Recent Clinical Trials and Aggressive Management of

Dyslipidemic Patients: Dialogue

Dvr. McKenney: Thanks, Dr. Hunning-
hake; your talk was very provocative. Do
any of the panel members have immedi-
ate thoughts to present?

Dr. Goldberg: The data on secondary
prevention are compelling, and the data
are becoming even more compelling for
primary prevention. For years, people
have struggled with the issue of total
mortality with regard to primary preven-
tion. One of the points that Dr. Hun-
ninghake alluded to is that this is not just
an issue of total mortality; there is also a
significant amount of morbidity associ-
ated with events both in people who
don’t have previous events and in people
who have already had events. When we
talk about cost-effectiveness, the num-
ber of hospitalizations, the number of
doctors’ visits, the amount of antianginal
medication, and the number of proce-
dures all play an important role. Death is
relatively inexpensive in terms of the
healthcare cost, although it carties a
great societal cost and an economic cost
in younger people who might have been
productive.

Dr. Hunninghake: In the Lipid Re-
search Clinics Coronary Primary Preven-
tion Trial (LRC-CPPT) there was a
small difference in total deaths between
the treatment and placebo groups.1 But
if we looked at the cholestyramine
group, there was actually a much greater
reduction in the total number of cardio-
vascular events. That’s what happens in
primary prevention. You reduce cardio-
vascular events, and eventually, you get
reductions in total mortality.

Cost Effectiveness Issues

Dr. Feldman: Regarding cost efficiency
versus cost efficacy: it took me a while to
understand that just because something
is cost efficient, it doesn’t necessarily
save money. There was an excellent eco-
nomic analysis of the 48 trial in the May
1996 issue of Circulation.” The standard

they used for comparative cost in pri-
mary prevention was number of dollars
spent per vear of life saved. Typically,
when one looks at screening mammog-
raphy, it costs somewhere in the order of
about $40,000 to $50,000 to screen
women with mammograms per year of
life saved. In cardiovascular disease,
probably the single most cost-effective
intervention is screening and operating
on people with left main coronary dis-
ease, as shown by the early VA Coopera-
tive trials.” Five-year survival with
surgery was 92% versus medical therapy
at 65%, and the cost saved per year of life
saved was in the order of about $20,000
to $25,000. The number of dollars spent
per year of life saved using a lipid lowes-
ing agent in patients with coronary heart
disease was in the order of $7,500 per
year of life saved.

That article showed that across the
entire spectrum of preventive strategies
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in treating people with a variety of dis-
eases, not simply heart disease. There is
nothing that even appears to come close
to simply putting people on one pill once
a day. The extrapolation of what that can
mean to society at large is really dra-
matic. We need to educate ourselvesand
our physician colleagues about those
concepts, because if people really un-
derstood that, we would do better than
25% treatment rates.

Dr. Amsterdam: 1 would like to clarify
some of the fuzziness resulting from all
the data that bombard physicians. It is
important to emphasize that cost effec-
tiveness becomes greater as the risk gets
higher, and it becomes less as the risk
gets lower. The terms primary and secon-
dary prevention are a way of crystallizing
that. We can quibble about terms, but it

is important to promote the treatment of

lipid therapy for the appropriate popula-
tion. For instance, if we extrapolate from
the WOSCOPS study* we have to re-
member we are extrapolating from data
in a very high-risk population with no
disease. The participants had LDL-C
levels in the top 10% of the population,
and almost half of that population
smoked. Also, there were no women in
that study. We need to focus on ques-
tions such as where best to practice pri-
mary prevention.

Dr. Feldman: Where do you manage
atherosclerosis in the apparently healthy
individual? It’s a very selective popula-
tion that you move to drug therapy. Die-
tary therapy is always the first approach,
but it has major limitations. Patients who
can be managed medically should be
treated with aggressive risk factor reduc-

tion. As Dr. Hunninghake said, patients
with evidence of heart disease have de-
clared themselves. Whatever their risk
profile is, it’s too high. The tricky area is
in the apparently healthy population,
where we need lots of patients and
longer studies to show benefit. The
LRC-CPPT trial showed that the
change from a negative to a positive
stress was related to the number of pack-
ets of resin taken, which also related to
the amount of reduction you got in
LDL-C, which isrelated in a continuous
way to the blossoming of coronary artery
disease.

