11/10/23

PEER Simplified Lipid Guideline 2023 Update

Prevention/management of CVD in Primary Care

Adrienne Lindblad, Mike Kolber, Nic Dugré
CFPC, PEER, U of A, U of Montréal, & CIUSSS du Nord-de-I'lle-de-Montréal

0 Qo.M The College of [FFFE] Le Collége des
Satidens p E E R S Family Physicians [¥fJ¥| médecins de famill
EEEEEEEE fC o L7

of Canada du Canada

1

AL

Faculty/Presenter Disclosure: Adrienne Lindblad

» Speakers Bureau/Honoraria: Alberta College of Family Physicians,
Saskatchewan College of Family Physicians, Alberta Pharmacists
Association, University of Saskatchewan, , MEME, CSHP-SK

* Consulting Fees: N/A
* Grants/Research Support: N/A

e Patents: N/A
e Other: Salary — College of Family Physicians of Canada

0 Qo .DIrrmuo: The College of [FF¥F] Le Collége des
P Pivi VS p E E R i Family Physicians [¥fJ¥| médecins de famill
nnnnnnnn *f4¥ du Canada

of Canada

2



11/10/23

Kolber Disclosure

* Relationships with financial sponsors:
* Grants/Research Support: CIHR (BedMed Study)
* Expenses or Honoraria: only not for profit organizations
* ACFP, Alberta Health (Expert Drug Committee), SRPC, AMA, CCFP
* Consulting Fees or Patents: N/A
* Other: Employee University of Alberta
* EMPRSS: Electronic Medical Procedure Reporting Systems

* Medical Director: Backcountry ski lodge
Q UNIVERSITY
437 OF ALBERTA™

® o . I == e
sochs e P R

EER:::
YTV YY) o N Y

3

Faculty/Presenter Disclosure: Nicolas Dugré

* Speakers Bureau/Honoraria: CCFP, Ordre des pharmaciens du Québec,
Fédération des médecins omnipraticiens du Québec, Fédération des
pharmaciens du Québec, Association des pharmaciens du Saguenay-Lac-St-
Jean, Familiprix, Uniprix, Brunet, Société Québécoise de la douleur,
Pharmascope, EnsemblelQ

* Consulting Fees: N/A
* Grants/Research Support: Réseau-1 Québec

* Patents: N/A
* Other: Salary — University of Montréal, CIUSSS Nord-de-I’lle-de-Montréal

© 0 . I\ == s
o ® ® o EER ;;;;;;;;
m-.P EEEEEEEE

nnnnnnnn

4



11/10/23

AL

Guideline Principles

* By Primary Care for Primary Care
* Evidence-based
* Patient-centred/patient orientated outcomes
* Simplified

* Focus on Primary Prevention, Shared Decision Making
* GRADE/Institute of Medicine
* No financial COI

o °||l.iii° s PEER & JAMA 2013; 309 (2): 139
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What goes into Evidence-Based Guideline Update?

| 2015 Simplified |
I Lipid Guideline
|

Medications | & Rapid Reviews ! Guideline Panel
8 Systematic Review T _I_ - Questions
of Systematic Reviews Carry forward a few 10 Rapid Reviews

\ recommendations /

PEER Simplified Lipid
Guideline 2023 ‘Update’
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Recommendations that carry forward

* Start screening at age 40 in males and 50 in females

* No fasting for lipid tests

* For patients with existing CVD, no risk estimation needed

* Lifestyle still recommended (Mediterranean Diet and activity)

* For primary prevention patients, (do a Risk Estimation with all lipid tests)

* No lipid targets and no repeat testing on statins.

