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Introduction: Pamela B. Morris, MD, FACC

COMING TO CONSENSUS IN A NEW ERA: THE ROLE
OF NON-STATIN THERAPIES
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2013 Cholesterol Guidelines:
Recommendations for Initiating Statin Therapy

Heart healthy lifestyle habits are the foundation of ASCVD prevention
(See 2013 AHAS/ACC Lifestyle Management Guideline)

] ves 1A
( Adults age >21 y and Yes

a candidate for statin therapy

E" Definitions of High- and

oderate-Intensity Statin Therapy

(See Table 5)
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2013 Cholesterol Guidelines:
Recommendations for Initiating Statin Therapy - 2
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(" In selected individuals, additional )
factors may be considered to inform

ireatment decision making:

4

5%-<7.5%
10-y ASCVD risk

(Moderate-intensity
statin)

Clinician-Patient Discussion

Prior to initiating statin therapy, discuss:

1. Potential for ASCVD risk reduction benefit§

2. If decision is unclear, consider primary LDL-C =160 mg/dL, family history of premature
ASCVD, lifetime ASCVD risk, abnormal CAC score or ABI, or hs-CRP >2 mg/L}

3. Patential for adverse effects and drug-drug interactions
4. Healthy lifestyle

5. Management of other risk factors

6. Patient preferences

[ Ermphasize adherenca to lifsstyle
Manage other risk factors
L'\P'Dn".’or adherence

—Mo to statinj

—Yes lo statin 1

-~
Encourage adherence to lifestyle
Initiate statin at appropriate intensity
Manage other risk factors

LMconitc\r adherence (See Fig 5)
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2013 ACC/AHA Cholesterol Guidelines
Recommendations on Use of Non-Statins

“Clinicians treating high risk patients who have a less than anticipated
response to statins, who are unable to tolerate a less than recommended
intensity of a statin or who are completely statin intolerant, may consider
the addition of non-statin cholesterol lowering therapy...”

“In this situation, this guideline recommends clinicians preferentially
prescribe drugs that have been shown in RCTs to provide ASCVD risk-
reduction benefits that outweigh the potential for adverse effects and
drug-drug interactions and consider patient preferences.”

ACC Latin America
Conference 2016

J Am Coll Cardiol 2013;2889-934.



September 2015: 2" “LDL: Address the Risk Think Tank”

Multi-stakeholder quality initiative to improve patient outcomes by driving
awareness of gaps in lipid management

Expert clinicians, patient advocacy groups, health plans, pharmacy benefit
managers, drug manufacturers, EHR vendors, and health systems

Identified need for expert consensus guidance regarding incorporation of
non-statin therapies into treatment strategies for higher-risk patients
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Provide more specific guidance on the adequacy of statin therapy and whether or
when to use non-statin therapies if response to statins is deemed inadequate or less

than anticipated

Extend beyond 2013 evidence base to incorporate recent trial data and address
current gaps in care for LDL-C lowering to reduce ASCVD risk

— HPS2-THRIVE (niacin/laropiprant)
— IMPROVE-IT (ezetimibe+simvastatin)

Consider use of drugs FDA-approved after publication of 2013 guideline (alirocumab,
evolocumab)
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EXPERT CONSENSUS DECISION PATHWAY

2016 ACC Expert Consensus Decision
Pathway on the Role of Non-Statin
Therapies for LDL-Cholesterol

Lowering in the Management of
Atherosclerotic Cardiovascular Disease Risk

A Report of the American College of Cardiology Task Force on Clinical Expert Consensus Documents

[Endorsed by the National Lipid Association]

Writing Donald M. Lloyd-Jones, MD, FACC, Chair Margo B. Minissian, PuDc, ACNP, AACC
Committee Pamela B. Morris, MD, FACC, Vice Chair Carl E. Orringer, MD, FACC, FNLA*
T — Sidney C. Smith, Jr, MD, FACC
Christie M. Ballantyne, MD, FACC
Kim K. Birtcher, PaarmD, AACC
David D. Da]y, Jr, MD *National Lipid Association Representative.

