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INTRODUCTORY MESSAGE

GENE BEED, MD
President, Horses, Zebras, and Unicorns Inc.

Current Practice Trends
And Treatment Guidelines for
Reducing Hypercholesterolemia Risk

n Aug. 21, a panel of medical and legal experts convened to
O discuss the foremost concerns of those who manage and treat

patients with hypercholesterolemia. This MANAGED CARE sup-
plement is derived from that program and addresses these issues from
the perspective of the health economist, employer, practitioner, and
health plan.

Moti Kashyap, MD, begins with a clinical look at dyslipidemia and a
discussion of the new National Cholesterol Education Program guide-
lines to reduce cholesterol. Alan Wright, MD, MPH, weighs the cost ben-
efits of lipid management within health plans. The employer’s point of
view comes from Christopher Goff, JD, MA, who describes an employer
coalition that has taken steps to help manage the treatment of hyper-
cholesterolemia. Then, C. Daniel Mullins, PharmD, offers a practical dis-
cussion of short- and long-term economic gains from lipid management.

Finally, MacRae Linton, MD, and Richard Migliori, MD, join the
group for a lively discussion of practical ways to maximize efficient
management and optimize treatment of hypercholesterolemia.

The effort to bring more patients to goal and to meet the new NCEP
guidelines may receive a boost with the coming release of rosuvastatin,
which is demonstrating augmented LDL cholesterol-lowering activity
(Am ] Cardiol. 2001;88:504-508.). Currently, managed care’s greatest
challenge in managing dyslipidemia is the underdiagnosis and under-
treatment of those with hypercholesterolemia. The American Heart As-
sociation estimates that over 100 million American adults have elevated
total blood cholesterol.

The content of this supplement carries continuing education credit
for physicians, pharmacists, nurse practitioners, physician assistants,
and case managers. Physician assistants, nurse practitioners, and other
health care providers will receive AMA/PRA credits. We appreciate the
support of the University of Arizona College of Medicine’s continuing
education program and the Commission for Case Manager Certification,
and hope you will take advantage of the opportunity that they are pro-
viding through this supplement.
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Trends for Improving Hypercholes-
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sium in St.Louis on Aug.21,2001.The
program is directed to managed
health care professionals.

Educational needs assessment
Medical directors, pharmacists, phar-
macy directors, practicing primary
care physicians, cardiologists, case
managers, nurse practitioners,and
nurses are seeking effective treat-
ment approaches for hypercholester-
olemia, and want to be informed of
current medical treatments so as to
use this information to meet patients’
needs.The information presented in
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hypercholesterolemia and cost-

effective management of this disease.
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Medical directors, chief medical offi-
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physician assistants; case managers;
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After reading this publication, the par-
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+ Describe the therapeutic chal-
lenges and current treatment op-
tions for hyperlipidemia.

+ Assess the clinical and economic
benefits relative to implementing a
cardiovascular risk-reduction pro-
gram.

+ Outline how to make an informed
choice among the many medical
initiatives available for the manage-
ment of hyperlipidemia patients.

+ Discuss the major economic barri-
ers to appropriate use of hyper-
lipidemia treatments .

+ Explain how the evolving role of
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surement of costs, effectiveness,
and cost-effectiveness.
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lipidemia and pharmacy benefits.

Planning committee members
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ABOUT THIS PUBLICATION

The undertreatment of hyper-
lipidemia in the United States pre-
sents a major challenge to the health
care system, with huge clinical and
economic ramifications.This supple-
ment addresses treatment algo-
rithms, as well as current trends, is-
sues,and concerns in caring for the
hyperlipidemic patient from the per-
spective of a health economist,em-
ployers, practitioners, and health
plans.The economic and clinical ben-
efits of various treatment options are
examined using the latest guidelines
from the National Cholesterol Educa-
tion Program.The implementation of
these guidelines is discussed, as are
strategic steps toward risk reduction
that will decrease the widespread
morbidity and mortality associated
with hyperlipidemia.

This information was presented at
“Best Practice Guidelines and Current
Treatment Trends for Improving
Hypercholesterolemia Risk Reduc-
tion”in St. Louis on Aug.21,2001,
attended by managed care medical
directors and physicians.The faculty
members and a cross-section of
attendees, comprising medical direc-
tors, clinicians, and strategists, partici-
pated in the roundtable discussion,

excerpts from which start on page 19.
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and faculty, and do not necessarily
reflect the views of the University of
Arizona Colleges of Medicine and
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or the publisher, editor, or editorial
board of MANAGED CARE.

Clinical judgment must guide each
clinician in weighing the benefits of
treatment against the risk of toxicity.
Dosages, indications, and methods of
use for products referred to in this
special supplement may reflect the

clinical experience of the authors or
may reflect the professional literature
or other clinical sources,and may not
necessarily be the same as indicated
on the approved package insert.
Please consult the complete prescrib-
ing information on any products
mentioned in this special supplement
before administering.
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Clinical Aspects of Dyslipidemia

Moti KAsHYAP, MD

Director, Cholesterol Research Center, Department of Veterans Affairs Healthcare System,
Long Beach, Calif.; Professor of Medicine, University of California, Irvine, Calif.

he accumulation of cholesterol in the arterial
wall is the hallmark of atherosclerosis. Specifi-
cally, low-density lipoprotein cholesterol (LDL-
C) has been implicated as the chief cause of
atherosclerosis. Over the years, deposits of LDL-C in the
endothelium result in the formation of atherosclerotic le-
sions. Large lesions cause obstructive symptoms, such as
angina pectoris. These lesions are relatively
stable, and they are less likely to rupture.
They can be treated effectively with angio-
plasty, stents, or coronary artery bypass
grafts. On the other hand, small, newer le-
sions are more unstable and more prone to
rupture, resulting in the formation of a
thrombus that can lead to a myocardial in-
farction (MI), unstable angina, sudden
death, stroke, or occlusion of a peripheral
artery.
Initially, the accumulation of cholesterol
in atherosclerotic lesions was thought to be
incidental to arterial damage. In 1948, the

™

Moti Kashyap, MD

significantly reduced CAD events (Rifkind 1984).

These and related developments led to the establish-
ment of the National Cholesterol Education Program
(NCEP) in 1985. Its mission was, and is, to teach patients
and physicians about the importance of identifying and
treating hypercholesterolemia and to develop national
guidelines for managing dyslipidemia.

Earlier this year, the Adult Treatment
Panel (ATP) of the NCEP issued its third set
of guidelines for the identification and
management of high cholesterol (Third Re-
port 2001). Building upon ATP I (1988)
and ATP II (1993), ATP III also takes into
consideration the strides that have been
made in recent years in our understanding
of dyslipidemia, atherosclerosis, and coro-
nary heart disease (CHD).

Whereas the focus of ATP I was on pri-
mary prevention (i.e., preventing CHD in
patients who have not yet developed the
condition) and the focus of ATP II was on

year when the American Heart Association

and the National Heart Institute (forerunner of the Na-
tional Heart, Lung, and Blood Institute [NHLBI]) were
both founded, a leading clinical biochemistry textbook
said there was no evidence that atherosclerosis was related
to the concentration of cholesterol in the blood (Stein-
berg 1999). Serum cholesterol levels under 300 mg/dL
were considered to be normal, and because most MIs oc-
curred in patients whose cholesterol was well below this
level, cardiologists believed serum cholesterol was unim-
portant.