* CK & ALT not required

s
NCE

vvvvvvvv
nnnnnnnn

AL

7

Two Different Beliefs in Lipid Management

Target your Treatment
(fire and forget): if a
medicationd, CVEs 2>
discuss possible benefits
(and harms) with patients

Patient

PN

| CV Risk Estimate |

{

MK

Treat to Target:

If studies show the association
between higher LDL and greater
risk of CVD, then meds that {, LDL

Lipid Levels must {, CVD and should be offered.

l The lower the better.

| Patient Orientated Outcomes | Lipid Targets

!

v

Use Medications that |, CVE

Veterans 2020, PEER 2015
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USPSTF 2020

Attempt to achieve targets with any med
or combination of medications

CCVS 2021, AHA 2018, ESC 2021

Circulation 2019;139(25):e1046; Ann Intern Med 2020;173(10):822;
Can J Cardio 2021;37(8):1129; CFP 2015; 61(10): 857, Eur Heart] 2021;42(34):3227
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Top 10 Reasons Simplified Guidelines Don’t Have Targets

1. No evidence targets better than fixed dose:
- 1 RCT (Lodestar) targets vs fixed higher intensity, no diff in CVD or Mortality,
but targets led to more test (>7)
2. Attained LDL levels:

- Should be associated with
better CHD reductions.
They are not.

3. Statin RCTs use fire &
forget.
4. Some RCTs didn’t even enroll for lipids:
- ASCOT: enrolled on hypertension.
- Jupiter: enrolled on CRP.
0090,
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Top 10 Reasons Simplified Guidelines Don’t Have Targets

5. Guidelines recommending targets acknowledge lack of evidence,

- CCS 2021: “no clear target to which LDL-C or non HDL-C or ApoB levels
should be lowered is clearly identified in RCTs.”

- ESC/EAS 2019: “aware of the limitations ... of evidence and accepts that
RCTs have not examined different LDL-C goals systematically...”
6. Other Guidelines like the US Preventive Task Force & Veterans
Affairs guidelines use risk and have no LDL or surrogate targets.

7. Frustration: Hitting targets is not possible for many (~*50% not at
LDL target on max statin therapy)*

8. Basing treatment on risk (vs lipids) maximizes benefits
- Patients with low LDL but higher risk not missed.

[ ] s
samaas PEER©  * cMAJ 2008;178(5):576-84.
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Top 10 Reasons Simplified Guidelines Don’t Have Targets
9.

1

temptation for escalating medications)
0. And,...

Less testing for patients, less labs for us, less cost (labs and
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We need to
Understand Risk

For CVD,
It starts with screening to find
those at risk of having an event
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10 years

. . 50 y.0. male A
How often do we test Lipids? BP= 120
Non-smoker
No diabetes
* Variability around cholesterol tests Tot Chol 5

(Total, LDL or HDL) = 10-20% 06066688 HDL 1.0
* Cholesterol changes per year: <1% & 91.3% Nowent

..‘ 8.7% Total with an event

4

* Does Cholesterol or Age impact risk
more?

* From age 50 to 60: risk up ~70%.

* Total Cholesterol up 1%/yr for 10 yrs
(5 to 5.5 mmol/L): risk up ~10%

w\{', 85.3% No event \'-";w 83.8% No event

—
ATIEN o 9 i R 0, i e (

Y ' p REJF&RCE @, 14.7% Total with an event @ 16.2% Total with an event &0
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What about ancillary tests to assess CVD risk?

* Risk Calculators are ~0.75 at prediction (Area-Under-the Curve - AUC)
- AUC Changes: Large 20.1, Moderate 0.05-0.1, Small 0.025-0.05, Very Small <0.025

Lipoprotein (A) Apolipoprotein B Coronary Artery Ca+ Score
- Adding to risk - Adding to risk - Alone: AUC 0.70-0.77
calculation AUC calculation AUC

- Adding to risk calculation:
AUC 0.036-0.05 better

- RCTs coming

0.0017 - 0.004 0.002-0.02
- Alone: RR 1.00-2.21 - Alone: RR 1.03-2.87

Adding Lp(a) Apo(B) or CAC to traditional risk factor calculators results in
very small to small improvements in prediction

o ® o o
asfden’s pE E R:Z‘siizii * Risk Ratios included Hazard Ratios, Relative Risks, and Odds Ratios.
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Cholesterol Tests Recommendations

* When reassessing CVD risk in patients not taking lipid-lowering
therapy, we suggest reassessing lipids no more than every 5
years and preferably 10, unless risk factors change.

* We recommend against the use of repeat lipid testing and
cholesterol targets after a patient begins lipid-lowering therapy.

* We suggest against adding CAC
scores to CVD risk assessment.