Sondra M. DePalma, MHS, PA-C, CLS, AACC
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2016 Expert Consensus Decision Pathway
Questions Addressed

1. In what patient populations should non-statin therapies be considered?

2. Inwhat situations should non-statin therapies be considered?

— When is the amount of LDL-C lowering less than anticipated, less than desired,
or inadequate, and which treatment options should be considered in patients
who are truly statin intolerant?

3. If non-statin therapies are to be added, which agents or therapies should
be considered and in what order?
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* Thresholds for consideration of net benefit

— Maximally-tolerated statin therapy

— Percent LDL-C reduction: Achieve 250% LDL-C reduction on high-
intensity statin, or >30% to <50% reduction for moderate-intensity statin

— May consider absolute LDL-C levels (or non-HDL-C in patients with DM)
as factors

WG emphasizes that these are not firm triggers (not “goals”) for adding
medication but factors that may be considered within the broader context of
an individual patient’s clinical situation
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2016 Expert Consensus Decision Pathway
Non-Statin Therapies Considered

* Ezetimibe
* Bile-acid sequestrants (BAS)

* PCSK9 inhibitors
— Alirocumab, evolocumab

* Mipomersen
For selected pts with HoFH

* lomitapide under care of a lipid specialist

 LDL apheresis

* Niacin NOT routinely recommended
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2016 Expert Consensus Decision Pathway
Patient Populations Addressed

PATIENT POPULATIONS ADDRESSED: 4 STATIN BENEFIT GROUPS

Adults =21 years of age h /Adults =21 years of age h /Adults aged 40-75 years h (Adults aged 40-75 years
with clinical ASCVD, on with LDL-C =190 mg/dL without ASCVD but with without clinical ASCVD or
statin for secondary (not due to secondary diabetes and LDL-C diabetes, with LDL-C
prevention modifiable causes), on 70-189 mg/dL, on statin 70-189 mg/dL and an
statin for primary for primary prevention estimated 10-year risk for
prevention ASCVD of =>7.5%, on statin
for primary prevention
(U 1 AN 1 AN 1 DA 1 /
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Decision Pathway Algorithms
General
( ammimmnsisth dntason e ) G — Patient group addressed

|
g bt gl o e Threshold for considering
additional action

LOL=C <100 mg'dl] on maximally toberated statint

1. Address statm adaerence.
2 Mllnlifj'lllllrnll' imay carsider phytesterols)

Clinical actions to consider to
achieve desired response

o o high stanin if mot -hnd_u takirg.
A Eval for statin intoberance if ble to irke sty
statin.t © il i d e lipid ialist il statin intelerant.

5. Cortrol ether risk factors.

Patisnt has =50% LDL-C reducti Py - -
LOL=C <700 mgdl] on maxirmally toberated statnt -

Factors to consider in clinician-
patient discussion re: use of non-
statin therapies

CLIRICIAMN=-PATIENT DISCUSSE0OMN FACTORS TO CONS|DER

1. Petertial for additionsl ASCWD risk reduction from sddition of nen-statin
mmp:.- 1@ bower LOL-C (see Table 41

P I far ar drugedruag i tions froem ition of
meremstatin therapy (sse Table 3}

i Pazient preferences (cee Table 4)

Non-statin therapies to consider
in order

LA A A0t

[ Continue te meniter sdhersnce ta Continued monitoring for
and Pifestyle, and ¢- adherence and response

| LOL-C response to therapy.

o Diptienal nonestatin
. madlcatians te conshdar

[ Consider ezetimibe first §
4

Patient has =50% LDL-C reducti
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2016 Expert Consensus Decision Pathway
Summary: Patient Populations Addressed

PATIENT POPULATIONS ADDRESSED: 4 STATIN BENEFIT GROUPS

/’

Adults =21 years of age
with clinical ASCVD, on
statin for secondary
prevention

~

\

!