In 1955, the NHLBI began the Framingham Project,
which became the most important study in support of
the lipid hypothesis — that the risk of developing coro-
nary artery disease (CAD) was linked to blood cholesterol
levels. In the following years, this finding was confirmed
and extended by numerous studies. The first large, dou-
ble-blind, placebo-controlled study of the lipid hypoth-
esis was the Coronary Primary Prevention Trial, which
was initiated by the NHLBI and executed by the Lipid Re-
search Clinics. Published in 1984, it showed that a 9-
percent reduction in total cholesterol in men with hyper-
cholesterolemia but without clinically evident CAD

secondary prevention (i.e., preventing fur-
ther events in patients who already have CHD), ATP III
pays increased attention to multiple risk factors for CHD
and thereby vastly expands, to 65 million, the number of
adult Americans who would be eligible for lipid-lower-
ing therapy. Fewer than half of these patients could reach
goal through what the NCEP calls therapeutic lifestyle
changes (TLC) — a new diet that is more stringent than
the previous Step I and Step II diets, plus exercise and
weight loss. The remaining 36 million patients — 21
million men and 15 million women — still would need
pharmacologic treatment to reach their lipid goals.

The ATP III guidelines provide practical steps for the
management of lipid disorders. ATP III follows ATP IT in
continuing to identify LDL-C as the primary goal of
therapy, and in emphasizing intensive LDL-lowering
therapy for patients with established CHD. Like ATP II,
ATP III also emphasizes the importance of weight loss
and physical activity to reduce the risk of CHD in patients
with elevated LDL-C.

To help identify patients with multiple risk factors
who are targets for more intensive therapy, ATP III pro-
vides tables for estimating a patient’s 10-year risk of de-
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veloping CHD, using Framingham risk scoring. Separate
tables for men and women have been consolidated in
Table 1, below. Point scores are calculated according to
five risk factors: age, total cholesterol, smoking status,
high-density lipoprotein cholesterol (HDL-C), and sys-
tolic blood pressure.

Recent studies have indicated that statins, as a class,
improve endothelial function by eliminating freshly de-
posited LDL-C (Rauch 2000). The statin drug class was
introduced in the mid-1980s. By early 2001, six statins
were available in the United States: atorvastatin, ceriva-
statin, fluvastatin, lovastatin, pravastatin, and simva-
statin. On Aug. 8, 2001, the U.S. Food and Drug Ad-
ministration announced that cerivastatin would be
withdrawn voluntarily from the U.S. and European mar-
kets due to reports of deaths from rhabdomyolysis as-
sociated with its use.

Demographic trends

At the time of the introduction of the first statin, the
death rate from CHD had been declining for several
years, and it has since continued to decline (Figure 1).
Nevertheless, the hospitalization rate for MI has not de-
clined (Figure 2). The death rate from MI has decreased
as a result of improvements in care, such as coronary

TaBLE1 Global risk assessment —2001

artery bypass graft surgery and angioplasty. These
emerged at the same time that cigarette smoking was di-
minishing and patients’ cholesterol levels were being re-
duced through statin therapy and other interventions.

Unfortunately, these improvements have been offset by
other factors, notably the following:

+ Aging of the U.S. population

+ Increased numbers of Americans who are
overweight or obese

+ Increased prevalence of diabetes and glucose
intolerance, and

+ Poor control of hypertension

In 1900, people age 65 years and older constituted
only 4 percent of the U.S. population, but today they ac-
count for 12 percent; by 2030, as many as 1 in 5 Ameri-
cans could be elderly. The number of elderly has swelled,
from 3.1 million in 1900 to 35 million in 2000. As the
baby boom generation (the cohort of 75 million people
born from 1946 to 1964) reaches age 65, the elderly could
number 70 million or more. The U.S. Census Bureau pro-
jects the total population to increase by 27 percent dur-
ing the next 30 years. Nevertheless, the population
younger than 65 is expected to increase by only 17 per-

To calculate a patient’s 10-year risk of myocardial infarction or coronary death (CHD ), add the point totals for each of the five
risk factors.Values for men and women are provided to the left and right of the slash, respectively.The scale at the bottom
provides the 10-year risk for CHD; the bottom row indicates the risk for women, and the row above shows the risk for men.
Note that some age ranges for total cholesterol and smoking have been omitted.

Age TC (age 40-49y) TC (age 50-59y) Smoker
20-34=-9/-7 <160=0/0 <160 =0/0 Age29-39y
35-39=-4/-3 160-199 =3/3 160-199 =2/2 No =0/0
40-44=0/0 200-239=5/6 200-239=3/4 Yes =8/9
45-49=3/3 240-279=6/8 240-279 =4/5
50-54=6/6 >280=8/10 >280 = 5/7 A‘,’\f 4:‘;(’;}’
55-50=8/8 Veors -
60-64=10/10 Systolic Blood Pressure HDL-C
65-69=11/12 Treatment No Yes >60=-1/-1 Age 50-59y
70-74=12/14 50-59 = 0/0 No =0/0
75-79=13/16 <120= 0/0 0/0 Yes =3/4

40-49=1/1

120-129 = 0/1 1/3 <40=2/2
130-139 = 1/2 2/4
140-159 = 1/3 2/5
>160 = 2/4 3/6

Total points: <0 0 1 2 3 4 5 6 7 8 9

1oyearcHD | [ | | [ [ | L[] |

risk(%) M]<1 1 1 1 11223456 81
[F] <111 1 1

b0 dsao| | ||| ] ]
2 2 3 4 5 6 8 111417 22 27 230

10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25

Source: Third Report (NCEP ATP IIl) TC = Total cholesterol.
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cent — while the number of people older than 65 will
double (U.S. Census Bureau 2000).

At the same time, the U.S. population has been aging,
so the populace has been increasing in weight, which is
strongly linked to cardiovascular complications. About
106 million adults are overweight, as defined by a body
mass index (BMI) between 25 and 29, and 43 million are
obese, having a BMI greater than 30.

Among the many negative consequences of weight
gain in a population is increased prevalence of insulin re-
sistance and type 2 diabetes; the American Diabetes As-
sociation estimates that 16 million Americans have dia-
betes — including 5 million in whom it is undiagnosed.
There is substantial evidence that having diabetes, even
in the absence of coronary disease, is comparable to hav-
ing coronary disease, in terms of risk. ATP III therefore
regards patients with diabetes but not CHD as never-
theless having risk equivalent to patients with estab-
lished CHD. Recognizing the urgency of reducing LDL-

Clevels in patients with CHD or a CHD risk equivalent,
ATP I1I notes that, if the baseline LDL-C is 2130 mg/dL,
“an LDL-C-lowering drug can be started simultaneously
with TLC to attain the goal of therapy.” Table 2 depicts
the changes in the lipid profile associated with different
monotherapies.

