The Testosterone
Controversy

BY WILLIAM FALOON

Testosterone levels are high in young
men, but plummet during aging.

Despite compelling findings of
efficacy, conventional doctors still
question the value of testosterone
replacement in maturing men. This
oversight is causing needless heart
attacks and strokes.

Low testosterone is associated with
excess abdominal fat,'* loss of insulin
sensitivity,”® and atherosclerosis.”®

A critically important role of tes-
tosterone is to enable HDL to remove
excess cholesterol from the arteri-
al wall and transport it to the liver for
disposal. This effect of enhancing HDL
is termed “reverse cholesterol trans-
port” and is vital to preventing arterial
occlusion.®!°

Cardiologists routinely prescribe
statin drugs to lower LDL, a lipo-
protein that transports cholesterol from

the liver to the arteries. These same doc-
tors, however, fail to maintain sufficient
testosterone levels in their patients
to enable HDL to remove cholesterol
buildup in the arteries. This is one rea-
son why statin drugs have not always
been shown to work in older men, who
require functional HDL to keep arterial
linings free of excess cholesterol. 12

Numerous studies document the
vital role that testosterone plays in
maintaining youthful metabolic process-
es throughout the body.5"!3%! A large
new study confirms the deadly impact of
low testosterone in older men.?

What's scary are clinical trials

‘ designed by doctors who have no idea

how to achieve youthful hormone lev-
els. Men who enroll in these studies are
subjected to lethal dangers because
testosterone and estrogen blood lev-
els are not properly balanced. >>
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Cells throughout a man's body
are laden with receptor sites that
are activated by the hormone tes-
tosierone. When testosterone is
available to bind to these recep-
tor sites, good things happen such
as elevated mood and improved
cognition in response to plentiful
testosterone being available to the
brain >

Be it muscle, bone, vascular,
or nerve tissue, testosterone pro-
vides critical command signals for
your cells to behave in a youthful
manner?2*3 Ag testosterone levels
diminish, degenerative processes
sel in.

New Published Study
Confirms Testosterone’s

Benefits

Of considerable interest is the
relationship between testoster
one blood levels and cardiovas-
cular events such as heart attack
and stroke. In a revealing new
study, researchers identified 2,416
men (aged 69-81 vears) who were
not on any kind of testosterome-

affecting treatment. These men
were subjected to a battery of
blood tests that included total tes-
tosterone and estradiol (estro-
gen).

The first observation was that
men with increasing levels of tes-
tosterone had a decreased preva-
lence of diabetes, hypertension,
and body fat mass. Compared to
men with the highest testosterone
levels, those with low testosterone
were twice as likely to have a his-
tory of cardiovascular disease. It
was also observed that men with
the highest testosterome levels
were the most physically active.”

This large group of men was
followed for an average of 5.1
years. Men in the highest quar-
tile of total testosterone (above
550 ng/dL) had a 30% lower
risk of cardiovascular events. Any
level of total testosterome below
550 ng/dL resulted in significant
inereased risk, thus helping to
establish a minimal baseline as to
where total testosterone should
be to guard against heart attack or
stroke.

Estradiol levels measured in
this group appeared to be mostly
in safe ranges and did not impact
incidence of cardiovascular events.

Data was tabulated based on
hospital reports and/or death cer
tificates for heart attack, stroke,
unstable angina, bypass surgery,
or stenting.

The four quartiles of total tes-
tosterone in this large group of
older men were:

Quartile 1: Total testosterone

below 340 ng/dL.

Quartile 2: Total testostergne be-
tween 341-438 ng/dL.

Quartile 3: Total testosterone be-
tween 439-549 ng/dL.

Quartile 4: Total testosterone

above 550 ng/dL.

Of interest was the finding that
Quartiles 1, 2, and 3 had about
the same risk of cardiac adverse
events. It was only in Quartile 4
{when total testosterone exceeded
550 ng/dL) that the 30% reduction
in cardiovascular events occurred.

This finding showed that it did
not matter if these men’s total tes-
tosterone was very low (below
340 ng/dL) or moderately low
(up to 549 ng/dL).. they all had a
similar increased risk for suffer
ing a cardiovascular event. Only
when total testosterone exceeded
550 ng/dL did cardiovascular risk
plummet,

This finding remained consis-
tent for cerebrovascular disease
incidence, where men with the
highest total testosterone (Quar-
tile 4) had a 24% reduced risk of
transient ischemic attack or
full-blown stroke. The research-
ers noted this association with
reduced cerebrovascular risk
remained after adjustment for tra-
ditional risk factors,
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The conclusions by the
researchers who conducted this
study were:

“Higher serum testosterone
levels are associated with
a reduced risk of fatal
and non-fatal cardiovascular
evertts in conumunily
dwelling elderly men.""

