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Consumers Misled About Cholesterol and Statin Drugs

By William Faloon

For the enlightenment of new members, no one has battled the pharmaceutical industry longer and harder
than the Life Extension Foundation.

Dating back to the early 1980s, we have published exposés on dangerous, ineffective, and outrageously
priced prescription drugs. These eye-opening reports enabled us to appear on national broadcasts to get
the truth out about how Americans are defrauded by a drug cartel whose political contributions and lobbying
efforts buy considerable protection from the federal government.

This time, however, | have to defend a class of drugs that have limited efficacy, but are being attacked by
the media and some members of Congress in such a misleading way that consumers are calling us asking
if they should continue taking them. William Faloon

ONE PILL WON'T PREVENT ATHEROSCLEROSIS

Drug companies mislead the public by proclaiming that taking one pill a day may somehow prevent heart attacks and stroke.
This deception carries through to the research divisions of drug companies, who then design clinical studies to see if taking one
pill a day really prevents atherosclerosis (the major cause of heart attack and stroke).

The problem is that there are at least 14 independent risk factors that cause arteries to narrow
(occlude) as we age. While high LDL (low-density lipoprotein) and total cholesterol are two of these
causes, the other 12 atherogenic factors also have to be controlled if aging humans expect to
maintain lifelong healthy blood flow.

To the left of this page is a graphic of 14 daggers aimed at the heart, each dagger representing an
independent risk factor for coronary artery disease. Any one of these daggers can trigger a coronary
blockage (heart attack). It is thus absurd to think that just lowering LDL and total cholesterol will
provide sufficient protection against atherosclerosis.

Statin drugs lower LDL and cholesterol and help mitigate some of these other 12 cardiac risk
factors, such as reducing vascular inflammation. Much more is needed, however, to protect against
arterial occlusion as we age.

PHARMACEUTICAL COMPANIES SHOOT THEMSELVES IN THE FOOT

People today want simple solutions. Wouldn't it be convenient if we could all take the same dose of a statin drug and not worry
about coronary or cerebral arterial disease?

That's apparently what two pharmaceutical companies thought when they designed a clinical trial (the ENHANCE trial)1-3 to
measure the effectiveness of Vytorin® (the combination of simvastatin and Zetia® [ezetimibe]) versus simva-statin alone against
carotid artery thickening, a surrogate measurement of systemic atherosclerosis.



At the conclusion of this Vytorin®-simvastatin study, patients in both treatment groups
showed similar, albeit moderate benefits. The additive LDL-lowering effect produced by
Vytorin® did not provide any additional benefit over simvastatin alone, leading some to
question whether cholesterol is really a risk factor for atherosclerosis. Others implied that
statin drugs may not provide the benefits claimed by pharmaceutical companies.

Since so many Americans take statin drugs, the media turned these unscientific opinions into
headline news stories. Some Congressional Representatives then called for hearings to
determine if Americans were being deceived into buying worthless medications.

The public was understandably perplexed. Most Life Extension members, however, saw through the tabloid-like media frenzy
surrounding the release of a study that did show some clinical benefit relative to historical controls who received no treatment.

The absurdity of all of this was that pharmaceutical company greed caused them to design a study that was likely to fail. The
economic objective was to show that high-dose Vytorin® (comprising 80 mg of simvastatin and 10 mg of Zetia®) was superior to
high-dose simvastatin (80 mg) alone in preventing carotid artery thickening. If the study showed superior results in the Vytorin®
group, the makers of Vytorin® could have run national ads proclaiming that their expensive patented combination drug was
superior to low-cost generic statins in preventing arterial thickening with age.

One flaw in this study, of course, is that the 12 other risk factors (daggers) were not adequately corrected. As you will read, there
were other serious flaws that rendered the findings largely meaningless.

DON'T TOSS OUT STATIN DRUGS

Nothing in this widely publicized Vytorin®-simvastatin study implied that the drugs were worthless. In fact, both drugs did what
they were supposed to, i.e., they lowered LDL and cholesterol. The drugs did not, however, show significant differences between
one another in terms of slowing the progression of carotid artery thickening.

While worried patients called their cardiologists asking what could now be done to prevent heart attack and stroke, Life
Extension members found comfort in knowing that they were controlling all the known risk factors that cause arterial blockage.

We long ago recommended that individuals with LDL levels above 100 mg/dL and total cholesterol above 200 mg/dL of blood use
the lowest dose of a statin drug to reduce LDL-cholesterol numbers to optimal target levels if natural methods failed.