So, it’s clear that lipid lowering will
work in primary prevention and in ap-
parently healthy people, too. At this
stage, we will have the best credibility
and the biggest impactif we use a strictly
evidence-based approach.

Dr. Hunninghake: In 1elation to cost,
I’d like you to consider another factor. It
is frustrating to me that many of the
patients I treat with established disease
are on multiple drugs with questionable
benefit. For example, a patient may be
taking calcium channel blockers despite
no evidence of an ischemic event in
years. Theysay, “I don’t have money for
a lipid lowering drug.” Yet they are tak-
ing many other drugs for which there is
no proven benefit.

Changing Approaches

Dr. Jacobs: From the managed care
perspective, I'd like to express apprecia-
tion to both Dr. Feldman and Dr. Hun-
ninghake for raising cost issues. At the
same time, I’d like to make certain that
we understand that optimal healthcare
has a cost, and that what we are not
looking for is a return on investment for
every one of our decisions. Cost is an
incredible issue for us. It is not an issue
for my firm alone; it’s a societal issue. We
have to understand tradeoffs as we move
from one therapeutic modality to an-
other; the current “revolution,” if you
will, is forcing us to think about these
kinds of tradeoffs. Some of the ap-
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proaches that we have already discussed
are critically important in our decision-
making.

I want to turn to something that 1
think is even more important. If we look
at the way new treatment modalities and
new approaches to healthcare have been
implemented in the past, one realizes
that we have lived in a nonsystem of care.
Whether we are talking about manage-
ment of atherosclerotic disease, asthma,
diabetes, or any one of a myriad of other
conditions, the actual implementation
of changes in healthcare have been woe-
fully inadequate. I would like to suggest
one of the compelling opportunities for
managed care, because we have an op-
portunity through oversight, through
data systems, and through financial re-
ward incentives, is to implement dra-
matic changes in healthcare practice and
delivery in record time. We all know that
it takes a full generation to get innova-
tions in healthcare implemented at the
practice level. That’s clearly too long.
We also have an opportunity in dealing
with your patients, our members, to pro-
mote lifestyle changes.

Dr. Feldman: 1 agree with Dr. Jacobs
that the challenge is to improve the
healthcare delivery system so we can
improve the numbers of patients
treated. We can argue about what the
best way to treat an individual patient is,
but the fact that we still have 75% of the
population with documented coronary
vascular disease who are not having their
lipids treated is, as you say, woefully
inadequate.

I work in a large health system at the
Miami Vascular Institute, where we
have a cardiovascular disease hospital
within a hospital. We work very closely
with our interventional radiology col-
leagues and neuroradiology colleagues
in peripheral vascular disease, cerebro-
vascular disease, and mesenteric is-
chemic diseases. Atherosclerotic disease
is one illness of the blood vessel wall.
Though there are differentiations be-
tween the way people present with heare
disease, cerebrovascular disease, and

peripheral vascular disease, from the
pathophysiologic perspective, and cer-
tainly from a prevention/treatment per-
spective, the disease is the same. We
have 66,000 patient visits per year
through our institute. As Dr. Hunning-
hake recommended, we have prioritized
patients, starting with the highest prior-
ity patients first; that is, people who
have established CHD or peripheral or
cerebrovascular disease. Everyone who
comes through the chest pain center, the
interventional cardiovascular lab, the in-
terventional radiology lab, the carotid
ultrasound lab, the exercise stress lab, or
the coronary care unit, gets lipid screen-
ing.

I know there are lots of problems with
doing random screenings in hospitalized
patients, but you’ve got to start some-
where and you might as well start with
the people who are sickest. Then, we
use the NCEP treatment recommenda-
tions’ and a nurse practitioner base
model to remind physicians that this is
no longer open for discussion, but is a
standard of care. Unfortunately, within
this environment, some physicians don’t
follow guidelines. I am presently re-
viewing four charts of patients who were
sent by primary care physicians who
either didn’t treat or didn’t screen for
lipids. One of the patients subsequently
went on to have a cardiovascular event.
These physicians are being held liable
within our system for failure to treat
according to national standard guide-
lines. We will only make an impact if we
use a systematic approach and a sys-
tems-based approach.