* We recommend against using Lp(a)
or apoB to determine a patient’s
CVD risk.
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Medications:
Kind-of a Big Deal
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Drug Systematic Patients
Reviews Medicines
Bile Acid (4 RCTs) 53-3,806 We included
Sequestrants 76 Systematic
Ezetimibe 3 18,921-23,499 Reviews
Fibrates 3 16,112-46,099 (+6 RCTs)
Niacin 5 34,294-39,195
Omega 7 65,819-149,051
EPA (e.g. icosapent) | 2 (2 RCTs) 8,179-18,645
PCSK-9 inhibitors 26 6,281-97,910
StatInS 30 625_192;977 The College of [¥FJ%] Le Collége des
I T T T ey e GRS e G
17
ND
Ev'denéigel)'gamty Drug All Primary
( ) Patients Prevention
(for MACE) Bile Acid Sequestrants | Very Low Very Low
Ezetimibe Moderate Very Low
Evidence issues: Various Fibrates Moderate Very Low
MACE definitions, quality — -
concerns, non- Niacin High No Data
representative population, | Omega Moderate No Data
precision of estimate, etc. EPA (e.g. icosapent) Moderate* Low
PCSK-9 inhibitors Moderate Very Low
Statins Moderate Moderate
o 'l‘HI'n sPEER: * 2 RCTs: one low and one high
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Outcomes for lipid lowering agents

Intervention MACE All-cause mortality
Maodian RR [ctat cian/N) [Maodian RR [ctat cign/N)
IBAS . . )
(Ezetim Primary Prevention )
|Fibrate MACE All-Cause )
Niacin Mortality )
|Omeg4ll Statins | 0.75 (6/6 SR) 0.91 (4/8 SR) )
|EPA on )
PCSK9 Inhibitors 0.84 (14/14 SR 0.93 (1/17 SR)
Statins 0.74 (6/6 SR) 0.91 (6/8 SR)

-

° @ oo DELCD: ik

uastdeat PEER Famil
EEEEEEEE P

ND

The C
ily Pl

Pt

19
ND
Medication Evidence Overview
Medication MACE All-cause
Mortality
Statins: 25% 10% Only agent that decreases all-cause mortality.
1 preven.tion- mod dose Muscle symptoms (1%t year): 15% vs 14%
Fibrates 0-14%* NSS *Qverall, no diff when added to statins
imi ~7% NSS Limited evidence in 1’ prevention or
Ezetimibe
(added to statins) monotherapy
PCSK9i 15% NSS Limited evidence in 1’ prevention or
(added to statins) monotherapy. Re-analysis questions results!
$$SS
EPA (Icosapent) ~20% NSS Limited evidence in 1’ prevention. Risk of AF,
added to statins bleeding. $S5$
Niacin, Omega 3s, BAS: no convincing evidence of benefit
sosans PEER 1BMJ Open 2022;12:¢060172. doi:10.1136
20
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Others Issues with Interventions

* Fibrates don’t add any benefit when someone is on a statin

* Eicosapentaenoic acid (EPA) (icosapent, Vascepa®)
- Efficacy: Reduced MACE (23%), Not all-cause mortality.
- Issues: 2 RCTs (1 open-label), conflicts with Omega-3s, placebo effect
unclear

- Harms: Increase A fib from 3.9% to 5.3%; Total bleeds up ~0.5% (over
4.5-5 yrs)

21
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Medication Recommendations

* In primary prevention,

- Patients with 10-y CVD risk of >20%, recommend discussing statins (high-
intensity)

- Patients with a 10-y CVD risk of 10-19%, suggest discussing statins (moderate-
intensity).

- Recommend against non-statin lipid drugs (monotherapy or combined with
statins)
* In secondary prevention,

- Recommend, discuss and encourage high-intensity statin.

- If additional CVD risk reduction desired, recommend discussing ezetimibe or
PCSK9.

- Due to potential harms (a fib, bleeding), consider icosapent after above.