In addition, about 50 million Americans have hyper-
tension (blood pressure greater than 140/90 mm Hg),
which also is commonly undiagnosed or undertreated.
About 100 million Americans have total cholesterol (TC)
concentrations greater than 200 mg/dL, including 40
million people whose TC is greater than 240 mg/dL,
which is considered high (200-239 mg/dL is borderline
high).

An aging, overweight population characterized by
high prevalence of hypertension, diabetes, and dyslipi-
demia is a population at high risk of cardiovascular
events. For that reason, ATP III emphasizes the impor-
tance of identifying patients with a constellation of symp-
toms known as the metabolic syn-
drome. It is diagnosed by at least three

FiGure 1 Decreased death from CHD in the United States ;
of the following:
600
E + Abdominal obesity (waist cir-
El 500 cumference >40 inches in men
3 400 0 or >35 inches in women)
& - + Triglycerides >150 mg/dL
S 300 25 % + HDL-C <40 mg/dL in men or
S o .
5] 3 <50 mg/dL in women
§ 200 50 o + Blood pressure 2130/=85
2 5 + Fasting glucose 2110 mg/dL
5 100 75 8 .
a Which cholesterol numbers
0 100 matter?
1960 1970 1980 1990 1997

Source: Cooper 2000

FiIGURe2 Hospitalization for myocardial infarction has not declined

6.0

5.0

3.0

1.0

No. of MI hospitalizations/1000*

/Men\/\
40

20 -_wn/\/\

Initially, cholesterol-lowering ef-
forts focused on reducing a patient’s
TC level. Yet the TC value does not
necessarily discriminate between pa-
tients who have heart disease and
those who do not. It has become ap-
parent that a separate evaluation of
the components of TC — namely,
LDL-C, HDL-C, and triglycerides
(TG) — is a critical step in deter-
mining a patient’s overall risk. Thus,
an important change in ATP III is to
recommend that a complete fasting
lipoprotein profile—i.e., TC,LDL-C,
HDL-C, and TG — be obtained as
the initial screening for all patients
20 and older. Previously, screening
for only TC and HDL, if a test was

0.0
1987 1988 1989 1990 1991 1992

Source: Rosamond 1998

1993

* Age-adjusted

available, was recommended.
The importance of obtaining a
complete lipid profile can be seen in

1994
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TaBLe2 Changes in lipid profile with monotherapy

Drug class LDL-C HDL-C Triglycerides
Statins (HMG-CoA reductase inhibitors) 1 18%-55% 15%-15% 17%-30%

Niacin (nicotinic acid) 15%-25% 1 15%-35% 120%-50%

Fibrates 15%-20% 110%-20% 120%-50%

Bile-acid binding resins 115%-30% 13%-5% No change or increase

Source:Third Report 2001

TasLe 3 Combination therapy

Lipid effect is greater with >1 drug, but adverse events and adherence problems increase. No clinical outcomes data are

available.

Combination Effect on lipids Adverse effects

Statin + resin (bile acid sequestrant) L LDL-C, t HDL-C Gastrointestinal symptoms,
myopathy (<2%)

Statin + niacin {LDL-C, tHDL-C, TG 1 Hepatic enzymes, t myopathy (<2%)

Statin + fibrate I LDL-C, tHDL-C, | TG 1 Myopathy (<5%)

Adapted from Guyton JR. Current Cardiol Rep.1999;1:244-250.

the fact that upward of one-quarter of patients with CHD
have an LDL-C level <130 mg/dL (Rubins 1995), a level
that was considered “desirable” under the standards of
ATP II and “near or above optimal” in ATP III. The fun-
damental problem for this group of patients is not elevated
levels of the “bad” LDL-C, but rather low levels of the
“good” cholesterol, HDL-C; one quarter of patients with
coronary disease have low HDL as their sole abnormality.

Thus far, all three versions of the NCEP ATP III guide-
lines have been shaped by the LDL hypothesis. Angio-
graphic trials conducted during the 1990s provided sub-
stantial support for the hypothesis (Holme 1995,
Roussouw 1995), showing that interventions with vari-
ous lipid-lowering agents plus diet and exercise man-
agement resulted in significant decreases in LDL-C —
which were associated with very marked reductions in
coronary events. This outcome was unexpected at the
time, and it paved the way for the understanding that the
faster hyperlipidemia is treated, the faster improved out-
comes are obtained. The angiographic findings led to the
publication of the ATP II guidelines in 1993, which em-
phasized the importance of secondary prevention and
the role of aggressive intervention to lower LDL-C to
<100 mg/dL in patients with existing coronary disease.
Importantly, the angiographic trials also showed that
when a decrease in LDL-C was coupled with an increase
in HDL-C, regression of the condition could be ob-
served. More recently, a meta-analysis of five major statin
trials enrolling 30,817 subjects showed that statin treat-
ment, for a mean duration of 5.4 years, was associated
with a 20-percent reduction in total cholesterol, a 28-
percent reduction in LDL-C, a 13-percent reduction in

triglycerides, and a 5-percent increase in HDL-C (LaRosa
1999). The more important outcomes were that statin
treatment reduced the risk of major coronary events by
31 percent and all-cause mortality by 21 percent. (It is im-
portant to note that a meta-analysis of primary and sec-
ondary prevention studies has shown a 27-percent re-
duction in the incidence of stroke in patients treated
with HMG-CoA reductase inhibitors [Crouse 1997]).
For the affected families, the devastation of stroke is sig-
nificant, and the cost to society is tremendous. Clinicians
need to be aware that one of the major benefits of statin
therapy is a reduced risk of stroke.

The major action of statins thus can be seen to be the
lowering of LDL-C. Although combination therapy
sometimes is warranted to reach a specific goal of low-
ering triglycerides or raising HDL-C, statins provide the
desired results for the vast majority of patients. Although
combination therapy may help patients reach goal, it
also tends to be associated with an increase in adverse
events, which leads to decreased compliance (Table 3).
Niacin, for example, is a powerful agent for correcting the
lipid profile, but it is associated with side effects, no-
tably flushing. An extended-release form of niacin that
recently received FDA approval considerably reduces —
but does not eliminate — the problem of flushing, and
thus could be useful in patients with low HDL-C.

Despite the emphasis by ATP III on LDL-C, a large
proportion of patients have low HDL. If two patients
have identical high LDL-C levels, the patient with the
lower HDL-C level will have the greater risk of CHD. An
analysis of the four largest U.S. epidemiologic studies has
suggested that each 1 mg/dL increase in HDL-C may re-
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duce the risk of CHD by 2 percent in men and 3 percent
in women (Harper 1999).

As the evidence continues to mount in favor of ad-
dressing low levels of HDL-C, as well as elevated levels
of LDL-C, it is likely that the next set of ATP guidelines
will incorporate an HDL-C value as a goal to be reached.
At present, ATP III regards HDL-C as a risk factor for
CHD. HDL-C levels <40 mg/dL are considered a positive
risk factor (i.e., increasing the risk of CHD), while HDL-
Clevels >60 mg/dL are regarded as a negative risk factor
that can offset other risk factors. Table 4 shows the clas-
sification of TC, LDL-C, and HDL-C used in ATP III.