Dr. Rutledge: T would like to comment
on how these data may be used in man-
aged care meetings with industry in try-
ing to develop some strategies. At the
American College of Cardiology meet-
ing in Orlando this spring, the spin was
sort of put on the CARE data® as follows:
“When you are developing your guide-
lines, you don’t need to treat the heart
disease patient to an LDL-C of less than
100 as the NCEP guidelines suggest; an
LDL-C target of less than 130 is fine.” I
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would say be careful, because CARE is
a study that did not show decreases in
mortality, while WOSCOPS* and 4S’
did. And all three studies did show dif-
ferences in major coronary events. So
treating these people to a target LDL of
less than 100 makes a lot of sense. You
may be hearing that a new HMG-CoA
inhibitor will be launched soon that low-
ers triglycerides more than the drugs
used in the 4S, CARE and WOSCOPS
trials. However, you should recognize
that the 4S5 and WOSCOPS studies ex-
cluded patients with triglycerides of
greater than 350 mg/dL. Another issue
is the claim that a particular cholesterol
lowering agent may be more powerful
than the highest doses used in the 4S
and WOSCOPS studies. This may be
true for pravastadin, since 40 mg was
used in WOSCOPS, but it is not true for
simvastatin, since the 20 mg dose was
predominantly used in the 4S study.
Sixty-three percent of the patients were
on the 20 mg dose, and only 37% on the
40 mg dose. You would expect that using
currently available agents at the higher
doses would give a lot lower reductions
in LDL; in fact, these agents are being
used at higher doses—at 60 mg and 80
mg.

Dr. Wilson: From a managed care per-
spective, MCOs traditionally have looked
at diseases such as hypercholesterolemia
in two steps. First they decide whether
to treat patients with hypercholesterol-
emia, and once they decide they should,
the next decision is what is the most
cost-effective way to do that. If the or-
ganization chooses to treat high-risk pa-
tients to a target LDL-C of less than
100, the question becomes, “What’s the
best way for us to do that?” We also need
to consider accreditation standards for
MCOs. They are coming into play now
and are going to become more important
in the future as benefit managers com-
pate one plan to another. Eventually, as
more data become available and pres-
sure is on the organization to perform
better, accreditation organizations will
look at outcome data suchas target LDL

reduction and will move from a process-
oriented accreditation basis to an out-
come basis. That is, they will be more
concerned about questions like, “What
percentage of your patients are at target
L DL levels?” And less concerned about
questions such as “Which patients are
you screening properly?”

Dr. Hunninghake: In the CARE study,
there is going to be one other controver-
sial issue. The authors report that pa-
tients with baseline LDLs of 125 or less
did not benefit. Epidemiological data
suggest that benefit should still occur at
lower LDL levels. However, the abso-
lute number of events that are pre-

vented should decrease at the lower
LDL levels.

Recent Studies and the NCEP
Guidelines

Dyr. McKenney: 1 would like to deter-
mine the panel’s consensus on the
NCEP guidelines. Do you think the
current trials support the guidelines as
written? Or, do you think they refute

them?

Dr. Goldberg: The current trials defi-
nitely support the NCEP guidelines,
everything from WOSCOPS to 4S to
CARE.

Dr. Hunninghake: 1 agree that basi-
cally they do. In primary prevention, the
one change that could be made is to
define the absolute event rate expected
over a 10-year period of time and use
this more as a criteria for who gets
treated rather than just arbitrarily look-
ing at two or more risk factors.

Dr. Rutledge: 1 would say the data [4S,
WOSCOPS, CARE] support the guide-
lines but they don’t prove the guidelines
in the sense that in 4S, patients without
heart disease did not actually achieve
LDL-C levels of less than 100 mg/dL.,
like the NCEP guidelines suggest. The
flip side is this idea of how other people
are going to be using the data to get their
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agendas across. 1 think we should hold
strong to the fact that the NCEP guide-
lines are standing on extremely solid
data and that these major clinical trials
support the guidelines. The Post-
CABG study is the first trial to test the
less than 100 mg/dL hypothesis in heart
disease patients. The results Dr. Hun-
ninghake just presented are very im-
pressive.

