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PURPOSE:

Recommendations for treatment of Blood Cholesterol to reduce Atherosclerotic Cardiovascular
Disease (ASCVD) risk in adults. Focus is placed on the appropriate intensity of statin therapy
with a move away from specific LDL target values. Emphasis is placed on heart healthy lifestyle
and dietary habits as the foundation for reducing ASCVD risk.

OVERVIEW:

This guideline describes assessment of risk factors, screening for hyperlipidemia, and treatment
of hyperlipidemia for adult risk groups, based on latest guidance (2013) developed by the
American College of Cardiologists and American Heart Association

PRACTICE GUIDELINE:

The practice guideline is based on the 2013 guidance Treatment of Blood Cholesterol to Reduce
Atherosclerotic Cardiovascular Disease in Adults released by the American College of
Cardiologists (ACC) and American Heart Association(AHA) developed in conjunction with the
National Heart Lung, and Blood Institute.

Major Recommendations:

A. Guideline is based on a comprehensive set of data from randomized control trials(RCT’s)
from which 4 statin benefit groups were identified that focus efforts to reduce ASCVD
events in secondary and primary prevention. Focus is on Atherosclerotic Cardiovascular
Disease (ASCVD Risk) Reduction: 4 Statin Benefit Groups

1. ldentification of 4 Statin Benefit Groups- in which the potential for an ASCVD risk
reduction benefit clearly exceeds the potential for adverse effects in adults with:

Individuals with clinical ASCVD

Individuals with primary elevations of LDL-C greater than or equal to 190 mg/dL.

Individuals 40 — 75 years of age with diabetes with LDL-C of 70 — 189mg/dL.

Individuals without clinical ASCVD or diabetes who are 40 to 75 years of age

with LDL-C70-189md/dL and an estimated 10 year ASCVD risk of 7.5% or

higher.

B. Guideline identifies high intensity and moderate intensity statin therapy for use in
secondary and primary prevention.
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ASCVD Statin Benefit Groups
Heart healthy lifestyle habits are the foundation of ASCVD prevention.
In individuals not receiving cholesterol-lowering drug therapy, recalculate estimated
10-y ASCVD risk every 4-6 y in individuals aged 40-75 y without clinical ASCVD or
diabetes and with LDL—C 70-189 mg/dL.

Adults age >21 y and Yes Clinical
a candidate for statin therapy ASCVD

Definitions of High- and
Moderate-Intensity Statin Therapy
(See Table 5) LDL—C =190

mg/dL

High Moderate
Daily dose lowers | Daily dose lowers
LDL—C by appox. | LDL—C by appox.

=50% 30% to <50%

Diabetes
Type 1 or 2
Age 40-75y

Estimated 10-y ASCVD risk =7.5%*
High-intensity statin

\——/

=7.5% estimated
10-y ASCVD risk
and age 40-75 y

No

A 4

ASCVD prevention benefit of statin
therapy may be less clear in other groups
In selected individuals, consider additional factors
influencing ASCVD riskt and potential ASCVD risk
benefits and adverse effects, drug-drug interactions,
and patient preferences for statin treatment

Colors correspond to the class of recommendations in the ACC/AHA Table 1. This flow diagram is intended to
serve as an easy reference guide summarizing recommendations for ASCVD risk assessment and treatment.
Assessment of the potential for benefit and risk from statin therapy for ASCVD prevention provides the framework
for clinical decision making incorporating patient preferences.
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AHA/ACC. Table 5. High- Moderate- and Low-Intensity Statin Therapy Used in the Randomized
Control Trial’s (RCTs )reviewed by the Expert Panel)*

High-Intensity Statin Therapy Moderate-Intensity Statin Therapy Low-Intensity Statin Therapy

