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Endocrinology
Family Practice
Internal Medicine

INTENDED USERS

Advanced Practice Nurses
Allied Health Personnel
Nurses

Physician Assistants
Physicians

GUIDELINE OBJECTIVE(S)

To provide internists and other primary care physicians with recommendations for
the management of dyslipidemia, particularly hypercholesterolemia, in people with
type 2 diabetes

The guideline also addresses the following questions:

e What are the benefits of tight lipid control for both primary and secondary
prevention in type 2 diabetes?

e What is the evidence for treating to certain target levels of low-density
lipoprotein (LDL) cholesterol for patients with type 2 diabetes?

e Are certain lipid-lowering agents more effective or beneficial in patients with
type 2 diabetes?

TARGET POPULATION

All persons with type 2 diabetes, including those who already have some form of
microvascular complication and, of particular importance, premenopausal women.

INTERVENTIONS AND PRACTICES CONSIDERED
Treatment/Prevention
Lipid-lowering pharmacologic agents

1. Atorvastatin
2. Lovastatin
3. Pravastatin
4. Simvastatin
5. Fluvastatin
6. Gemfibrozil
7. Niacin

8. Colestipol

9. Cholestyramine
10. Fenofibrate

MAJOR OUTCOMES CONSIDERED
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e All-cause mortality

e Cardiovascular mortality

e Cardiovascular events (e.g., myocardial infarction, stroke, cardiovascular
mortality)

METHODOLOGY

METHODS USED TO COLLECT/SELECT EVIDENCE

Hand-searches of Published Literature (Primary Sources)
Hand-searches of Published Literature (Secondary Sources)
Searches of Electronic Databases

DESCRIPTION OF METHODS USED TO COLLECT/SELECT THE EVIDENCE

The literature review was limited to randomized, controlled trials of drug therapy
that included patients with diabetes. Only studies that measured major clinical
end points were included. Major clinical end points were defined as major
cardiovascular events (for example, cardiovascular mortality, myocardial
infarction, stroke), cardiovascular mortality, and total mortality. Of note, many of
the trials reported somewhat different clinical end points in the patients with
diabetes. All included cardiovascular mortality and myocardial infarction in their
composite end point; some included stroke and revascularization, and one
included unstable angina. The developers used the primary reported data directly
from the published study in their review. they also subdivided the literature
review into 2 categories. The first category evaluated the effects of lipid
management in primary prevention (that is, patients without known
cardiovascular disease); the second evaluated the effects in secondary
prevention.

The developers used several sources to identify the relevant literature. They
started with a search of the Cochrane Library. They then performed a MEDLINE
search in September 2002. The developers used the keywords exp diabetes
mellitus and exp lipids [therapy or prevention and control] and limited the search
to randomized, controlled trials and human studies. The final search produced 919
results. Of these, most were discarded because they did not measure major
clinical end points, did not report outcomes for patients with diabetes, were
observational in nature, or were reviews or editorials. The developers then
updated the search through consultation with experts and through references
from the identified articles, meta-analyses, and review articles.

NUMBER OF SOURCE DOCUMENTS

12 lipid lowering studies presented diabetes-specific data and reported clinical
outcomes

METHODS USED TO ASSESS THE QUALITY AND STRENGTH OF THE
EVIDENCE

Not stated
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RATING SCHEME FOR THE STRENGTH OF THE EVIDENCE
Not applicable
METHODS USED TO ANALYZE THE EVIDENCE

Meta-Analysis
Review of Published Meta-Analyses
Systematic Review

DESCRIPTION OF THE METHODS USED TO ANALYZE THE EVIDENCE

The primary author extracted data from the primary study reports. Accuracy and
quality of the abstraction were confirmed through reabstraction and comparison
with the original abstraction. The outcomes were broken into categories as
described earlier (see National Guideline Clearinghouse section "Description of
Methods Used to Collect/Select the Evidence"), and data on absolute and relative
risk reduction and numbers needed to treat for benefit were derived from the
primary reports or were calculated in standard fashion.

The results of the studies were then combined by using meta-analytic techniques.
We pooled data for both relative and absolute risks. A Mantel-Haenszel test was
done to test for heterogeneity. In the analyses of secondary prevention, the data
had substantial heterogeneity, so the pooled risk ratios and differences were
calculated by using the DerSimonian and Laird method with a random-effects
model. Sensitivity analyses were done by excluding studies that appeared to be
outliers to ascertain the source of the heterogeneity. All analyses were done by
using the statistical package Stata (Stata Corp., College Station, Texas).

METHODS USED TO FORMULATE THE RECOMMENDATIONS
Not stated

RATING SCHEME FOR THE STRENGTH OF THE RECOMMENDATIONS
Not applicable

COST ANALYSIS

A formal cost analysis was not performed and published cost analyses were not
reviewed.

METHOD OF GUIDELINE VALIDATION

Internal Peer Review
Peer Review

DESCRIPTION OF METHOD OF GUIDELINE VALIDATION
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This paper was developed by the Clinical Efficacy Assessment Subcommittee of
the American College of Physicians (ACP). It was approved by the ACP Board of
Regents in July 2003.

RECOMMENDATIONS

MAJOR RECOMMENDATIONS

Recommendation 1: Lipid-lowering therapy should be used for secondary
prevention of cardiovascular mortality and morbidity for all patients (both men
and women) with known coronary artery disease and type 2 diabetes.