Mainstream Doctoxs
Know Nothing About
Hormone Balance

If you ever wonder why so
many deaths are directly caused
by medical errors, look no further
than the obvious mistakes made
by doctors who design human
clinical trials.3*

It has long been known that
aging men are at risk for having
excess activity of an enzyme called
aromatase. The effect of surplus
aromatase is that too much tes-
tosterone is converted to estro-
gen, 78

Aging men have a propensity to
develop dangerously high levels of
estrogen combined with woefully
inadeguate testosterome, though
many aging men suffer both low
testosterone and estrogen. 4

Elevated estrogen can sharply
increase heart attack risk by pro-
moting platelet aggregation and
coagulation in coronary arter-
jes *4? Higher estrogen in men

also increases inflammation
which can cause unstable plaque
to rupture and occlude a coro-
nary artery, thus creating a sudden
heart attack 4

MNow just imagine designing a
study where a huge dose of tes-
tosterone cream is applied to
dilapidated men with a high prev-
alence of obesity, hypertension,
diabetes, and elevated LDL. These
men (average age 74) all suffered
limited mobility and many had
known cardiovascular disease. All
these physically impaired men had
very low total testosterone lev-
els (mean 243 ng/dL) at baseline,
but the doctors never bothered to
check their estrogen levels.

The study was stopped after
six to twelve months because the
decrepit men receiving testoster-
one (at a dose more than twice
what is typically prescribed)
showed a 4.6-fold increase in
adverse cardiovascular events.*

The purpose of the study was
to see if high-dose testosterone
cream could improve strength
and mobility in these degenerat-
ed men. Early results showed it to
be effective in improving muscle
strength, but the study had to be
stopped because too many cardio-
vascular events occurred.

The study authors admitted
that the testosterone cream may
have converted to estrogen and
caused these cardiac problems.
My guestion is why they failed to

test estrogen levels in the begin-
ning and monitor estrogen after
administering high-dose testoster-
one creams?

Obesity alone causes estrogen
levels in men to spike.* The rea-
son overweight men grow breasts
is that abdominal fat tissue synthe-
sizes huge amounts of aromatase,
which converts their testoster-
one to estrogen, Obese men with
elevated estradiol are strongly
advised to take aromatase-inhibit-
ing agents.

By applying high doses of
testosterone creain, estrogen
levels would be expected to spi-
ral upward in many of these
unhealthy men, thus predispos-
ing them to cardiovascular events
inflicted by abmormal arterial
blood clotting (thrombosis) and
inflammation.

Despite these obvious flaws,
this niegative study was widely cir-
culated in the medical mainstream
and used as a basis to advice doc-
tors to prescribe testosterone
cream with caution.

This is unfortunate as the pre-
ponderance of data shows sig-
nificant protective effects when
testosterone and estrogen are in
a youthful state of balance. Most
published studies fail to look at
estrogen levels in men, despite a
massive body of evidence showing
significant increases in mortality
when estrogen levels are too high
or too low ¥
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Why Testosterone Studies Are Not Consistent

One might wonder how two studies could come to completely
opposite conclusions.

A 2011 published study of 2,416 men showed a 30% reduction in car-
diovascular events when total testosterone levels 550 ng/dL.™

Yet an unpublished report released in 2010 of less than 700 men
stated that cardiovascular events more than doubled when total testos-
terone exceeded 495 ng/dL*

One problem relates to differing laboratory memudﬂlcg:es whose
results vary more than professionals like to admit. This means that some
of these studies may not have accurately measured testosterone blood
levels. In the most recent positive study showing a 30% reduction in
cardiovascular events in men with total testosterone above 550 ng/dL,
the researchers exclusively used a mass spectrometry-based technique
that provides a more accurale assessment of testnﬁtercna status than
testing methods used in previous studies.