Daily dose lowers LDL-C by Daily dose lowers LDL-C by Daily dose lowers LDL-C by

approximately >50% approximately 30% to <50% <30%

Atorvastatin (401)-80 mg Atorvastatin 10 (20) mg Simvastatin 10 mg

Rosuvastatin 20 (40) mg Rosuvastatin (5) 10 mg Pravastatin 10-20 mg
Simvastatin 20-40 mgt Lovastatin 20 mg
Pravastatin 40 (80) mg Fluvastatin 20-40 mg
Lovastatin 40 mg Pitavastatin 1 mg

Fluvastatin XL 80 mg
Fluvastatin 40 mg bid
Pitavastatin 2—4 mg

Specific statins and doses are noted in bold that were evaluated in RCTs (18-20,24-39) included in CQ1, CQ2 and
the CTT 2010 meta-analysis included in CQ3 (21). All of these RCTs demonstrated a reduction in major
cardiovascular events. Statins and doses that are approved by the U.S. FDA but were not tested in the RCTs
reviewed by the Expert Panel are listed in italics. Individual responses to statins might vary in clinical practice.

*Individual responses to statin therapy varied in the RCTs. There might be a biologic basis for a less-than-average
response.

tEvidence from 1 RCT only: down-titration if unable to tolerate atorvastatin 80 mg in IDEAL (19).

tAlthough simvastatin 80 mg was evaluated in RCTSs, initiation of simvastatin 80 mg or titration to 80 mg is not
recommended by the FDA due to the increased risk of myopathy, including rhabdomyolysis.

bid indicates twice daily; FDA, Food and Drug Administration; IDEAL, Incremental Decrease through Aggressive
Lipid Lowering study; LDL-C, low-density lipoprotein cholesterol; and RCTs, randomized controlled trials.

Reviewed & Approved: PAC 3/18/15



PRACTICE GUIDELINES - HYPERLIPIDEMIA PAGE 4

Summary of Statin Initiation Recommendations for the Treatment of Blood Cholesterol to Reduce ASCVD
Risk in Adults

Heart-healthy lifestyle habits are I:h-i roumtiunof ASCVD prevention
{See 2013 AHAALCC Li gement Gui )

Age =21 y and a candidate
for statin therapy

Eslimated 10-y ASCWVD risk 27.5%1
High-intensity statin

¥ ¥

Ii <54 e <40 ar =75 JIE=
10-y ASCVD and LOL-C <1 i
g riskt mgldLE

preferences
&, H decislon I8 unciear, mwmcmanmmeywm Encourage adherence to lifestyle
ASCNVD, Matime ASCWYD risk. abnommal CAC scoms or ABI, or hs-CRP =2 mg/L5 Indtiate: statn at appropriate intensity
ather risk

Monitor adherence” (See Fig 5)
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Initiating Statin Therapy in Individuals With Clinical ASCVD

Clinical ASCVD
_Not currently on statin therapy Evaluate and Treat Laboratory
Initial evaluation prior to statin initiation Abnormalities
* Fasting lipid panel* 1. Triglycerides 2500 mg/dL
e ALT = =| 2.LDL-C 2190 mg/dL
® CK (if indicated) ® Secondary causes (Table 6)
= Consider evaluation for other secondary causes e If pri_mary, screen ‘family for FH
(Table 6) or conditions that may influence statin 3. Unexplained ALT 23 times ULN
safety (Table 8, Rec 1).
Age <75y Age >75 yt
without contraindications, OR
conditions or drug—drug interactions with conditions or drug—drug
influencing statin safety, or a history interactions influencing statin safety,
of statin intolerance or a history of statin intolerance

Initiate high-intensity statin therapy Initiate moderate-intensity statin therapy
Counsel on healthy-lifestyle habits Counsel on healthy-lifestyle habits

Monitor statin therapy
(Figure 5)

Figure Legend:

Initiating Statin Therapy in Individuals With Clinical ASCVD

Colors correspond to the Classes of Recommendation in Table 1.