We pointed to studies showing that LDL and total cholesterol can often be brought into optimal ranges by using a low dose of a
statin drug with virtually no risk of side effects. For example, some people are prescribed 20-80 mg a day of simvastatin, yet only
5-10 mg a day are all that is needed by many to achieve optimal LDL-cholesterol levels.4,5

WHAT IS LDL?

LDL is the acronym for low-density lipoprotein, a con-stituent in the blood that delivers (or carries) cholesterol from the liver to
cells throughout the body. All people require LDL to transport cholesterol for its beneficial purposes. Aging humans often
produce too much LDL, which can deposit cholesterol on to the arterial wall and thus contribute to the formation of
atherosclerotic lesions that eventually choke off blood supply.

Measuring the amount of LDL in blood as milligrams per deciliter (mg/dL) helps to identify those who can benefit from LDL-
lowering therapies. There is more, however, to LDL modification than just reducing absolute numbers. Drugs and nutrients that
inhibit LDL oxidation (i.e., antioxidants) have been shown to help protect against LDL-induced atherosclerosis.s-14 Measuring
LDL particle size is also important as small, dense LDL particles are much more atherogenic than large, buoyant LDL.15-17

For the sake of brevity, this editorial will primarily discuss the importance of maintaining LDL in the optimal level, which is
below 100 mg/dL for most normal aging humans.

THE VYTORIN®-SIMVASTATIN STUDY

In the misunderstood study of Vytorin® and simvastatin, a group of patients were evaluated who had a genetic defect that causes
them to produce dangerously high amounts of LDL and cholesterol. This disorder is called heterozygous familial
hypercholesterolemia, and it affects only one in 500 people.



One group was given Vytorin® (simvastatin 80 mg and Zetia® 10 mg) while the other half received
simvastatin (80 mg) (trademarked name Zocor®) alone over a two-year period. Zetia® inhibits
cholesterol absorption, while simvastatin inhibits cholesterol synthesis in the liver.

An ultrasound test was used to evaluate the inner wall thickness of the carotid arteries, which is a
surrogate marker for the presence of atherosclerosis in the heart, brain, and other parts of the body.

When the study results showed no significant slowing of carotid artery thickness in either group,
the concept of cholesterol’s involvement in atherosclerosis and the value of cholesterol-lowering
drugs were challenged by the media, certain members of Congress, and even some in the FDA.

What everyone overlooked, however, is that neither group achieved enough of a reduction of LDL to

significantly slow carotid artery blockage. Study subjects started out with a startlingly high average
320 (mg/dL) LDL blood reading. The simvastatin-alone group’s LDL declined to an average of 188, whereas Vytorin® lowered
average LDL to 134.

At the conclusion of the study, the Vytorin® group showed no greater benefits than the group receiving the lower-cost
simvastatin. Although the Vytorin® group showed a larger reduction in LDL, there were no differences in cardiovascular events
between the Vytorin® and simvastatin groups in the trial. This led some to question the role of cholesterol in atherosclerosis,
while others stated that consumers were being ripped off by purchasing higher-cost Vytorin®. They all got it wrong!

LDL AND CHOLESTEROL NOT LOWERED ENOUGH

These high-risk study patients with a known genetic disorder suffered most of their lives with excess levels of LDL and
cholesterol. 18,19 This means that when they entered the study, their endothelium (inner arterial wall) had already suffered
significant structural damage.

A review of past studies reveals that the target LDL-reduction level needed to protect against progression of atherosclerosis is
definitely below 100 (mg/dL) and probably below 76 mg/dL.20-25 Yet the drug doses used in this study only lowered LDL levels to
188 for simvastatin and 134 for Vytorin®.

The media, most lay people, and regrettably, too many doctors think that lowering toxic LDL from
320 (at baseline) to 188 and 134 at the study’s end should have produced significant benefits. The
hard facts gleaned from clinical studies involving tens of thousands of aging human beings make it
clear that LDL must be reduced to below 70-76 in high-risk patients to produce a meaningful
reduction in heart attack risk and surrogate markers of cardiac risk (such as ultrasound testing to
measure carotid occlusion).22,25,26 Healthy aging people should strive for LDL levels below 100.

Chart 1 on this page provides striking data to document that in order to prevent heart attack in high-
risk individuals, LDL needs to be lowered far more than was accomplished in the Vytorin®-
simvastatin study.