0 Qo .DIrrmuo: The College of [¥F¥¥| Le Collége des
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Issues on Statins:  Life’s Complicated

Sdaie: PEER Tl e
23
ND 197 Muscle Ach
. uscle Aches
Statin Intolerance vs muscle aches are common o
Meta-analysis: 23 RCTs, 154,664 pts x4.3 yrs Zz:
e 1styear: 14.8% statins vs 14% placebo 50 -
* After 1 year, similar event rates (~15.0%) 40 -
* Subgroups similar 30~
*  Mean CK ~2% higher ?EMMH .....
* Muscle injury + CK 10x normal — 7.7 vs 4.4 in 100,000 SELEEEEEE LR

e 3 n-of-1 trials (8-200 patients, statin intolerance): random to 3-4 cycles of ~3-8
weeks of statin, placebo, and no-pill. Muscle symptom scores (0-100):
- Statin vs placebo: no difference. Statin vs no-pill: 16 versus 8 (no-pill).

Bottom-Line: Statins unlikely (~1 in 15) the cause of most muscle symptoms.

00 9@ o, o
m EviDENCE TOOLS FOR PRACTICE #334 | Feb 20, 2023.

12



11/10/23

ND
Statin Intolerance: Try a Different Drug?
« Statins only med with consistent evidence of benefit
* No RCTs specifically enrolling statin intolerant patients
* In patients who do not tolerate a specific statin regimen due to non-severe muscle
adverse effects, we recommend any statin intensity over non-statin lipid therapy.
OPTIONS PRIMARY PREVENTION
Same statin at Lower dose Sug.g.eSt aga“.’]St il
same dose or intensity lipid lowering therapy
: SECONDARY PREVENTION
Different Alternate
statin day dosing Suggest discussing ezetimibe, fibrate, PCSK9
inhibitor or EPA ethyl ester (icosapent)
25
MK

Special Groups
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Statins in Older Adults

Primary prevention: For patients 65-75

years, statins likely result in a 16-39% #

relative ¢, in MACE.

* For patients >75, the benefit of
initiating statins is unclear.

Secondary Prevention: >65 years, statins #
result in consistent ~20% RRR MACE.

rrrrrrrr

e PEER CTTC: Lancet 2019; 393(10170):407
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Statins and Cognition

* 2014 (TFP) & 2015 (Guideline): No evidence association of statin & cognitive
decline. Since then,....
* Systematic rev of RCTs: 1 RCT (20,536 pts x 5 yrs): 0.3% both groups
- 3 other RCTs (732-2,361 pts), statin vs placebo, x5-7 yrs: No increase risk.
* Systematic revs of observational studies (<9,162,509), statin vs no, x1-25 yrs:
- All-cause dementia (16 studies) & Alzheimer’s disease (14 studies): RRR 15-28%
- Vascular dementia (4 studies): no difference.
* Cognition Scores (4 systematic revs): statin vs placebo with/without baseline
cognitive impairment. No difference in MSE, Telephone Interview Cognitive
Status, and others.

* Bottom-Line: There is no evidence that statins worsen cognitive
function.

0 Qo .DIrrmuo: The College of [¥F¥¥| Le Collége des
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Statins in Elderly and Cognition: Recommendations

* In primary prevention patients over the age of 75, we recommend against lipid testing
and the assessment of risk using a CVD risk calculator.

* We suggest against the routine initiation of statin therapy for primary prevention in
patients over age 75. However, it may be reasonable to discuss the benefits and risks of
statin therapy for primary prevention in some patients over age 75 whose overall health

status is good.

* In patients over age 75 who have had a cardiovascular event, we recommend clinicians
discuss the benefits and risks and encourage the initiation of statin therapy with
patients.

* In patients already taking and tolerating a statin, we recommend against stopping the
statin or reducing the dose just because patients have aged beyond 75 y.

* We recommend against altering statin prescribing for cognitive concerns.

29
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Guideline
take homes
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Updated PEER Simplified Decision Aid AL
Shared Decision Making

diovascular
UETe[I3M English (EN) v

1. Estimate your risk 10-year risk of cardiovascular disease 2.Choose your treatments

(heart attack, angina, heart failure, stroke, or intermittent claudication) R .
Lifestyle options

Where do you live? Canada (Framingham) v Your risk 8.1% With treatment 8.1%

How old are you? g years
What is your sex?
Do you currently smoke?
Do you have diabetes?

l O Mediterranean diet ]

l O Physical activity ]

Medication options (only select one)

l 0 Statin (low to moderate dose)

[0 statin (high dose)

What is your systolic blood pressure? l O Ezetimibe
—oQ— mmHg
Do you take medications for blood pressure? l o Fibrates
O Single blood pressure medication

What is your total cholesterol?
—Pg— mmol/L

What is your HDL cholesterol?