The more obvious flaw, however, relates to the Ia:ge number of inde-
pendent risk factors involved in the development of atherosclerosis,
thrombosis and subsequent heart attack and stroke. While some of these
ather risk factors are sometimes factored in, no study on testosterone
has included all of them and they all rely on outdated rafarance ranges for
artery-damaging factors such as glucose and hypertension.

We have re-printed our 17 independent risk factors illustration on page
21 of this issue to enable readers to easily comprehend why for optimal
reduction in risk for vascular disease, all known naﬁ factors must be
measured and adjusted to safe ranges.

Unpublished Study
Bssociates Testosierone
With Creater Heart Risk

In August 2010, an unpublished
report was circulated in the media
that contradicted numerous pub-
lished studies showing higher lev-
els of testosterone protect against
heart attack.™

This negative report was based
on a study of less than 700 men
(aged 65 and older) and claimed
that men with higher testostercne
doubled their risk of a heart attack
or other cardiac events.

While even the author of this
study admitted the findings were
preliminary and had not been
peer-reviewed, one striking dis-
crepancy was that it defined high
total testosterone as being great-
er than 495 ng/dL. Recall that
in the much larger (2,416 men)
published study (described at the
beginning of this article} that a
30% reduction in cardiovascular
events did not occur until total
testosterone levels exceeded 550
ng/dL.

As is typical of so many of these
studies, estrogen levels do not
appear to have been measured,
so we have no idea if any of these
men in this negative study had the
youthful balance of testosterone
and estrogen required to protect
against cardiovascular disease.
(Estrogen was measured in the
studv showing reduction in car
diovascular events in men with the
highest testosterone level.)

How Testosterone Protects
Against Heart Attacks

Most people know that high-
er blood levels of HDL pro-
tect against atherosclerosis and
subsequent heart attack. What
few understand is the critical role
that testosterone plays in enabling
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HDL to remove built-up cholester-
ol from the arterial wall.

HDL removes cholesterol from
the arterial wall and returns it to
the liver for safe disposal via a pro-
cess known as reverse cholesterol
transport. Testosterone enhanc-
es HDL-induced reverse choles-
terol transport from the arterial
wall.? That is one of testosterone’s
unique and lifesaving anti-athero-
sclerotic effects.

While a person can reduce their
arterial wall exposure to choles-
terol through healthier diets and
by taking certain drugs, the aver-
age person still synthesizes about
750 mg every day of cholesterol
in their peripheral tissues (outside
of the liver). If there is any distor
tion in the HDL-mediated removal
of cholesterol (i.c. reverse choles-
terol transport) from the arterial
wall, the consequence is athero-
sclerosis. ™

Said differently, testosterone is
required for optimal transport of
excess cholestercl from our tissues
and blood vessels to our liver for
processing and disposal. In the tes-
tosterone-deficient state, reverse
cholesterol transport is compro-
mised, and excess cholesterol can-
not be removed from the arterial
wall 7557 (See Chart 1 on this page)

HDL and testosterone lev-
els often plummet in aging
humans.**% The combination of
low HDL and Jow testosterone vir-
tually guarantees an explosion in
demand for vascular stents and
drugs that earn tens of billions
of dollars in profits each year for
pharmaceutical behemoths.

Under optimal circumstanc-
es, HDL efficiently removes cho-
lesterol from arterial walls and
then transports it (via reverse
cholesterol transport) to the liver
for elimination (mostly through
the bile duct into the intestines).
When there is a deficiency of tes-

tosterone, HDL is less efficient in
removing debris from the arterial
wall and the liver is less efficient
in breaking down cholesterol-
laden HDL from the blood-
stream.

Armed with this knowledge,
you can now see past the charade
perpetrated by the medical estab-
lishment that still questions the
value of testosterone supplemen-
tation.

Numerous well-controlled

human studies show that higher
testosterone levels plav a critical
role in maintaining healthy blood
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- Furthermore, a liver enzyme called hepatic lipase functions to
remove phospholipids from the surface of HOL and helps enhance
the uptake of these HDL-derived lipids by scavenger receptor

flow throughout the body by accel-
erating reverse cholesterol trans-
port—thercby helping to prevent
atherosclerosis.®'*

Low Testosterone Sharply
Increases Coronary
Artery Disease Risk

The relationship between low
testosterone and increased cor-
onary artery disease incidence
has been the featured topic of
several covers of Life Extension
Magazine® over the past two
decades.