To directly correlate the relationship of achieved LDL level to progression of carotid artery occlusion,
all one has to do is look at a study that evaluated the effects of a potent statin drug called Crestor® (rosuvastatin). In the group
receiving Crestor®, LDL baseline levels of 155 (mg/dL) were reduced to 78. There was no progression in carotid occlusion in the
Crestor® group who achieved this low level (78 mg/dL) of LDL, whereas the placebo group significantly worsened.2s

This Crestor® study thus showed that patients with an LDL of 155 suffer rapid progression of carotid occlusion. In the Vytorin®-
simvastatin study, LDL was only lowered to 134-188—clearly not low enough to significantly protect against carotid occlusion.

CHART 1. CORONARY RISK FOLLOWING TREATMENT WITH STATIN DRUGS ACCORDING TO

ACHIEVED LDL LEVELS27

Achieved LDL(mg/dL of blood) Over 94 72-94 54-71 Under 54
70% 30% 10% Lowest Risk
Greater Risk Greater Risk Greater Risk Lowest Risk

The data above is a tabulation of the results from patients who had already suffered a coronary event who were then prescribed
either 80 mg of Lipitor® (atorvastatin) or 40 mg of Zocor® (simvastatin) per day.




These findings show that the achieved level of LDL was strongly predictive of recurring coronary events. These relative risks are
adjusted for age, smoking status, diabetes, hypertension, and body mass index (BMI).27 The Vytorin®-simvastatin study failed
to achieve the low levels of LDL needed to protect against progression of carotid artery occlusion.

Data supporting the need for normal aging people to keep their LDL levels below 100 (and high- risk patients below 70-76) are not
new.4,29,30 Life Extension established the below-100 LDL guideline in the early 1980s, and this is now considered the optimal
range by health organizations around the world.

Pharmaceutical companies, however, are not particularly interested in scientific solutions to eradicate lethal diseases. The
intention of this study was to show Vytorin® is superior to simvastatin—period. The study backfired because other independent
risk factors were not treated and because LDL was not sufficiently lowered.

LDL could have been reduced to a safer level if these patients were
also prescribed a drug called cholestyramine to block cholesterol THE LOWER, THE BETTER
reabsorption from the intestines;s1-33 a beta-glucan fiber blend that
also blocks intestinal cholesterol reabsorption;ss-3s and/or 3.7+ /
moderate-dose niacin that not only lowers LDL, but also reduces Relative 2.0 /

small, dense LDL particles that are particularly atherogenic.37-40 Risk for

Coronary 23
. o . . . Heart

The negative findings of this study will cost the makers of Vytorin® Diseaze 1.7

a lot of money. Based on the adverse media exposure, many {Log Scale)
patients are stopping Vytorin® and switching to far less costly
generic statin drugs. There is nothing wrong with changing to a 1.0-
lower-cost generic as long as LDL levels of under 100 (and under
70-76 for high-risk groups) are achieved. Remember, it's not the i

]
brand of drug that matters. What counts is the achieved reduction 46 70 00 130 60 150
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1.3

WHY CAN'T EVERYONE SUPPRESS LDL TO THE LOWEST RANGE?

Despite an abundance of human clinical data, most doctors ignore LDL levels that are too high (over 100 mg/dL of blood).4 Chart
2 below shows the consensus that now exists between the American Heart Association, the National Institutes of Health, and
the National Cholesterol Education Program on what optimal LDL levels should be.

When reviewing Chart 1 on page 10, however, you might wonder why every aging person does not strive for LDL levels below 70.
After all, these lower levels clearly reduce heart attack risk.

One problem is that the high doses of statin drugs needed to lower LDL below 70 are toxic to many people. The other problem is
that drugs that reduce LDL also lower cholesterol levels. While too much cholesterol is an atherogenic risk factor, population-
based studies suggest that too little cholesterol is associated with an increase in mortality and morbidity.41

For these reasons, Life Extension believes that for optimal risk/ benefit, the ideal range for total cholesterol is between 180 and
200 mg/dL. Studies suggest that total cholesterol levels below 180 mg/dL increase the risk of suicidal behavior,42,43 hemorrhagic
stroke,44 depression,4s and cancer.46

For certain high-risk patient groups, sharply lowering LDL for a three to- six-month time period is desirable.47 This group includes
those who have undergone coronary artery bypass surgery or who have had a stent inserted to open up an occluded coronary
artery. These patients undergo an inflammatory storm after these surgical procedures that make them vulnerable to another heart
attack. These patient groups are often put on a three to- six-month regimen of a high-dose statin drug to achieve LDL levels
below 7o.