HDL-C hypothesis

The largest trial performed to date in support of the
hypothesis that outcomes can be improved by address-
ing low levels of HDL-C is the Veterans Affairs Cooper-
ative Studies Program High-Density Lipoprotein Cho-
lesterol Intervention Trial (VA-HIT), which enrolled
2,531 male veterans with documented CHD (Rubins
1999). The subjects had LDL-C <140 mg/dL, HDL-C
<40 mg/dL, and TG <300 mg/dL. They were randomized
to receive placebo or 1,200 mg of gemfibrozil daily. After
one year, the mean LDL-C levels were identical in the
placebo group and the treatment group (113 mg/dL), but
the patients in the gemfibrozil group had a mean TG level
that was 31 percent lower (115 mg/dL vs. 166 mg/dL) and
amean HDL-C level that was 6 percent higher (34 mg/dL
vs. 32 mg/dL) than in the placebo group. There was a 22-
percent relative reduction in the risk of major coronary
events in the gemfibrozil group. This risk reduction was
comparable to that observed in two secondary preven-
tion trials of pravastatin in patients with moderate lev-
els of LDL-C.

TasLe4 ATP lll classification of total cholesterol,
LDL-C,and HDL-C (mg/dL)

Total cholesterol

<200 Desirable
200-239 Borderline high
2240 High

LDL cholesterol

<100 Optimal
100-129 Near optimal
130-159 Borderline high
160-189 High

2190 Very high

HDL cholesterol

<40 Low

>60 High

Source:Third Report 2001

Adherence

Now that there is widespread agreement about the
desirability of altering patients’ lipid profiles to reduce
their risk of cardiovascular events, the challenge is to
encourage physicians and patients to employ the strate-
gies that will lead to improved outcomes. Adherence to
therapy thus becomes critical.

If followed faithfully, intensive dietary therapy can re-
sultin a reduction in total cholesterol of 12 percent to 18
percent, as shown by large-scale studies in the United
States and Europe (Brousseau 2000). Practically speak-
ing, it is unreasonable to expect a patient to be 100 per-
cent compliant with a diet. Patients know what they are
supposed to do, but they often have difficulty in execut-
ing the dietary plan. It is extremely difficult to get patients
to goal through dietary therapy alone, especially patients
who are at high risk.

Drug therapy thus becomes an important tool for get-
ting patients to goal, but patients often discontinue drug
therapy, even when they have been prescribed a statin,
which tends to be very well tolerated. Nonadherence is
especially problematic when patients follow a complex
dosing regimen involving a number of drugs other than
statins.

Studies have shown that few patients reach goal, even
with drug therapy — especially high-risk populations. Of
course, patients do not shoulder all of the blame for in-
adequate treatment of dyslipidemia. One study has
shown that less than 32 percent of patients who were ad-

TaeLe 5 Adherence to therapy

Characteristics of patients who do not adhere
to antihyperlipidemic treatment

+ History of nonadherence

+ Inability to cover costs

+ Complex dosing regimen

+ Adverse effects

+ Chronicillness with multiple diseases
+ Perception of self as healthy

Strategies shown to improve adherence

+ Telephone/e-mail contact

» Persuasive communication

+ Spousal support

+ Signed agreements

+ Self-monitoring

+ Behavioral skill training

+ Education to enhance perception of self-efficacy
perceptions

Adapted from Sung JCY et al. Am J Manag Care.
1998;4:1421-1430; and Burke LE et al. Ann Behav Mod.
1997;19:239-263.
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mitted to a hospital with MI were discharged with a pre-
scription for a lipid-lowering medication (Fonarow
2001).

Compliance may be enhanced systematically by in-
corporating into standard clinical practice the multidis-
ciplinary approach used in clinical trials. If teams of
physicians, nurses, pharmacists, and dietitians work to-
gether, the proportion of patients who reduce their risk
factors can be increased. It is insufficient for the team to
be called into action only during office visits, however,
as the need for sound management strategies (informa-
tion gathering, communication, education, surveillance,
and support) also applies to the interval between office
visits.
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Successful Management
Of Lipid-Lowering Programs

ALAN T. WRIGHT, MD, MPH

Senior Vice President and Chief Medical Officer; AdvancePCS

stablishing patient programs in today’s man-

aged care environment now encompasses an

added dimension of decision-making. Where

program approval by medical officers was once
the primary source of validation, the current focus is on
cultivating advocacy and a consensus of agreement by se-
nior administrative officers of health plans. The primary
groups whose support is required are actuaries, vice pres-
idents for sales and marketing, chief finan-
cial officers, and chief operating officers.
These professionals typically have non-
medical backgrounds, but nevertheless
carry important day-to-day responsibilities
related to the delivery and financing of the
health care system.

Managed care performs two significant
roles in health care delivery. First, managed
care is a mechanism to finance health care.
Second, to varying degrees, managed care
influences how health care is provided. In a
minority of cases, managed care directly

Alan Wright, MD, MPH

enormously influential. In others, medical management
is viewed as the cost of doing business. The success of a
lipid-management program depends greatly on where
medical management resides within the hierarchy of an
MCO. Plans with powerful medical management orga-
nizations have an easier time implementing intervention
programs and can promote such a program by defining
the benefits in positive clinical terms of improving health
status and quality of life. These advocates
identify health delivery as it benefits indi-
vidual patients.

When insurance companies consider
health plans, however, beneficiaries are seen
as populations with individuals that are de-
fined by the common denominator “per
member per month” (PMPM). In broad
terms, they have three large buckets — the
proportion of premiums that goes to health
care, the proportion that goes to opera-
tional costs, and the proportion that is left
over, which, depending on the accounting

delivers health care as well.

This paper will examine the direct and
indirect variables that influence this decision-making
process, using a lipid-lowering program as an example.

Understanding and alignment of goals

To effectively address the ways in which a lipid-
management program benefits a managed care organi-
zation, it is necessary to understand both the health care
and financial issues. Decision makers need to determine
whether to allow usual care to continue or to finance pro-
grams that increase awareness — in this case, of lipid
management. For a particular program to be deemed de-
sirable, the medical advocate must show that the pro-
posed intervention, e.g., a letter or phone call to the pa-
tient, is associated with an outcome that benefits the
patient and the managed care organization. This out-
come needs to be quantified in terms of dollars, patient
satisfaction, or another tangible measure.

Politically, medical management within a health plan
is in a curious position. Its political power varies from
plan to plan. In some plans, medical management is

technique, may be called profits or reserves.

Over the long term, all managed care or-
ganizations need revenues to exceed costs; otherwise,
the organizations would cease to exist. The nonmedical
management within an MCO also has another consid-
eration: the costs and benefits in terms of a fiscal year —
a year-to-year budgetary cycle. In other words, if an in-
vestment in programs is made, how long will it take to
reap cost savings?