Ezetimibe first

PCSK9i may then be

added or replace
ezetimibe

agent first

LDL-C >190 mg/dI either

rlfAc‘luH:s >21 years of age Adults aged 40-75 years /Adults aged 40-75 years
with LDL-C =190 mg/dL without ASCVD but with without clinical ASCVD or
(not due to secondary diabetes and LDL-C diabetes, with LDL-C
modifiable causes), on 70-189 mg/dL, on statin 70-189 mg/dL and an
statin for primary for primary prevention estimated 10-year risk for
prevention ASCVD of =27.5%, on statin

for primary prevention
& / 2N

]

* Ezetimibe OR
PCSK9i may be
considered first

_/

|

Ezetimibe may be
considered

PCSK9i not recommended
in primary prevention
patients with DM

!

* Ezetimibe may be
considered

* PCSKO9i are not
recommended
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2016 ESC/EAS Guidelines for Management of

Dyslipidemias:

Table 11

Recommendations for treatment goals for low-density lipoprotein-cholesterol

Class®

Recommendations

ﬁn patients at VERY HIGH CV risk?,
an LDL-C goal of <1.8 mmol/L

(70 mg/dL) or a reduction of at
least 50% if the baseline LDL-C® is
between 1.8 and 3.5 mmal/L

(70 and 135 mg/dL) is
recommended.

/| In patients at HIGH CV risk’, an
LDL-C goal of <2.6 mmol/L

(100 mg/dL), or a reduction of at
least 50% if the baseline LDL-C* is
between 2.6 and 5.2 mmol/L

(100 and 200 mg/dL) is
recommended.

In subjects at LOW or MODERATE
risk? an LDL-C goal of <3.0 mmol/L
(<115 mg/dL) should be considered.
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Ref¢

61,62,
65, 68,
69,128

65,129

European Heart Journal. 2016; doi:10.1093/eurheartj/ehw272



2016 ESC/EAS Guidelines for Management of
Dyslipidemias:

Recommendations for lipid-lowering therapy in patients with acute coronary syndrome and patients
undergoing percutaneous coronary intervention

Recommendations

Itis recommended to initiate or continue high dose statins early after admission in all ACS patients without contra-
, regardless of initial LDL-C values.

target is not reached with the highest tolerable statin dose, ezetimibe
with statins in post-ACS patients.

3 rge o0 3 erable . p DITO D
considered on top of lipid-lowering therapy; or alone orin combmataon wrth ezeumnbe in statin intolerant patients or in 15,116

whom a statin is contra-indicated.
Lipids should be re-evaluated 4-6 weeks after ACS to determine whether target levels of LDL-C <1.8 mmol/L

(<70 mg/dL) or a reduction of at least 50% if the baseline is between 1.8 and 3.5 mmol/L (70 and 135 mg/dL) have been
reached and whether there are any safety issues. The therapy dose should then be adapted accordingly.

Routine short pretreatment or loading (on the background of chronic therapy) with high-dose statins before PCl should be |
considered in elective PCl or in NSTE-ACS,

ACC Latin America
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Clinical ASCVD
and baseline
LDL-C >190
mg/dL

Hecommendations fer the detection and treatment of patients with heterozygous tamilial
hypercholesterolaemia

I Recommendations

FH patients are recommended to be treated
with intense-dose statin, often in combination
with ezetimibe.

Treatment should be considered to aim at
reaching an LDL-C <2.6 mmol/L (100 mg/dL) or
in the presence of CVD <1.8 mmol/L

(70 mg/dL). If targets cannot be reached,
maximal reduction of LDL-C should be
considered using appropriate drug
combinations.

Treatment with a PCSK9 antibody should be
considered in FH patients with CVD or with
other factors putting them at very high-risk
for CHD, such as other CV risk factors, family
history, high Lp(a) or statin intolerance.

Children with FH should be educated to adopt
a proper diet and treated with statin from
8-10 years of age. Targets for treatment should
be LDL-C <3.5 mmol/L {135 mg/dL) at

>0 years of age.
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* Follow evidence-based 2013 ACC/AHA Cholesterol Guidelines for use of
lipid-lowering therapies to reduce ASCVD risk

* Engage in shared decision making to consider potential benefits and
harms of non-statin therapies

* Consider specific non-statin therapies only in higher-risk pts who have
inadequate response to statin or statin intolerance

* Individualize care for other patient groups

LA AU AU AU AU A AL A AU AU AU AU A AU AU AL AU AU AU AU AL AU AL AU A AL AU AL AU A AU A AU AL A AU A AL A A A A A
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Case Presentations




Case Presentation #1
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* A 61 vyo female presents with STEMI and undergoes PCI of
proximal LAD lesion.