CHART 2. CONVENTIONAL CONSENSUS ON OPTIMAL LDL RANGES

The consensus amongst mainstream medical groups is that optimal LDL levels should be under 100 mg/dL.4s-50 Life Extension
Foundation first proposed this number in the early 1980s. Life Extension does not agree that LDL levels of 100-129 are “near
optimal,” nor that LDL levels of 130-159 are “borderline high,” as demonstrated by the recent Vytorin®-simvastatin study
showing that LDL levels of 134 mg/dL do not significantly slow the progression of carotid artery occlusion.

LDL LEVEL (MG/DL) LDL LEVELS AND HEART ATTACK RISK




Under 100 Optimal LDL-cholesterol, corresponding to reduced, but not zero, risk for heart disease
100 to 129 Near optimal LDL level

130 to 159 Borderline high LDL level

160 to 189 High LDL level

Over 190 Very high LDL level, corresponding to highest increased risk of heart disease

NATURAL METHODS REVERSE CAROTID ARTERY OCCLUSION

While the media was caught up bashing statin drugs, no one mentioned that there are non-drug approaches that have been
documented to reverse clinical measurements of systemic atherosclerosis.

Scientific studies have demonstrated the ability of pomegranate and a natural superoxide dismutase (SOD)-enhancing agent
trademarked GIliSODIn® to reverse carotid ultrasound markers of atherosclerosis better than any prescription drug.s1-54

While some drugs, nutrients, and hormones can slow the progression of atherosclerosis, very little has ever been shown to
reverse existing artery disease.

One reason it is so difficult to reverse atherosclerosis is that arterial disease is primarily caused by aging itself (via the
destructive process known as endothelial dysfunction). What this means is that a person with atherosclerosis has to first stop
the artery-damaging process and then reverse the damage to the arterial wall that has accumulated over a lifetime.

Atherosclerosis can be measured in humans by conducting an ultrasound test of their carotid arteries in the neck. An ultrasound
provides a specific reading of the narrowing (or blockage) that has occurred by measuring the thickness of the inner and middle
walls of the carotid artery. This is known technically as an intima-media thickness test (IMT).

A controlled human study was conducted involving patients with severe carotid artery narrowing (stenosis). One group received
conventional drugs only (statins and antihypertensives), while the other group received pomegranate juice plus the same drugs.
The findings observed in the pomegranate group were unprecedented.s4

BLOOD TEST EFFECT OF POMEGRANATE
LDL basal oxidative state Reduced by 90%
LDL susceptibility to copper-induced oxidation Reduced by 90%
Total antioxidant status Improved by 130%

After one year, the group receiving the drugs, but not pomegranate showed a significant 9% increase in intima-media thickness.
In contrast, the group receiving the pomegranate plus drugs showed a reduction in carotid intima-media thickness as follows:

After three months: 13%

After six months: 22%

After nine months: 26%

After one year: 35%

Carotid artery blood flow (as measured by end diastolic velocity) improved in the pomegranate plus drugs group as follows:
After three months: 16%

After six months: 20%

After nine months: 31%

After one year: 44%

Throughout the study period, the scientists sought to determine why pomegranate so effectively reversed these documented



parameters of atherosclerosis. Blood samples were collected before and during treatment with pomegranate. The following
changes were discovered in the pomegranate group:

Another blood test used in this study was to measure an antioxidant enzyme called paraoxonase-1 that is naturally produced in
the body. Paraoxonase-1 is believed to protect against the oxidation of LDL. Low levels of paraoxonase-1 predict increased
severity of coronary artery disease. In patients administered pomegranate, the paraoxonase-1 levels increased by 83% after only
one yearlsa

The scientists attributed the regression in carotid atherosclerotic lesion size in the pomegranate group to significantly reduced
oxidative stress in both blood and atherosclerotic plaques, along with modestly lower blood pressure (beyond that of the
antihypertensive drugs that were prescribed).

When looking at these incredible improvements in arterial health, the mere “slowing of worsening progression” that statin drugs
are able to accomplish looks quite pathetic in comparison.