Before the release of the Scandinavian Simvastatin
Survival Study (4S) or the West of Scotland Coronary
Prevention Study (WOSCOPS),* it was extremely diffi-
cult to advocate lipid programs, due to prolonged time-
lines in lipid management. Other diseases and conditions
are plagued with long timelines, too. Hypertension is
the classic example. It is extremely difficult to talk to a fi-
nancial person about developing a decade-long annuity

*4S showed that simvastatin reduced the risk of mortality and
morbidity in patients with documented coronary heart disease;
WOSCOPS demonstrated that pravastatin reduced the risk of first-
time heart attack by 31 percent and all-cause mortality by 21 per-
cent for men with elevated cholesterol.
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of savings for a hypertension program when the plan re-
tention rate is three years or less.

The typical MCO’s health care costs run between $170
and $200 PMPM. This figure includes the $250,000 liver
transplants, the $1 million premature birth cases, the
well-baby checks, and the otitis media visits. Beyond
that, pharmaceutical care costs between $20 and $30
PMPM,, for outpatient drugs. At present, pharmaceutical
costs are increasing at about 15 to 20 percent per year,
driven more by increasing utilization than by higher
unit costs.

Utilization can be divided into broad categories —
new technologies, treating unmet needs, and new dis-
eases. Patients are taking more “traditional” drugs. They
are also taking more pills as they age, due to increased in-
cidence of disease in an aging population.

The effect of guidelines

New guidelines that broaden the definition of disease
also increase the use of drugs. Because the drug benefit
affects premiums, new guidelines result in increased pre-
miums.

In this case, the managers and buyers of health care
will demand to know what they will receive in return for
the increased cost. On the basis of a budgetary fiscal
year, the lipid-management program’s benefits of im-
proved prescribing and compliance must be demon-
strated through either an indirect or a direct cost-benefit
model.

It should be remembered that as a lipid-management
program is being proposed to an MCO, other groups
may be simultaneously advocating guidelines and sim-
ilar programs. The American Cancer Society may advo-
cate mammography, for example, while the National
Osteoporosis Foundation may be promoting osteo-
porosis management. Ultimately, the MCO’s manage-
ment team must determine which programs should be
chosen in an environment of scarce resources.

Criteria used by decision makers

The criteria that apply to this decision-making process
are addressed in the following questions: What are the
benefits? Is there a direct cost benefit? Is there a cost off-
set? Will lipid management decrease stroke costs or MI
costs? Management also will want to know whether lipid
management provides a sales and marketing gain. Will
itallow the MCO to show that it offers better health care
than the competition?

Within managed care, it is extremely difficult for
medical management to discuss quality of care with the
nonmedical management portion of the company. It is
difficult for managed care salespeople to promote their
plan on the basis of a lipid-management program. A
bachelor’s degree in business may be appropriate to sell
insurance but not sufficient to describe the benefits of

lipid management. Yet everyone understands the im-
portance of risk and adverse medical events.

Probability and technical risk

In presenting a lipid-lowering program to an MCO,
the element of risk reduction provides a compelling ar-
gument. Two kinds of risk concern managed care: prob-
ability risk and technical risk.

Probability risk is best defined as the incidence (rate)
and prevalence (number) of disease occurrences within
a given population. This rate and number of occurrences
is the concern of actuaries, who are becoming more and
more skeptical of the argument that increased pharma-
ceutical care can offset medical costs. This obstacle needs
to be overcome, as actuaries have not seen evidence that
pharmaceutical care offsets other medical costs. Specif-
ically, the MI rate is a primary cost driver within a health
plan, but if a lipid-lowering medication cannot be seen
as reducing the rate of hospitalization for MI, no cost off-
set can be seen. Lipid-lowering, therefore, is perceived
simply as additional cost, and the actuaries will say that
anew program that increases costs should not be adopted
unless a benefit can be shown.

In a primary prevention cohort, the consumption of
medical resources is at a low level, compared to medical-
resource consumption in a convalescent cohort. Often,
these patients, despite presence of hypercholesterolemia,
are not ill and do not regard themselves as such. Yet after
patients have had an MI, consumption is at an extremely
high level, and it is therefore in the interest of the MCO
to intervene aggressively with this group. In this case,
from simply an actuarial point of view, there are signif-
icant numbers of patients with cardiovascular disease,
likely with hypercholesterolemia, and therefore the prob-
ability is high that patients will incur costs.

Technical risk, on the other hand, pertains to the costs
of the disease, usually associated with diagnostics, treat-
ments, and therapies. For a condition as common as
hypercholesterolemia, there can be other considerations
regarding technical risk. For example, the treatment
guidelines for hypercholesterolemia do not recommend
the use of electron beam computed tomography (EBCT)
for diagnostic purposes, yet it has specific advantages. By
using EBCT, a clear assessment of arterial calcification
can be performed, but this introduces an expensive in-
tervention for a condition that was previously relatively
inexpensive to diagnose. This raises many questions and
considerations about using EBCT, relative to the whole
cost of care and the cost of managing this condition.

While costs may vary according to the drug used, it
generally costs about $1,000 per year to treat a patient
with a lipid-lowering drug. EBCT will cost at least $300.
This presents a series of questions about technical risk
pertaining to how the plan allocates and spends funds to
address, correct, and avert medical events. Do we spend
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more money on lipid-lowering drugs, given that we al-
ready have determined that most of the population with
this condition is not being treated? Or do we spend more
money on the population that does access care —
patients who have already been diagnosed with hyper-
cholesterolemia and are hopefully being treated with
medication, diet, or both — and further fine-tune the as-
sessment and triage of these “active” patients?

Then the issue becomes a treatment question. If we
elect to use EBCT in the situations we deem risk-
appropriate (assuming we identify patients with a diag-
nosis of cardiovascular disease but who are not treated
for high cholesterol, as well as those who are diagnosed
with cardiovascular disease and hypercholesterolemia
and who are treated), what do we do next? Based on the
results of the EBCT, do you treat or not treat? Does the
EBCT affect the level of intervention? Or do patients
stop drug treatment and move to more aggressive inter-
ventions, such as revascularization techniques? The tech-
nical risk here is to determine which patients, at what
point in time, are the most likely candidates to benefit
from the costs of this scan vs the costs of drugs, with the
intent being to avert future high-cost, life-threatening
medical events.

Even though EBCT is not supported by the guide-
lines and there are few data to suggest that EBCT is pre-
dictive of acute MI, there is a lot of pressure to use it. But
an MCO must also look at how this affects the diagnos-
tic side of the equation, and evaluate if that test is a use-
ful cost to introduce into this very large public health
initiative. Lipid management is typically perceived by
managed care as a broad population-based public health
initiative, rather than something as individualized as a
transplant or an oncologic intervention.

The complexity of variables

In a large health plan, Ob/Gyn costs associated with
deliveries account for the greatest share of PMPM, per-
haps $20. Cardiovascular diseases are second, at $16 to
$20, followed by oncology, and then, usually, GI disor-
ders. Yet only a portion of the cardiology cost is due to
ischemic heart disease; valves, transplants, and hyper-
tension management also contribute to that cost.

What chief financial officers at MCOs want to know
is whether a 30-percent increase in spending for lipid-
lowering therapy will be accompanied by a concomitant
30-percent decrease in acute MI costs. They are not con-
cerned about reducing the rate of acute myocardial in-
farction; they are concerned about reducing cost.