Dr. Amsterdam: The first thing we
have to remember about the NCEP
guidelines is that they are guidelines.
They are a good general approach to
give the physician a frame of reference

to help approach the patient. In terms of

absolute recommendations, those are
going to evolve. There are no evidence-
based data that support getting the
L.DL-C under 100 mg/dL.. The concept
was: the lower the better based on
epidemiological and observational stud-
ies. [t may make sense to us to go as low
as you can. On the other hand, in most
of the studies that have shown benefi,
patients don’t get to under 100 mg/dL.
of LDL-C. What happens? They get, as
Dr. Hunninghake showed, a 25% to
30% reduction in LDL-C. So, it’s where
you start and getting that 25% to 30%
reduction is most important, not
whether you get under 100 or not. The
argument will be: Is the mindset, “the
lower the better” true? That could gen-
erate all kinds of competition in the
pharmaceutical industry to determine
which company has the most powerful
drug. The primary prevention story also
is going to continue to evolve. The
guidelines are conservative for primary
prevention. For secondary prevention,
<100 mg/dL. is a good target to shoot for.

Dy, Feldman: The one hope that I have
for NCEP-III would be a better differ-
entiation of the pure, isolated hyper-
lipidemic patient as the only patient
that warrants primary prevention and
more of a folding in of the multiple risk
factor patient. We all know that if you
look hard enough at the multiple risk
factor patient, you will often find dis-

ease. These are the hypertensive,
dyslipidemic, diabetic, cigarette smok-
ing, overweight, sedentary patients. I'm
suggesting from a treatment perspec-
tive, the patients with multiple risk fac-

tors really should be treated as people
who alteady have disease—it just hasn’t
been detected yet. Rather than having
three categories, perhaps two categories
might be better—one that is the pure
isolated hyperlipidemic patient, and
then everyone else, who would have
either documented disease or probable
documented disease.

Dr. Hunninghake: Dr. Amsterdam, you
don’t accept that the post-CABG study
is fairly suggestive to keep the LDL
under 1007 Regarding future NCEP
guidelines, we have a major problem.
The data are coming in so fast that many
us would like to change the guidelines,
but we are so far behind in implement-
ing the current guidelines, some are
afraid if we develop a new set, we might
do more harm than good.

-~ FACULTY QUESTION-AND-ANSWER
SESSION -

Question: Regarding primary preven-
tion: how do we exclude those patients
we really don’t think we ought to be
treating?

Answer (Dr. Hunninghake): One can
use data like those provided by the
Framingham® study and other observa-
tional studies and come up with 5- or
10-year projections. A 65-year-old male
who has a cholesterol of 280 mg/dl and
no other risk factors has a 10-year risk

VOL. 2, SUP.

THE AMERICAN JOURNAL OF MANAGED CARE



~+ ROUNDTABLE DISCUSSION -

that is as high as the 35-year-old male
who has four other risk factors. In the
future we are going to have to incorpo-
rate more absolute risk than justarbitrar-
ily saying “two risk factors.”

Reducing Mortality and Morbidity

Question: The goalof lipid management
is to reduce morbidity and mortality

from macrovascular disease. The goal of

antihypertensive therapy is to reduce
macro- and microvascular morbidity and
mortality. Is there is any consideration
of merging or somehow integrating the
INC-V guidelines9 for antihypertensive
therapy and the NCEP guidelines for
lipid management, and which guide-
lines contribute more to overall morbid-
ity and mortality?

Answer (Dr. Hunninghake): Most of
the hypertensive trials have been done
with diuretics and beta-blockers. In
terms of the absolute reduction of coro-
nary events, the expected reduction that
would be predicted is not achieved well
with antihypertensive drugs. That’s
why we included antihypertensive
medications as a risk factor for primary
prevention. Now, with some of the
newer agents, especially ACE inhibi-
tors, I don’t know what the comparison
will show.

Answer(Dr. Amsterdam): It is not well
appreciated that there is a significant
reduction in mortality from coronary dis-
ease with antihypertensive therapy. A
recent meta-analysis showed that with
antihypertensive therapy in the elderly,
there is a clear, significant reduction in
coronary mortality; somewhere around a

little less than 20%. The big reduction
with antihypertensive therapy is stroke
and that is, again in the eldeily. It isn’t
true that antihypertensive therapy
doesn’t reduce coronary mortality, it
just takes more time to show it and the
reduction is not as dramatic.

Answer (Dr. Feldman): Although
there is risk related to an elevated LDL
in the elderly, the relative risk is less
than in the younger group. The absolute
event rate related to that risk factor has
a much more potent effect in the eld-
erly. So, the potential to reduce mortal-
ity is actually greater in the elderly.

"T'his concept of absolute and relative
risk for the multiple risk factor patientis
problematic, since we want our patients
with asymptomatic diseases to take
medicine that will make them live
longer. At the same time we need to
keep them asymptomatic. Trying to fig-
ure out which risk factor is more impor-
tant in a particular patient is difficule,
because you don’t know whether that
patient might die from stroke, heart fail-
ure, heart attack, or Kidney failure.