Despite the research substantiating the value of these natural approaches, Life Extension remains adamant in its
recommendation that members make sure that all vascular risk factors (the 14 daggers) be kept in optimal ranges. Vascular
diseases are by far the leading killers of aging humans.ss If we are to maintain healthy blood flow over the long lives we strive for,
then we must guard against the many factors that conspire to starve our tissues of oxygenated blood.

MEDICAL DECISIONS SHOULD BE BASED ON YOUR BLOOD RESULTS—NOT MEDIA HYPE!

In response to the Vytorin®-simvastatin study, and subsequent misinterpretation and hype by the media, aging humans who
could benefit from individualized LDL-lowering therapies are questioning what they should be doing.

We at Life Extension seem to be the only ones who have analyzed this study and found that it proves what was learned decades
ago, i.e., LDL levels above 100 mg/dL of blood contribute to the worsening of atherosclerosis. The only way to be confident that
you are in the lowest risk category for suffering a stroke or heart attack is to have your blood comprehensively tested annually.

For the past twelve years, Life Extension members have had open access to low-cost blood testing. As greater volumes of these
comprehensive blood tests have been ordered, the cost to perform them has gone down.

As you can read on page 15, the member price for the comprehensive Male or Female Blood Test panels is now only $198 during
our annual Blood Test Super Sale. That is 50% below our low retail price, and about 80% below what commercial labs charge.

| encourage members to take advantage of these extra-discounted prices by ordering their blood tests by June 2, 2008. Once
you place your order, we will send you a pre-paid requisition form along with directions to blood-drawing stations in your area.
Since appointments are almost never necessary, you can have your blood drawn at your convenience.

To order the comprehensive Male or Female Blood Test Panels or any other tests at extra-discounted prices, call 1-800-208-
3444.

For longer life,

T o

William Faloon

MALE AND FEMALE BLOOD TEST PANELS ‘

Unlike commercial blood tests that evaluate only a narrow range of risk factors, Life Extension’s Male and Female Panels
measure a wide range of risks that predispose aging humans to the most common
age-related diseases. Just look at the huge numbers of parameters included in the popular Male or Female Panels:

MALE PANEL FEMALE PANEL

Total cholesterol Total cholesterol

Low-density lipoprotein (LDL) Low-density lipoprotein (LDL)



Very low-density lipoprotein (VLDL)
High-density lipoprotein (HDL)
Triglycerides

Homocysteine

C-reactive protein (high-sensitivity)
Glucose

Free testosterone

Total testosterone

Estradiol (an estrogen)

DHEA

PSA (prostate-specific antigen)

Liver function (AST, ALT, LDH, bilirubin, alkaline
phosphatase)

Kidney function (creatinine, BUN, uric acid, BUN/creatinine
ratio)

Immune cell counts (white cell count, lymphocytes,
monocytes, eosinophils, basophils)

Red blood cell counts (hemoglobin, hematocrit, red blood
cell count, MCV, MCH, MCHC, RDW)

Platelet count

Blood proteins (albumin, globulin, total protein,
albumin/globulin ratio)

Blood minerals (calcium, potassium, phosphorus, sodium,
chloride, iron)

Very low-density lipoprotein (VLDL)
High-density lipoprotein (HDL)
Triglycerides

Homocysteine

C-reactive protein (high-sensitivity)
Glucose

Estradiol (an estrogen)
Progesterone

DHEA

Free testosterone

Total testosterone

Liver function (AST, ALT, LDH, bilirubin, alkaline
phosphatase)

Kidney function (creatinine, BUN, uric acid, BUN/creatinine
ratio)

Immune cell counts (white cell count, lymphocytes,
monocytes, eosinophils, basophils)

Red blood cell counts (hemoglobin, hematocrit, red blood
cell count, MCV, MCH, MCHC, RDW)

Platelet count

Blood proteins (albumin, globulin, total protein,
albumin/globulin ratio)

Blood minerals (calcium, potassium, phosphorus, sodium,
chloride, iron)

Non-member retail price: $399
Every-day member price: $299
Blood Test Super Sale price: $198

Enjoy this 50% savings until June 2, 2008

Non-member retail price: $399
Every-day member price: $299
Blood Test Super Sale price: $198

Enjoy this 50% savings until June 2, 2008

To obtain these comprehensive Male or Female Panels at the lowest prices ever offered, call 1-800-208-3444 to order your
requisition forms. Then at your convenience, you can visit one of the blood-drawing offices we provide in your area.
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