—— mmol/L

)
J
)
[o_pcsk inhibitor ]
|

(thiazide, ACEI/ARB, or CCB)

EMR Note/Share Link

PEER Simplified Lipid Guideline

Patient Handout

NoEvent  Treatment Benefit Event

© @

[ ] sarints . . .  The G f [¥IJ%] Le College des
sosans PEER:  https://decisionaid.ca/cvd/ i i () it i
31

Treatment Algorithm MK
(Excludes familial hypercholesterolemia)
Who to screen and when

Primary Prevention (no previous CVD)

Men 40-75 years ° Compelling risk factor (examples:
Women 50-75 years family history, diabetes, smoking)

Secondary Prevention
(previous CVD)

Everyone gets Lifestyle

Calculate patient’s 10-year cardiovascular risk*

Risk 10-19%

Everyone gets Risk Estimated

Risk >20%

Encourage healthy lifestyle.”

8 Encourage healthy lifestyle.! Encourage healthy lifestyle.!
Suggesf [easumate Suggest discussing statins Recommend discussing statins o 0 o
rikin 1o yamr. (reteratly (refeably igh incensiy). Risk <10%, repeat in 5-10 yrs
L |
* Risk levels based on Framingham, the only *
10-year calculator validated in Canada. r j

1 Lifestyle Includes smoking cessation, physical R' k 10 190 ff d t t'
actiy and the Medlterranean die IS = 0, OTTer moa statin
CVD = cardiovascular disease
Eo e e et + Suggest re-estimating + No repeat lipid testing.
PCSKS = proprotein convertase subtlisin-kexin type & cardiovascular risk in + No baseline creatine kinase
510 years, sooner if risk

e ity . Risk 220%, offer high statin

Statin (mg) ~ Low | Moderate | High For secondary prevention, if additional cardiovascular risk

Atorvastatin 5 10-20 | 40-80 reduction is desired beyond maximum statin dose:

Pravastatin | 1020 | 4080 + Recommend discussing ezetimibe or PCSK9 inhibitors. . . .

Roswassatn |25 | 510|340 © Due to adverse events, suggest EPA ety ester lcosapent) On statin: No further lipid test
Svasen | 290 | @ | - only after ezetimibe or PCSKS inhibitor considered.

or CK or ALT unless indicated

Benefit of Statin Therapy

Sample Patient, Statin Option Relative Absolute New 10 year 5
VD Risk over 10 years Risk Reduction Risk Reduction Risk on Therapy Pote n Cy an d be n Efl ts
—
Moderate Intensity 25% 5% 156 Collége des
& 20% High Intensity I 5% 7% | e Family Physicians | TF1% s de famill
of Canada \&fd¥
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Lipid Lowering Agents

CVD Relative

MK

* 0% if added to statins; up to 14% if not on a statin
EPA = eicosapentaencic ackd; CVD = cardiovascular disease

'RuFiles PEER/ACFP Pricing Docurment

Management of Muscle Symptoms Related to Statins

Out of 100 patients on statins,
15 report muscle symptoms,
but only 1 is due to statins

[
L3 OPTIONS

Q:Why do PEER guidelines recommend against
targeting LDL levels?

A: The vast majority of clinical trials have prescribed

fixed statin doses based on CVD risk. Best evidence

suggests both strategies (targeting LDL levels o

using statins at proven doses) are similarly effective

in reducing CVD risk. Targeting cholesterol levels

is more complex than use of proven doses. A

Same statin at Lower dose

same dose or intensity
Different Alternate
statin day dosing

FAQ & Helpful Resources

Q: Which cardiovascular decision aid should | use?

Canada.

A: There are many cardiovascular risk calculators.

