 mmol/L, or
ApoB > 0.8 g/L, despite taking a maximally tolerated statin dose



Repatha is listed on the Ontario formulary as Limited Use (LU) Code 737 for eligible ACS
patients, effective March 31, 2026

Simplified Criteria*:
If an adult patient has been hospitalized for an ACS event in the past 52 weeks;
and is unable to meet cholesterol targets

Defined targets: Defined targets:
if LDL-C 1.8 to < 2.2 mmol/L OR if LDL-C >2.2 mmol/L
non-HDL-C 2.6 to < 2.9 mmol/L OR ApoB 0.7t0 <0.8 g/L | OR non-HDL-C > 2.9 mmol/L OR ApoB > 0.8 g/L
despite taking maximally tolerated statin$s therapy despite taking maximally tolerated statin$ therapy;
and having received an adequate trial of ezetimibe**;

they may now be eligible for Repatha under LU code 737,
if prescribed by a HCP with expertise managing post-ACS patients, and if no other PCSKD9i is being used.

*See specific criteria for full details!

§Maximally tolerated dose of statins includes one moderate-to-high intensity statin (i.e., at least atorvastatin 20 mg daily or equivalent) for at least 4 weeks before treatment
OR documented intolerance to at least 2 statins OR contraindication to statin therapy.

*An adequate frial is defined as at least 4 weeks of ezetimibe.

*A trial of ezetimibe is not required for patients with an LDL-C >2.2 mmol/L, a non-HDL-C >2.9 mmol/L, or an Apo-B >0.8 g/L, despite taking a maximally folerated statin dose
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Both magnitude and duration of LDL-C
exposure impact risk

Plaque burden can be calculated from LDL-C levels Risk of M| DOUBLES

and duration of exposure for every 1,250 (mg-yearS) incremental
increase in plaque burden

A
Cumulative LDL-C
exposure threshold

X

@nall

LDL-C level (mg) Time (years) Total plaque burden

Reducing plaque burden—at any age—positively impacts lifetime risk

Ference BA, et al. J Am Coll Cardiol. 2018;72:1141-1156.



We have choices!

Statins- the cornerstone ~ 50% LDL lowering

Ezetimibe ~ 15- 20% LDL lowering

NILEMDO™ (bempedoic acid) ~ 20% LDL lowering

PCSK9-| & Modulators 50-60% LDL lowering



You don’t see what you are preventing!




https://cardiometabolicprevent.ca

Cardiometabolic Prevention Clinic Our Team Healthcare Professional Training and Resources
% CARDIOMETABOLIC g
sl PREVENTION CENTRE

Patient Education and Resources

[=][ 5 =]

Patient Education and
Resources

Browse through the
various tools and
resources to learn how

you can manage your
heart health.
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