Recommendation 2: Statins should be used for primary prevention against
macrovascular complications in patients (both men and women) with type 2
diabetes and other cardiovascular risk factors.

Recommendation 3: Once lipid-lowering therapy is initiated, patients with type
2 diabetes mellitus should be taking at least moderate doses of a statin.

Recommendation 4: For those patients with type 2 diabetes who are taking
statins, routine monitoring of liver function tests or muscle enzymes is not
recommended except in specific circumstances.

CLINICAL ALGORITHM(S)

None provided

EVIDENCE SUPPORTING THE RECOMMENDATIONS

TYPE OF EVIDENCE SUPPORTING THE RECOMMENDATIONS
The recommendations are supported by data from randomized controlled trials
that included patients with diabetes. See related background article: Vijan S,
Hayward RA; American College of Physicians. Pharmacologic lipid-lowering

therapy in type 2 diabetes mellitus: background paper for the American College of
Physicians. Ann Intern Med. 2004 Apr 20;140(8):650-8.

BENEFITS/HARMS OF IMPLEMENTING THE GUIDELINE RECOMMENDATIONS

POTENTIAL BENEFITS

Appropriate lipid management in patients with type 2 diabetes and decreased risk
of cardiovascular morbidity and mortality.

POTENTIAL HARMS

Not stated
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QUALIFYING STATEMENTS

QUALIFYING STATEMENTS

¢ No studies of lipid-lowering therapy have been conducted solely in patients
with diabetes. Moreover, many trials excluded patients with diabetes. The
sample sizes of participants with diabetes were often small, and many studies
reported results only for the combined groups. Thus, the reports included in
this review are of the subgroup analyses for studies that included patients
with diabetes.

¢ Clinical practice guidelines are "guides" only and may not apply to all patients
and all clinical situations. Thus, they are not intended to override clinicians'
judgment.

¢ All American College of Physicians (ACP) clinical practice guidelines are
considered automatically withdrawn or invalid 5 years after publication or
once an update has been issued.

IMPLEMENTATION OF THE GUIDELINE

DESCRIPTION OF IMPLEMENTATION STRATEGY
An implementation strategy was not provided.
IMPLEMENTATION TOOLS

Patient Resources

For information about availability, see the "Availability of Companion Documents" and "Patient
Resources" fields below.

INSTITUTE OF MEDICINE (IOM) NATIONAL HEALTHCARE QUALITY REPORT
CATEGORIES
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Living with Iliness
Staying Healthy

IOM DOMAIN

Effectiveness
Patient-centeredness
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AVAILABILITY OF COMPANION DOCUMENTS

The following is available:

e Vijan S, Hayward RA; American College of Physicians. Pharmacologic lipid-
lowering therapy in type 2 diabetes mellitus: background paper for the

American College of Physicians. Ann Intern Med. 2004 Apr 20;140(8):650-8.
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e Portable Document Format (PDF)
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PATIENT RESOURCES
The following is available:

e Summaries for patients. Control of lipids in patients with Type 2 Diabetes:
recommendations from the American College of Physicians. Ann Intern Med
2004 Apr 20; 140 (8): I-85

Electronic copies: Available from the American College of Physicians (ACP) Web
site:

e HTML Format
e Portable Document Format (PDF)

Print copies: Available from the American College of Physicians (ACP), 190 N.
Independence Mall West, Philadelphia PA 19106-1572.

Please note: This patient information is intended to provide health professionals with information to
share with their patients to help them better understand their health and their diagnosed disorders. By
providing access to this patient information, it is not the intention of NGC to provide specific medical
advice for particular patients. Rather we urge patients and their representatives to review this material
and then to consult with a licensed health professional for evaluation of treatment options suitable for
them as well as for diagnosis and answers to their personal medical questions. This patient information
has been derived and prepared from a guideline for health care professionals included on NGC by the
authors or publishers of that original guideline. The patient information is not reviewed by NGC to
establish whether or not it accurately reflects the original guideline's content.

NGC STATUS

This NGC summary was completed by ECRI on July 1, 2004. The information was
verified by the guideline developer on July 15, 2004.
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DISCLAIMER

NGC DISCLAIMER

The National Guideline Clearinghouse™ (NGC) does not develop, produce,
approve, or endorse the guidelines represented on this site.

All guidelines summarized by NGC and hosted on our site are produced under the
auspices of medical specialty societies, relevant professional associations, public
or private organizations, other government agencies, health care organizations or
plans, and similar entities.

Guidelines represented on the NGC Web site are submitted by guideline
developers, and are screened solely to determine that they meet the NGC
Inclusion Criteria which may be found at
http://www.guideline.gov/about/inclusion.aspx .

NGC, AHRQ, and its contractor ECRI Institute make no warranties concerning the
content or clinical efficacy or effectiveness of the clinical practice guidelines and
related materials represented on this site. Moreover, the views and opinions of
developers or authors of guidelines represented on this site do not necessarily
state or reflect those of NGC, AHRQ, or its contractor ECRI Institute, and inclusion
or hosting of guidelines in NGC may not be used for advertising or commercial
endorsement purposes.

Readers with questions regarding guideline content are directed to contact the
guideline developer.
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