While the lipid-lowering program has intuitively rec-
ognizable benefits, it is extremely difficult to assess. Sta-
tistically watertight numbers demonstrating the effect of
an intervention on population-based progress toward a
goal is a confounding process. Here’s why: Laboratory
data are highly fragmented, which leaves medical claims

data, known to be fraught with data-entry errors; and
pharmacoeconomic studies based on clinical trials are in-
adequate for modeling real-life scenarios, because the tri-
als enroll “perfect patients under perfect conditions” so
as to yield optimal results for FDA approval. The results
of these studies cannot be appropriately applied to a
drinking, smoking, polypharmaceutical population that
does not adhere to prescribed therapy.

Even though WOSCOPS showed a 31-percent relative
reduction in the risk of nonfatal MI in a population of
middle-aged men who have moderate levels of hyper-
cholesterolemia and no history of MI (Shepherd 1995),
it is uncertain whether the same results can be achieved
in an MCO’s population. What happens to the direct cost
offset if the lipid-lowering drug reduces MI in your pop-
ulation by only 10 percent or 20 percent rather than by
31 percent?

Therefore, to gain acceptance at the highest level of an
MCO, any proposed disease management program or
health improvement program must be able to demon-
strate quantifiable results through offsets in marketing
gain, direct-cost gain, or indirect-cost gain. The top four
criteria that determine whether a program provides a
significant opportunity are the following: There must be
significant variation in practice patterns. In treatment of
the particular disease or condition, the volume must be
large enough to support a broad-based, targeted pro-
gram; high-cost conditions must be involved; the
proposed interventions must be evidence-based, demo-
graphically appropriate, and aligned with the medical
and financial goals.

The role of lipid management when viewed as a risk-
reduction component in cardiovascular health meets
these four criteria — practice variation, large volume,
high cost, and evidence base.

Practice patterns aimed at cardiovascular-risk
reduction vary widely in managed care. On the basis of
claims data, the prescribing rate for patients with a di-
agnosis of both ischemic heart disease and hypercholes-
terolemia ranges from 10 percent to 90 percent of a pa-
tient population. The largest prescriber of cardiovascular
medications is the practitioner who is responsible for
managing lipids, although some primary care physicians
do not regard lipid management as part of their practice.

Nevertheless, even if an MCO embraces a lipid-
management program, the problem of patient adherence
remains. An understanding of the reasons for non-
adherence is just beginning to emerge, and it encom-
passes such domains as readiness to change, forgetfulness,
physical barriers, mental infirmities, and lack of under-
standing of risks of nonadherence. Many people,
including physicians, assess risk poorly. As nonadherence
increases, the actual cost of an effective therapy goes up,
because that therapy must carry the load of all the treat-
ments that persist for only 60 or 90 days.
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Summary

Health improvement programs must today face the
hurdle of demonstrating their value to the business pro-
fessionals in managed care organizations. These indi-
viduals have vast fiscal responsibilities but often lack a
medical background. It is imperative that program ad-
vocates not only identify these key decision makers, but
present an argument for program adoption by using
data these decision-makers are most familiar with:
grounded, quantitative results. This tactic can enhance
the likelihood of a program being implemented. To val-

idate the proposed program to the MCO business sector,
it must address a disease or condition that is character-
ized by wide variation in physician practice, high cost,
high volume, and an evidence base that supports the
proposed intervention.
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An Employer Coalition
To Reduce Costs And Improve Adherence

CHRISTOPHER V. GOFE, ]JD, MA

Employers Health Purchasing Corporation of Ohio

or an employer coalition based in Ohio, statins ac-

count for a significant proportion of annual drug

expenditures, including 12 percent of mail order

prescriptions. Through its group-purchasing
subsidiary, the coalition recently launched multiple ini-
tiatives aimed at educating physicians and patients to re-
duce pharmacy expenses and to improve adherence to
treatment regimens.

Community Health Care Coalition Inc. (CHC) anot-
for-profit organization, was founded in
1983 by nine Canton, Ohio-based employ-
ers that wanted to contain health care costs
at a time when they were increasing 20 per-
cent per year. Today, CHC embraces more
than 100 companies, most of them with
headquarters in Ohio. It monitors state and
federal health care legislation and conducts
lobbying.

Self-insured employers are governed by
ERISA, the Employee Retirement Income
Security Act of 1974. Fully insured em-
ployers are subject to state regulations.

Christopher V. Goff, JD, MA

(EHPCO), a CHC subsidiary, does the health care pur-
chasing. EHPCO operates as a for-profit entity because
of the different group purchasing arrangements in which
it is involved, and because of the formulary rebates and
administrative fees that pass through it.

EHPCO began purchasing pharmacy benefits in 1995,
using competitive bidding to award its first contract to
Merck-Medco. The initial, three-year contract involved
eight companies and 36,000 employees. During the con-
tract period, one-year cost increases of 14
percent and 24 percent were experienced,
leading to a new request for proposals. Ul-
timately, Caremark was awarded a contract
that began Jan. 1, 1998, and runs through
Dec. 31,2003. During 2000, EHPCO and its
members spent more than $150 million for
prescription drugs through the contract
with Caremark.

In its second request for proposal, CHC
sought to reduce costs through effective
concurrent and retrospective case manage-
ment, and to obtain the most competitive

Under ERISA, insurance regulation is the
responsibility of state insurance depart-
ments, so although some of the employers represented
by CHC are self-insured, much of its legislative activity
is focused on state legislation. CHC also provides edu-
cational programs for representatives of employers, man-
aged care companies, and hospitals, and provides CME
programs for physicians.

CHC also is involved in group purchasing for more
than 120 private companies, school districts, and mu-
nicipalities covering more than 375,000 lives, taking ad-
vantage of economies of scale. CHC conducts value-
based purchasing, a term coined by the National Business
Coalition on Health, of which CHC is a member. Value-
based purchasing means buying the highest quality at the
lowest possible price. The health care benefits acquired
through group purchasing include PPO, vision, dental,
behavioral health, long-term care, COBRA administra-
tion, property and casualty, voluntary benefits, and
pharmacy benefits.

Employers Health Purchasing Corp. of Ohio

ingredient cost, dispensing fees, and ad-
ministrative costs. CHC also wanted to find
a PBM committed to excellence in account management
and customer service, and to maximize access to mail-
order pharmacies. The coalition also wanted to maintain
an aggressive formulary rebate program. (CHC negoti-
ates a per-script rebate rather than formulary rebates.
Per-script rebates are easier to audit; rebates flow into the
coalition, and checks are cut to individual companies.)
Finally, the coalition wanted to introduce “real disease
management,” meaning an outcomes-based disease man-
agement program rather than the brochure campaign
that had been provided by the previous vendor. The coali-
tion also wanted to minimize any potential for a single
pharmaceutical manufacturer’s influence over drug mix.
A significant alteration in the mix of products in the
statin class was accomplished during the first two quar-
ters of 1998, when Caremark began serving as the coali-
tion’s PBM. As compared to the last two quarters of 1997,
when Merck-Medco held the contract, the coalition was
able to reduce the cost of statin therapy by 9 percent.
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Specifically, drug spending was reduced on simvastatin
and lovastatin, but increased for pravastatin and ator-
vastatin (Figure 1).