*Fasting lipid panel preferred. In a nonfasting individual, a non—HDL-C level 2220 mg/dL
could indicate genetic hypercholesterolemia that requires further evaluation or a
secondary etiology. If nonfasting triglycerides are 2500 mg/dL, a fasting lipid panel is
required.

tlt is reasonable to evaluate the potential for ASCVD benefits and for adverse effects, and
to consider patient preferences, in initiating or continuing a moderate- or high-intensity
statin in individuals with ASCVD who are >75 years of age.

ALT indicates alanine transaminase; ASCVD, atherosclerotic cardiovascular disease; CK,
creatine kinase; FH, familial hypercholesterolemia; LDL-C, low-density lipoprotein
cholesterol; and ULN, upper limit of normal.

Secondary Causes of Hyperlipidemia Most Commonly Encountered in Clinical Practice

Secondary Cause Elevated LDL-C Elevated Triglycerides
Saturated or trans fats, weight Weight gain, very-low-fat diets, high intake of refined carbohydrates,
Diet gain, anorexia nervosa excessive alcohol intake
Oral estrogens, glucocorticoids, bile acid sequestrants, protease
Diuretics, cyclosporine, inhibitors, retinoic acid, anabolic steroids, sirolimus, raloxifene,
Drugs glucocorticoids, amiodarone tamoxifen, beta blockers (not carvedilol), thiazides

Biliary obstruction, nephrotic
Diseases syndrome Nephrotic syndrome, chronic renal failure, lipodystrophies

Disorders and altered Hypothyroidism, obesity,
states of metabolism pregnancy= Diabetes (poorly controlled), hypothyroidism, obesity; pregnancy:

xCholesterol and triglycerides rise progressively throughout pregnancy (80); treatment with statins, niacin, and

ezetimibe are contraindicated during pregnancy and lactation.
LDL-C indicates low-density lipoprotein cholesterol
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Initiating Statin Therapy in Individuals without Clinical ASCVD

[ Na Clinical ASCVD E
Initial evaluation prier to statin inlﬁlun Evaluate and Treat Laboratory

o Fasinghod parer L

= ALT L = o] 2. LDL-C 2190 mgfdl

& Hermoglobin Ale (if diabetes status unknown) * Secondary causes (Table §)

* CH (il indicated) ® | primary, sereen family Tor FH

» Consider avaluation for other secondary 3. Unexplained ALT 23 times ULN

causes (Tabla 8) or conditions that may
influence statin safety (Table 8, Rec 1)
L o
4
Assign to statin
h!mﬂl: group
urer 23
l::ounn on haalthy-
lifestyle habits
Hn- :Hlbﬂﬂq.
B; nnd |
LDLA: To-1 T
'y
ASCVD risk us
* 4 + ¥
% 5% ta <7.5% <5%
ﬂu-%m 10-y ASCVD 10y ASCVD Ao <40 o 75 y and
L m ] [ risk ] [ ey LDL-C <190 mg/fdL
| I
I

——— '!- ——— — l

3, Drug=drug m1ﬂra:lr0ﬁ5‘-
4, Patient mmﬁ

Clinicians and pu‘lhl'lt-l should
engage in a discussion of the
potontial for:
1. ASCVD risk- rcﬂunlnn banefilsg
2 M\rﬂmﬂ BH w

Initiate statin lhnr:py
{Figure 2}
Re-emphasize healthy-lifestyle habits
k4

Manitor statin the
| {Figura 5) o) |

Statin Safety Recommendations:

Patient characteristics that may influence statin safety include but are not limited to: multiple or
serious comorbidities, including impaired renal or hepatic function; a history of previous statin
intolerance or muscle disorders; concomitant use of drugs affecting statin metabolism; a history
of hemorrhagic stroke; and age >75 years. Asian ancestry may also influence the initial choice of
statin intensity.
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This guideline recommends against routine measurement of creatine kinase in individuals
receiving statin therapy. This measurement should be reserved for those with muscle symptoms.
However, measurement of a baseline creatine kinase may be useful in those at increased risk of
adverse muscle events.