— Mild hypokinesia of anterior wall, preserved LV ejection fraction
— Baseline LDL-C is 208 mg/dL (5.4 mmol/L).
— She is discharged on atorvastatin 80 mg daily.
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* Post STEMI/PCI follow-up in 8 weeks

— Reports adherence to medications and lifestyle recommendations, in cardiac
rehabilitation program.

— Repeat fasting lipid panel shows:
 Total cholesterol 218 mg/dL (5.6 mmol/L)
* HDL-C 44 mg/dL (1.14 mmol/L)
e LDL-C 142 mg/dl (3.67 mmol/L)
» Triglycerides 160 mg/dL (1.81 mmol/L)
e LDL-C reduction 32%
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ARS: Has this patient achieved anticipated LDL-C
lowering with high-intensity statin therapy?

e 1. Yes
e 2.No
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ARS: Which ONE of the following non-statin therapies
would you consider adding as first agent to achieve
additional LDL-C lowering?

e 1. Colesevelam
e 2. Nicotinic acid
e 3. Ezetimibe

e 4. PCSK9 inhibitor
* 5.None

foase | ACC Latin America
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Following clinician-patient discussion ezetimibe 10 mg is
added.

— Follow-up lipid panel in 8 weeks demonstrates:
* Total cholesterol 187 mg/dL (4.84 mmol/L)
 HDL-C 42 mg/dL (1.09 mmol/L)
e LDL-C114 mg/dL (2.95 mmol/L)
* Non-HDL-C 145 mg/dL
* Triglycerides 155 mg/dL (1.75 mmol/L)
e Total LDL-C reduction on combination therapy = 45%
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ARS: Has this patient achieved anticipated LDL-C
lowering with high-intensity statin therapy?

e 1. Yes
e 2.No
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ARS: Which ONE of the following non-statin therapies
would you consider adding to achieve additional LDL-C
lowering?

* 1. Colesevelam

* 2. Nicotinic acid

* 3. Ezetimibe

* 4, PCSK9 inhibitor
* 5. None
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Has this patient achieved anticipated reduction in atherogenic
lipoproteins?

Is the degree of lowering of atherogenic lipoproteins
acceptable?

Would you consider additional modifications to the patient’s
regimen?

What factors would you consider in the decision to further
modify the patients medical regimen?

A | ACC Latin America
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linical ASCVD
and baseline
LDL-C >190
mg/dL

( Patients with clinical ASCVD and baseline LDL-C =190 mg/dL not due to secondary causes,* on statin for secondary prevention )

( Patient has =50% LDL-C reduction (may consider LDL-C <70 mg/dL) on maximally tolerated statint E—

1. Address statin adherence.

2. Intensify lifestyle (may consider phytosterols).
3. Increase to high-intensity statin if not already taking.
4. Evaluate for statin intolerance if unable to tolerate moderate-intensity statin.
Referral to lipid specialist recommended if statin intolerant.
5. Control other risk factors.
&. Consider referral to lipid specialist and RDN for all patients, especially for homozygous FH.§

Patient has =50% LDL-C reduction
(may consider LDL-C <70 mg/dL) on maximally tolerated statint

o

of non-statin

CLINICIAN-PATIENT DISCUSSION FACTORS TO CONSIDER

1. Potential for additional ASCVD risk red from additi
therapy to lower LDL-C (see Table 4)

2. Potential for adverse events or drug-drug interactions frem addition of
non-statin therapy (see Table 3)

3. Patient preferences (see Table 4)

Decision for
no additional
madication

Optional non-statin med s to consider

lgemnn,

—

Consider ezetimibe ]

{or BAS second line. | [ Consider PCSK9 inhibitor. ]

!