Working with physicians

A challenge facing any coalition when dealing with in-
dividual practicing physicians is that there is little in-
centive for physicians to change prescribing habits in the
PBM-employer environment. The physicians are not at
risk and the health plan is not monitoring prescribing
practices.

CHC had enjoyed some success in changing pre-
scribing habits, but in 1998 when it first began to use con-
current and retrospective case management, the coalition
encountered significant physician backlash. Addressing
the backlash required visiting physician practices to ex-
plain the program, because many mistakenly thought
that some MCO in another state with deep pockets was
funding the effort. Once most of the practicing physi-
cians became convinced that self-insured local employ-
ers were requesting these clinical programs, greater com-
pliance with retrospective case management was
achieved than had been seen in Care-
mark’s book of business.

A second initiative to reduce statin
spending was begun last year, when high
simvastatin prescribers were targeted for
an intervention. Although the two pre-
ferred statins in the Caremark formulary
were pravastatin and atorvastatin, the
coalition’s preference was atorvastatin,
based upon safety, cost, and efficacy as ev-
idenced by the CURVES trial (Jones
1998). (It should be noted that CURVES
was not an outcomes trial. Some physi-
cians and patients may want to use a pre-
scription product that has been shown to
improve outcomes, in terms of coronary
events and mortality — although there
seems to be a general feeling that the
statins exert a class effect on outcomes.)

Through a campaign citing the
CURVES trial, these physicians were told
that atorvastatin 10 mg/day resulted in a
mean reduction in LDL-C of 38 percent,
compared to reductions of 35 percent
and 41 percent for simvastatin 20 mg and
40 mg, respectively. They also were told
that the average cost per month for either
dosage of simvastatin was $119.30, versus
$59.12 for atorvastatin 10 mg.

As a result of that intervention, the
coalition increased the market share of
atorvastatin, within its membership, from
55 to 59 percent in about 6 months. In

FIGURE 1
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that same 6 months, the market share of simvastatin de-
creased to 15 percent from 17 percent and then by the
first quarter of 2001, it had gone down another point to
14 percent. As of July 1, 2001, the market share for the
other statins in the coalition’s drug mix were cerivastatin
(since removed from the market), 7 percent; fluvastatin,
2 percent; and lovastatin, 1 percent.

Improving adherence to statin therapy

In the coalition’s population, patient adherence to a
course of statin therapy has been found to last for only
15 months. A mail-based adherence program, “Close to
the Heart,” was started in June to improve adherence.
Some 23,000 enrollees — employees of member com-
panies and their dependents — take statins now. A year
ago, when the adherence program was conceived, the
number was 17,000. These patients received an invitation
from Caremark, under the signature of a PharmD, to par-
ticipate in the program. Approximately 20 percent of
the 17,000 joined the 12-to-14-month program, which
includes a health-risk assessment and mailings to
providers. In month 1, participants received a welcome

Statins market share within coalition

1997
Fluvastatin (5.2%)

Atorvastatin (21.5%)

Pravastatin (10.7%)

1998

Lovastatin (5.4%) Fluvastatin (4.2%)

Atorvastatin (33.5%)

Pravastatin (29.3%)

SOURCE: COMMUNITY HEALTH CARE COALITION INC., CANTON, OHIO
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letter plus a grocery shopping guide, a bulletin on heart-
healthy nutrition tips, and a wallet card about CHD risk
factors and their own personal health goals. They also re-
ceived a business reply card for a videotape containing
tips for reaching their goals.

In months 2, 3, and 6, they receive five bulletins in-
tended to help them follow cholesterol-reduction guide-
lines. In the sixth montbh, they are asked to fill out a sur-
vey that evaluates improvements in their cholesterol
levels. During months 7 through 11, members will receive
letters reminding them to continue with diet, exercise,
and medication. A summary mailing and a second sur-
vey will be sent in month 12, along with a final lifestyle
bulletin.

Those who complete both surveys receive a book called
My Monthly Manager, an interactive diary and calendar
for tracking medication, diet, and exercise goals, along
with reminder stickers for prescription refills, doctor
visits, and personal goals. They also receive a nutrition
guide that they can take to restaurants.

There are four additional mailings connected with
the health risk assessment, and the individual results of
those health risk assessments are sent to attending physi-
cians.

Dearth of data

In general, efforts to improve health care are hindered
by a lack of data of all kinds. Part of the problem in get-
ting patients to goal is the lack of data showing whether
patients have attained the goal. Meanwhile, employers
need solid data to support economic modeling that
would show how they can receive a return on investment.
In the coalition’s market, many employees remain with
their companies until retirement, putting the employer
in a position to make long-term investments in employee
health. These employers will be especially receptive to
economic modeling that demonstrates a return on in-
vestment.

To some degree, employers distrust economic claims
made by the pharmaceutical industry. For example, the
sales pitch claiming that nonsedating antihistamines will
improve employees’ productivity has been overused. Em-
ployers have grown weary of this claim, because they are
tired of paying for nonsedating antihistamines and see-
ing loratadine show up in their top five drugs without ev-
idence that the drug in fact improves productivity. There
needs to be a new spin: Savvy employers are interested in
outcomes, and an outcomes study that showed a differ-
ence in productivity would be worthwhile.

Unfortunately, most employers do not collect the type
of data that the pharmaceutical industry would need to
help make the business case for increased productivity.
One, for instance, might collect absenteeism data, but not
record why the employee was absent.

Summary

A coalition of employers based in Ohio is addressing
statin utilization on multiple fronts. By working through
anew pharmacy benefits manager, it reduced its costs for
statins by 9 percent over the course of one year, chiefly
by replacing a relatively high-cost statin with a lower-cost
statin believed to be of similar efficacy. The coalition
also has worked on an individual basis with high pre-
scribers of a high-cost statin, requesting them to consider
alower-cost statin. That effort also has met with success.
Meanwhile, the coalition has launched a mail-based pro-
gram intended to improve adherence among patients
taking statins.

Reference

Jones P, Kafonek S, Laurora I, Hunninghake D. Comparative
dose efficacy study of atorvastatin versus simvastatin,
pravastatin, lovastatin, and fluvastatin in patients with
hypercholesterolemia (the CURVES study) Am ] Cardiol.
1998;81:582-587.

16

MANAGED CARE / SUPPLEMENT




The Economics of Lipid Management

C. DANIEL MULLINS, PHD

Associate Professor of Pharmacoeconomics
Director; Graduate Programs

Dept. of Pharmacy Practice and Science, University of Maryland

eople involved in the decision-making process

used by pharmacy and therapeutics (P&T) com-

mittees are more interested in determining what

is likely to happen next year in their own health
plans than in the most precise use of, for example, 25-year
data from the Framingham Heart Study.
They wish to obtain financial insights with-
out having to make too many convoluted
assumptions that would hinder the deci-
sion-making process. Although pharmaco-
economic studies would appear to be use-
ful in this regard, decision makers tend to
ignore pharmacoeconomic claims related to
statins, not because the study involves
statins but because it makes a pharmaco-
economic claim. These claims are often
made in such an artificial sense that they in-
spire little trust. They are not user-friendly.