The ALLHAT trial is an attempt to
look at a multiple risk factor interven-
tion using 1990 drugs.'” ALLHAT
stands for the Antihypertensive and
Lipid-Lowering Heart Attack T'rial,
comparing a beta blocker, diuretic, ACE
inhibitor, and a dihydropyridine calcium
channel blocking agent as the four
classes of antihypertensive agents and
then throwing in lipid-lowering therapy
or nonlipid-lowering-therapy with a
statin. Unfortunately, it will take 5 to 7
years to get those answers. For the coro-
nary heart disease patient, we believe
lipid-lowering therapy, probably in
terms of relative risk, makes a bigger
difference, but that’s not to say you
should leave diastolic blood pressure of
105 mm Hg or 110 mm Hg untreated. It
seems to me that from a CHD perspec-
tive, being vigilant with lipid-lowering
pays off, and in terms of a cerebrovascu-
lar disease patient, being vigilant with
hypertension appears to pay off differ-
entially.
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Using Anticoagulants

Question: This is regarding the issue of
cerebrovascular events associated with
atrial fibrillation and the strong data
about oral anticoagulants. There is evi-
dence supporting oral anticoagulation in
the hypertensive atrial fibrillation pa-
tients who can be identified. It may ac-
tually be a better preventive measure
than either the antihypertensive or lipid-
lowering medications. The downside is
that the cost of both identifying and
treating with oral anticoagulants is obvi-
ously much higher. The question is, is it
better to consider risk reduction in terms
of lipids in these patients before going to
anticoagulants, considering the lack of
optimal therapeutics with oral antico-
agulants?

Answer (Dr. Amsterdam): 1 would
think that it would be unwise to pay no
attention to this condition and focus only
on lipids because there is already a clear
and present danger. ‘

What we need to do in the case of

anticoagulation is do exactly what we are
talking about with these other risk fac-
tors and that is, increase knowledge.
Awareness doesn’t always change be-
havior or belief. Knowledge doesn’t
change actitude. I think the matrix is the
same for the problem you are pointing
out.

Where does the risk/benefit ratio be-
come nonproductive? There are reason-
able ways to judge who should get
anticoagulation and who shouldn’t. On a
risk/benefit analysis, the risk of adding
hyperlipidemic therapy is much lower.
As we approach the real world of family
practitioners, where do we really try to
focus attention?

Answer (Dr. Jacobs): This is where we
really need to educate. There was a re-
cent study that demonstrated the ability
to achieve high physician and patient
compliance with anticoagulation proto-
cols."" With atrial fibrillation, as the age
goes up, the risk may increase if you
don’t properly select the patient. Bu,

the risk of stroke is going up even higher
and those people are not getting the
drug, even when they are proper candi-
dates. I think that’s where we should
focus our efforts.

Justifying New Programs

Question: We have just started a lipid
management program for 140,000 capi-
tated patients. We have been watching
the points of divergence for these scudi-
es at 6 months, 1 year, and 2 1/2
years and know that eventually, we are
going to be asked to justify our lipid
management program. What strategics
can be used now in anticipation of this
inevitable question?

Amnswer (Dr. Wilson): Two things may
help. One would be to focus especially
on the high-risk patients that would give
you a closer-to-now return on your in-
vestment. It won’t take 5 or 6 years to
see a benefit in patients who have estab-
lished disease. Also, make sure you ad-
dress the accreditation standards.
Determine the impact of the program on
the achievement of target for those pa-
tients who did come into the program,
versus those who did not.

Answer (Dr. Goldberg): You have to
look at issues such as angina and doctors’
visits and the amount of antianginal
medications as well as the number of
revascularization procedures. You prob-
ably need to group events of all kinds
together within a short period of time.
The other issue is how much LDL-C
lowering are you getting and what per-
centage of your patients are on therapy
if they are high-risk patients? The num-
ber of people being treated may corre-
late with the amount of event reduction
that you see. So, you piobably need to
make sure that your implementation is
pretty high rightat the outset. You might
also want to look at how soon after pa-
tients have an event, or present with
coronary disease, they are being put on
lipid-lowering therapy. That is also go-
ing to have an effect. If you let people
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try diet and exercise for 6 months, you
probably won’t see results as quickly.
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