Patient has >50% LDL-C reduction (may consider LDL-C <70 mg/dL)
on maximally tolerated statin/other medicationst

A

‘1. Repeat clinician-patient discussion.
2. Add other non-statin medication(s) above.
3. Consider referral to lipid specialist and RDN.

Patient has 250% LDL-C reduction (may consider LDL-C <70 mg/dL}
on maximally tolerated statin/ other medicationst

——

Continue to monitor adherence to
dications and lifestyle, and
[ Referral to lipid specialist and RDN ded LDL-C response to therapy.

ACC Latin America
Conference 2016

J Am Coll Cardiol. 2016;():. doi:10.1016/j.jacc.2016.03.519



Case Presentation #2
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* 41 yo male who is an ex-smoker with symptomatic peripheral

arterial disease and prior NSTEMI with PCI to LAD and OM1.
— Baseline fasting lipid panel:

 Total cholesterol 283 mg/dL (7.32 mmol/L)
e HDL-C 38 mg/dL (0.98 mmol/L) ﬁ
* LDL-C217 mg/dL (5.61 mmol/L)

* Triglycerides 142 mg/dL (1.60 mmol/L) -
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Patient now presents with recurrent NSTEMI/ACS.
He undergoes PCl to RCA without complications.

On admission he reports excellent adherence to therapy with

rosuvastatin 40 mg and lifestyle modifications.
— 41% reduction in LDL-C on high-intensity statin therapy

— Absolute level LDL-C 128 mg/dL (3.31 mmol/L)

<
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ARS: Has this patient achieved anticipated LDL-C
lowering with high-intensity statin therapy?

e 1. Yes
e 2.No
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ARS: Which ONE of the following non-statin therapies
would you consider adding as first agent to achieve
additional LDL-C lowering?

e 1. Colesevelam
e 2. Nicotinic acid
e 3. Ezetimibe

e 4. PCSK9 inhibitor
* 5.None
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Has this patient achieved anticipated reduction in atherogenic
lipoproteins?

Is the degree of lowering of atherogenic lipoproteins
acceptable?

Would you consider additional modifications to the patient’s
regimen? ﬁ

What factors would you consider in the decision to further

modify the patients medical regimen? N/ I
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Patients with clinical ASCVD with comorbidities,*
on statin for secondary prevention

|

C’aﬁent has =250% LDL-C reduction (may consider LDL-C <70 mg/dL or may considorﬁ

non-HDL-C <100 mg/dL in patients with diabetes) on maximally tolerated statint

- T
c I I n I ca I AS CV D Address statin adherence.
Intensify lifestyle (may consider phytosterols).
°
with

Increase to high-intensity statin if not already taking.
. e, ®
comorbidities

Evaluate for statin intolerance if unable to tolerate moderate-intensity statin.3
Consider referral to lipid specialist if statin intolerant.
Control other risk factors.
(DM, recent acute ASCVD
event, ASCVD event while on
sta tin, baseline LDL-C 2190 CLINICIAN-PATIENT DISCUSSION FACTORS TO CONSIDER

1. Potential for additional ASCVD risk reduction from addition of non-statin

mg/d/’ uncontro//ed major RFS, therapy to lower LDL-C (see Table 4)

2. Potential for adverse events or drug-drug interactiens from addition of

e/e va t-ed Lp (a)’ CKD) non-statin therapy (see Table 3)

3. Patient preferences (see Table 4)

ol

o

Patient has 250% LDL-C reduction (may consider LDL-C <70 mg/dL or may consider
non-HDL-C <100 mg/dL in patients with diabetes) on maximally tolerated statint

Decision for
no additional
medication

H
6 Optional non-statin é
= medications to consider =
L J L J
Consider adding or replacing
with PCSK? inhibitor second. |

Continue to monitor adherence to
medications and lifestyle, and
LDL-C response to therapy.

Consider ezetimibe first.§ ’

4 y y

Patient has =50% LDL-C reduction (may consider LDL-C <70 mg/dL or may consider
non-HDL-C <100 mg/dL in patients with diabetes) on imally tolerated statint
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