C_hart 1. How Testosterone Affects HDL

« Testosterone elevates the hepatic lipase enzyme that the liver l
needs tojsafely clear the body of excess cholesterol. ]

« The liver contains a receptor called scavenger receptor B1 that
acts to stimulate cholesterol uptake for processing and disposal.
Testosterone beneficially increases scavenger receplor B1.7

- Testostefone increases the activity of hepatic lipase."

« By increasing both scavenger receptor B1 and hepatic lipase
activities, testosterone facilitates an increase in reverse cholesterol
transporl, a process that removes excess cholesterol from the tis-
sues and caries it to the liver for processing and disposal.*'* .

« The important take home point is the critical role of reverse choles-
terol transport in enabling HDL to protect against atherosclerosis.
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One study evaluated men under
age 45 who presented with coro-
nary artery disease compared with
an age-matched control group.
The fndings revealed that even
moderately reduced free testos-
terone blood levels (below 17.3
pgimL of blood) in these younger
men resulted in a 3.3-fold greater
risk of developing premature coro-
nary artery disease compared with
men who had values above 17.3
PE'J'H‘L_TE

To put this testosterone blood
reading in perspective, aging
men who don't use testosterone-
boosting nutrients or drugs often
have very low free testosterone
blood levels (less than 10 pg/mL
of blood). These same men often
have low HDL blood test read-
ings in the danger zone (less than
40-30 mg/dL).

More recent studies confirm
low blood levels of free testoster-
one increase cardiovascular mor
tality in men.™%

Is it any wonder that despite
aggressive use of statin drugs and
other advances in cardiac medi-
cine, heart attack and stroke are
still today's leading killers?

Testosterone for
Chronic Heart Failure

Chronic heart failure is a dis-
abling condition characterized by
exercise intolerance and shortness
of breath, The disease arises from
prolonged inflammatory cyto-
kine aclivation that also causes
severe muscle wasling. Testos-
terone increases anabolic funec-
tion, improves arterial dilation,
augments cardiac output, and is
known to have anti-inflammato-
ry activities. Low lestosterone is
a common characteristic in men
suffering from heart failure.

In an interesting report, 20
men with an average age of 62

took part in a randomized study
in which testosterone or placebo
was injected every two weeks for
12 weeks. Compared 1o the place-
bo group, men receiving testoster-
one could walk 3.5 times [arther.™
Mean symptom scores and a criti-
cal blood measurement of heart
function (brain natriuretic pep-
tide) improved in men receiving
testosterone, but not in the place-
bo group.

A trend toward improved
mood scores was noted in the tes-
tosterone group, which is impor-
tant because men with chronic
heart failure have high rates of

depression. The doctors con-
cluded that 12 weeks of testoster-
one treatment led to significant
improvements in physical capac-
ity and symptoms.™

Testosterone
and Stroke Risk

One way to evaluate one's
risk for a stroke is to undergo an
ultrasound test to measure carot-
id artery thickness. When excess
occlusion is detected, a risky sur-
sical procedure (carotid endarter-
ectomy) is performed to restore
blood flow to the brain.

Chart 2. Natural Hormones Siash Heart Disease Mortality!

A landmark study analyzed the relationship of natural hormones
(iree testosterons, DHEA, and insulin-like growth factor-1 [IGF-1]1) to
death rates in men suffering from chronic heart failure.” The findings
from this study are tabulated on the chart in this box. As one can see,
more men die when any of these hormones are deficient. This same
chart shows catastrophic mortality when two ar more of these

hormones arei- deficient.®

HORMONE STATUS

High levels of DHEA,
testosterone, and IGF-1

Qgﬁg_eﬂq; in one hormone
(DHEA, testosterong, or IGF-1)

Defigisncy in two hormones
(DHEA, testosterone, or IGF-1)

Q@M}L in all three hormones
(DHEA, testosterone, and IGF-1)

THREE-YEAR SURVIVAL RATE

83% i
74%

55% 1

27% _
A
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A large number of studies reveal that higher testosterone or

dehydroepiandrosterone (DHEA) levels are associated with reduced
heart disease risk. % DHEA is a low-cost dietary supplement, while
IGF-boosting nutrients and natural testosterone cream are available

to Americans at affordable prices.

Cardiac drugs generate outrageous profits for pharmaceutical
interests. Pharmaceutical companies thus face huge economic losses
if too many ﬁ:maricans use natural hormones to reduce their reliance on

expensive prescription drugs.

¥
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