C.Daniel Mullins, PhD

The days of having models built by somebody at the
home office of a drug company without any discussion
with managed care plans are over. At first, decision-
makers were intrigued by pharmacoeconomic models,
but they quickly began to ask what these models could

Ryl

do. The answer that a model can compute,
for example, the number of quality-ad-
justed life-years was unsatisfactory. People
don’t want to know that someone has a
model; they want to know what the model
does for them.

Other considerations in the decision-
making processes are the desire to have a
study that compares the proposed therapy
against the current standard therapy, using
patients who reflect the actual practice en-
vironment, as opposed to hypothetical ran-
domized controls, and the desire to see the

Decision makers want, first of all, trans-
parency — the transparency of assump-
tions behind the calculations, the transparency of data
sources, and transparency of the model itself. Early
pharmacoeconomic studies rarely disclosed their un-
derlying assumptions. For example, if it was claimed
that a treatment improved mortality rates, it was difficult
to determine whether the claim was based on a projec-
tion of HDL-C and LDL-C levels, or just LDL-C levels,
or whether patients truly were followed to see if they died.

Transparency of data sources means it must be clear
whether the data come from a clinical trial or the real
world. More and more decision makers are becoming
comfortable with models that make projections, but the
methods for projecting should be transparent. What are
the variables that were used, and what were the assump-
tions that were made? People want to know which data
are real, versus those that are based on nothing more than
expert opinion. Do real data show that a patient’s life has
been extended or that there are fewer Mls, or is there just
information on some endpoint that has been combined
with expert opinion about the presumed relationship
between reducing LDL-C and life expectancies? This is
not to say that assumptions cannot be made or that ex-
pert opinion cannot be used. Rather, decision makers
simply want to know the underlying assumptions.

model use the specific prices that will apply
to that environment, not the average whole-
sale price.

Although such a pharmacoeconomic study may be
ideal from the perspective of a managed care organiza-
tion, it is unlikely that companies will produce cus-
tomized studies for every single managed care plan. Even
if the drug companies wanted to conduct such studies,
MCOs would be unwilling to devote time to collecting
data for the process.

Thus, one of the frustrations in building good mod-
els is that sometimes health plans indicate that they will
make data about their patient population available, but
once it comes time to extract data, the information-
services departments of those plans complain that they
have other tasks that take priority. In other words, deci-
sion makers want studies done in their own environ-
ments but at no cost to them.

Costs or outcomes?

Decision makers also desire a balance between costs
and outcomes. For a while, outcomes were paramount,
in response to the days when physicians made decisions
primarily on the basis of their clinical experience. Then
it seemed, for a while, that cost became the overriding
concern. The assumption was that a statin is a statin,
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which argued for selecting the least expensive one.

Today, decision makers want to consider both fac-
tors, and do so in a way that illustrates their effect on a
specific budget. The issue is not just outcomes and costs,
but outcomes and costs in a specific timeframe. Typically,
decision makers want to see what happens in six months
to a year, but they are willing to look at two or even
three years. Occasionally, they will talk in terms of five
or seven years in the case of a preventive therapy, but the
concept of a lifetime model seems to have vanished in
private markets.

Given the difference between the information that
decision makers want and that which is available, how do
P&T committees really make decisions? The first ques-
tion always asked by a P&T committee is whether the
new drug works. If it fails to work, its cost is immaterial.

It is not sufficient for a company simply to claim that
it has developed a new statin; decision makers want to
know if the results have been published, and if they were
published on a labeled indication.

Another question is whether anyone on the P&T com-
mittee has used the product. Sometimes the decision to
add a drug to the formulary hinges on the personal ex-
perience of the people on the committee. Good drugs
have been killed in P&T committees because physicians
claim to have had bad experiences with them; some-
times a sample size of three means a lot more than a sam-
ple size of 3,000 if an influential physician has used a par-
ticular drug in three patients.

Once the question of whether the drug works has
been resolved, the next matter is to determine how much
it costs. Once the cost is known, it then remains to be de-
cided if the drug can be afforded. Even if the per-patient
cost seems reasonable, the size of the patient population
likely to use the drug comes into play, particularly if
widespread use is expected. This consideration is relevant
to statins, because the guidelines in the third Adult Treat-
ment Panel (ATP III) of the National Cholesterol Edu-
cation Program (NCEP) greatly expand the number of
patients who are said to benefit from lipid-lowering
therapy of all kinds, including drug therapy. Neverthe-
less, despite widely disseminated reports, it is not neces-
sarily true that there will be a 50-percent increase in the
next few years in the number of patients receiving lipid-
lowering therapy. Many factors in the health care system
will intersect to preclude extended use of drug therapy,
even though it may be clinically indicated and probably
could be afforded financially and would yield a return on
investment.

If a new drug is added to a formulary, a concern is to
make sure it is not used in every single patient if it is more
expensive than standard therapy. Even if a new drug
demonstrates cost effectiveness, every P&T committee
wants to know whether a cheaper drug or some other

therapy can be used. The perception is that there are al-
ternatives that are less expensive than statins, notably diet
and exercise. Lifestyle therapy, known as therapeutic
lifestyle changes (TLC) under ATP III, may not actually
be less expensive, but the perception is that it is less ex-
pensive. Lifestyle therapy initially generates minimal ex-
penses — physicians just tell the patients to change their
behavior.

There also is the perception that “natural” alterna-
tives are just as effective as prescription drugs. In addi-
tion, some clinicians believe it is prudent to employ a pe-
riod of “watchful waiting” before prescribing statins for
patients who have been discharged following hospital-
ization for an MI. New evidence suggests that it is better
to discharge such patients with a statin, because of an im-
provement in one-year mortality rates (Stenestrand
2001), than it is to hope that the family doctor will mon-
itor the patient and determine whether a statin is needed.
Nevertheless, the perception persists.

The reality is that many of these alternatives are
cheaper — in the short run. It is less expensive, in the
short run, not to incur additional expenditures. The
mind-set that lipid management involves a long-term in-
vestment leads most current payers to regard it as some-
one else’s problem because a long time is needed to see
areturn on the investment.

Although some obstacles to increased statin use can be
laid at the feet of traditional managed care decision mak-
ers, the patient’s role also deserves attention. Substantial
evidence suggests that statins are effective, but that does
not necessarily mean that patients will change their be-
havior. Patients need more education about cholesterol-
related diseases, the availability of treatment, and the
differences in treatment. Many people are convinced
that certain events are hereditary despite the fact that epi-
demiological data suggest the opposite.

Conclusion

Pharmacoeconomic studies may be useful tools for
having a new product added to a formulary if the stud-
ies meet the needs of decision makers. The ideal study
would be transparent in every respect and would incor-
porate data that faithfully reflect the characteristics of
the MCO’s patient population. Most pharmacoeconomic
studies fall far short of the ideal, and hence are not taken
seriously by decision makers. Beyond the typical consid-
erations of P&T commiittees, other factors affect utiliza-
tion of a new pharmaceutical product. The perceptions
of prescribers and patients alike are important to consider.
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