The Framingham model has been validated in

Drug Prescribing Conslderations Risk Reduction 90-day cost'
Statins . sent th, alk-c mortality. 25-35% $30-50 .
e ™ Benefits, Adverse Effects and
* Do not worsen cognition or dementia.
Ezetimibe * Mostly studied when added to statins in seconda revention. 7% $30-45
e e - Costs and some evidence
PCSK9 . ly added to statins in Y ~15%
inhibitors * Injection site reactions: 3.5% versus 2.1% placebo.
« Subcutaneous injections q 2 weeks: Alirocumab 75-150mg or
evolucumab 140mg.
Fibrates * Increase serum creatinine (2-11% more than placebo), pancreatitis (~0.1% 0-14%* $60-150
more), altered liver function tests (~5% more) exampile: fenofibrate.
EPA ethyl ester | * Mostly studied when added to statins. ~20% $1000
i * Atrial 3% versus 3.9% placebo), serious bleeds
{2.7% versus 2.1% placebo; 2g BID.

PRIMARY PREVENTION
Suggest against non-statin
lipid lowering therapy

Risk of muscle symptoms on
statins and what to do

SECONDARY PREVENTION
Suggest discussing ezetimibe, fibrate, PCSK9
inhibitor or EPA ethyl ester (icosapent)

Frequently asked questions
& QR code links to resources

(https:

simplified approach of using proven doses reduces lifestyle changes?

the burden of unnecessary testing for both patients A: Encourage smoking cessation. Providing

and health professionals. Read more about this ‘exercise prescription and information about the
issue in the guideline. Mediterranean diet may be helpful.

calcvd), based on
has been created for this guideline.

Q: How can | help patients with positive

The College of

Family Phy

méde
du Canada

cians
nada
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&
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Le Collége des
ins de famill

Patient Handout

What can | do to lower my risk?

Stop smoking: This is likely the best
thing you can do for your health. If you
need help, talk to a healthcare provider.

Eat a Mediterranean
diet: This diet typically
includes lots of F
vegetables, fruits, Fish, &
nuts, and olive oil.

ol

gl

Increase physical activity: Find an
activity you enjoy and can stick with!
One type of physical activity is usually
not better than another.

Consider medicines: Based on your
risk, your healthcare provider may
suggest a statin (e.g., atorvastatin
and rosuvastatin).

Healthy Patients & Cholesterol Management:
Frequently Asked Questions

For people who have not had a heart attack or stroke

How often should | have my
cholesterol checked?

Your cholesterol changes slowly, about one
percent every year, so we don't need to check
your cholesterol more than every 5 to 10 years. If
you are taking a medicine called a statin, you don't
need to recheck your cholesterol. Statins help
prevent heart attacks and strokes no matter what
your cholesterol is.

Health care providers used to check cholesterol
every year. They now use cholesterol as one part of
your overall risk of having a heart attack or stroke.

What is my risk of having
a heart attack or stroke?

Use this link to the PEER
Cardiovascular Decision Aid and
talk to your health care provider

How well do statins work?

as they do with statins.

healthcare provider.

Your cholesterol is one of many known risk factors for heart attack or
stroke. Other risk factors include age, sex, smoking, blood pressure,
and other conditions such as diabetes.

What can | do to lower my risk?
Stop smoking: This is likely the best
thing you can do for your health. If you
need help, talk to a healthcare provider.
/ Eat a Mediterranean
diet: This diet typically
includes lots of

vegetables, fruits, Fish,
nuts, and olive oil.

Increase physical acti

_@ activity you enjoy and can stick with!
One type of physical activity is usually
not better than another.

risk, your healthcare provider may
suggest a statin (e.g., atorvastatin
and rosuvastatin).

ﬁ Consider medicines: Based on your

Statins may lower the risk of heart attacks and strokes by 25 percent. For example, if your 10-year risk of
having a heart attack or stroke is 20 percent, a statin can lower your risk to 15 percent. Statins are the only
cholesterol medicine that may lower your risk of dying. Statins are generally well tolerated. Some patients

report muscle pains; however, muscle pains occur as often with a placebo (a pill that contains no medicine)

If you have questions about this information, go to the PEER cardiovascular decision aid or talk to your

2023 PEER Simplified Lipid Guideline Update.
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Thank you
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A simplified approach to lipid
management for busy family doctors!

Read the
guideline today!
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