This guideline recommends that baseline measurement of transaminase (alanine transaminase;
ALT) levels should be performed before initiation of statin therapy.

Statin Therapy:
Monitoring Therapeutic Response and Adherence

Fasting fipid panel*

=

Indicators of anticipated therapeutic response and
adherance o selected statin tharapy:
* High-imtengity statin therapyt reduces LDL-C
approx, 250% from the untreated baseling.
+ Moderste-intensity statin therapy reduces LDL-C
ﬁmﬂm 1y <50% from the untreated
asaling.

¥

Less-than-anticipated
therapeutic response

Managarment of
statin intobarance
{Table 8, Rec 8)

Increase statin intensityd
OR
Consider addition of nonstatin drug therapy

[ Reinforce improved adherence ]

mmmwmw]

[ Foliow-up d-12 wk & - 7

therealter as indicabed
4( Follow-up 4-12 wh }
Testing:

The evidence is less clear with regard to the most appropriate tests for determining whether an
anticipated therapeutic response to statin therapy has occurred on the maximally tolerated dose.
RCT evidence to support the use of specific LDL-C or non—-HDL-C targets was not identified.
The focus is on the intensity of the statin therapy, but as an aid to monitoring response to therapy
and adherence, it is reasonable to use the following as indicators of anticipated therapeutic
response to statin therapy:

o High-intensity statin therapy generally results in an average LDL-C reduction of >50%

from the untreated baseline.
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o Moderate-intensity statin therapy generally results in an average LDL-C reduction of
30% to <50% from the untreated baseline.

e LDL-C levels and percent reduction are to be used only to assess response to therapy and
adherence. They are not to be used as performance standards.

Lifestyle as the Foundation for ASCVD Risk-Reduction Efforts:
Diet:
Consumption of a dietary pattern that emphasizes intake of vegetables, fruits, and whole grains;
includes low-fat dairy products, poultry, fish, legumes, nontropical vegetable oils and nuts; and
limits intake of sweets, sugar-sweetened beverages and red meats.
e Adapt this dietary pattern to appropriate calorie requirements, personal and
cultural food preferences, and nutrition therapy for other medical conditions
(including diabetes mellitus).
o Achieve this pattern by following plans such as the DASH dietary pattern, the
USDA Food Pattern, or the AHA diet.
« Aim for a dietary pattern that achieves 5% to 6% of calories from saturated fat.
e Reduce percent of calories from saturated fat.
e Reduce percent of calories from trans fat.

Physical Activity:

In general, encourage patients to engage in aerobic physical activity to reduce LDL-C and non-
HDL-C. 3 to 4 sessions a week, lasting on average 40 minutes per session, and involving
moderate-to-vigorous intensity physical activity.

IMPLEMENTATION CONSIDERATIONS:
Consultation with a dietician is a covered benefit in most benefit plans.

MONITORING:

REFERENCE/SOURCE:

U.S. Preventive Services Task Force (USPSTF): Guide to Clinical Preventive Services, Third
Edition: Periodic Updates; available at: www.ahrg.gov/clinic/uspstfix.htm

2013 AHA/ACC Lifestyle Management Guideline

AHA/ACC Guidelines for Secondary Prevention for Patients with Coronary and Other
Atherosclerotic Vascular Disease: 2006 Update Circulation. VVol. 113 No. 19 May 2006

REVIEWS AND APPROVALS:

Medical Peer Review Committee  Dates: 3/15/97, 07/07/99, 05/02/01, 04/02/03, 4/6/05;
4/4/07, 4/1/09, 4/20/11, 3/20/2013

Professional Advisory Committee (PAC) 3/18/15

Reviewed & Approved: PAC 3/18/15


http://www.ahrq.gov/clinic/uspstfix.htm

	2015 PRACTICE GUIDELINES
	HYPERLIPIDEMIA
	Major Recommendations:
	Statin Safety Recommendations:
	IMPLEMENTATION CONSIDERATIONS:


