More Weight Loss
than Any Other Discovery in Supplement History
by William Faloon
I'll never forget an experience I had at a medical conference
14 years ago. A renowned scientist persistently asked me to sell
him the hormone leptin.
When given to obese mice, leptin caused weight loss of 40%
after 33 days.
In human tertns, that equates to a 250-pound person shrinking
to 150 pounds in a short time. The problem was that leptin did not
work in humans, if they were not leptin-deficient to begin with.'
This obese scientist kept badgering me because he thought I
knew how to get leptin. Wlien I repeatedly said It would not work
for him, he asked me why it would not work. Back in 1994, 1 did
not know that answer.
In a breakthrough that tiiay reverse today's epidemic of obesity,
a natural compound has been discovered that circumvents the
molecular factors involved in obesity ... including a phenomenon
known as "leptin-resistance"~'^T\ús tneans that for the first time,
humans can benefit from their own leptin because it can now
enter cells and do what it did for obese mice ... induce massive
weight loss!
In a recent controlled study, humans taking this new compound
lost 28 pounds over a 10-week period compared to less than
3 pounds in the placebo group.^ Unlike other weight loss studies
that mandate at least some moderation in food intake, these study
participants did not alter their diet in any way.
Equally remarkable are results showing the same mechanisms
that enable this compound to remove body fat also lower heart
attack risk factors like LDL, "' glucose'^ " and C-reactive protein.^
In this article, I will discuss scientific findings showing how this
new compound produces more impressive weight loss results
than any other drug, nutrient or hormone in medical history. > »

Scientists have identified specific
factors that cause aging people to accumulate unwanted fat pounds. The
problem has been that up until now,
there has not been an effective way to
circumvent these underlying causes of
today's obesity epidemic.
The corpulent mass that accrues
on our aging bodies can be compared
to the growth of malignant tumors.
This analogy goes beyond everincreasing fat bulges and extends
to how fat cells resist eradication.
Like cancer, fat cells deploy multiple
survival mechanisms when their
existence is threatened.
So while many ways have been developed to assist people in losing weight,
nothing has been shown to circumvent
the natural ability of adipocytes (fat
cells) to propagate and retain excess
fat... until now!

OBESITY IS CAUSED BY:

1. Imbalance between energy (food)
intake and energy expenditure
2. Hormone imbalance
3. Genetic factors
4. Multiple physiological and
molecular mechanisms influencing
body fat regulation.
It is obesity cause number four above that is the
most prevalent factor involved in age-associated
weight gain. Fortunately, it is now possible to
control these obesity-inducing mechanisms using a
natural plant extract.

How fat cells
accumulate fat
Adipocytes (fat cells) function to
store calories in the body. When energy
is needed, specific command signals
mobilize adipocytes to release their
stored fat.
The adipocyte is the primary site
for fat storage. Under the microscope,
adipocytes appear bloated with triglycérides, which is the form that most tat
exists in the body.'*'"
Age-related weight gain occurs
when adipocytes (fat cells) accumulate a large amount of triglycérides
and become enlarged. Obesity is characterized at the cellular level by an
increase in the number and size of
adipocytes in fat tissue." '^
Adipocytes accumulate
excess
triglycérides due to overeating, insufficient physical activity, hormone
imbalance and other causes. These
factors, however, fail to address the
reason why aging individuals seem to
put on fat pounds despite making
great efforts to eat less, taking dietary
supplements and following olber
practices that should in theory lead
to weight loss.
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Role of command signals
in regulating adipocytes
Young, physically active people can
consume lots of calories, often without
becoming overweight. One might wonder what mechanism besides physical
activity enables these healthy young
bodies to limit tbe amount of ingested
fat stored in their adipocytes.

Leptin is released by adipocytes to perform two critical functions. First it signals
the brain tbat enough food has been ingested and shuts down appetite.'' ''' It
then seems to exert a process whereby
triglycérides stored in adipocytes are
broken down into fatty acids that can be
used in energy production.^" ^^

The three critical adipocyte
command signals

The second command signal released by adipocytes is a hormone
called adiponectin. This hormone
is an important modulator of insulin sensitivity. Adiponectin has been
shown to have anti-atberosclerotic,
anti-inflammatory and anti-diabetic
roies.-^^" High circulating levels of
adiponectin bave been shown to protect against coronary artery disease,
whereas low adiponectin levels are observed in overweight individuals.^^ ™ ^"^
The insulin-sensitizing effects of adiponectin represent a novel treatment
target for insulin resistance. Type 2
diabetes, and obesity.^"^'''"

Adipocytes regulate their size and
number by secreting command sig«fl/5."0ne such signal is the hormone
leptin, which is derived from the Greek
term leptos, meaning thin.

The third adipocyte command
signal is glycerol-3-phosphate dehydrogenase. This enzyme is produced in
adipocytes to help convert blood sugar
into triglycéride stores in fat ceils^^

The answer is the adipocyte command signal network that controls tbe
storage and release of triglycérides from
fat cells. These signals also regulate adipocyte proliferation.
The aging process adversely affects
the adipocyte command signal network, which helps explain the difficulty
maturing individuals have in controlling their weight.
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The three adipocyte
signals are thus:

command

1. Leptin
2. Adiponectin
3. Glycerol-3-phosphate
dehydrogenase
An ideal weight loss agent would
increase adiponectin, decrease glycerol-3-phosphate dehydrogenase and
inhibit barriers in the aging body that
block the utilization of leptin.

Discovery of a West A&ican
medicinal food
Medical discoveries often start with
accidental observations. For instance,
British sailors where encouraged to eat
limes to prevent scurvy long before anyone even knew about vitamin C. Scurvy
is the acute disease one contracts when
vitamin C intake is deficient.
Anecdotal information indicated
that a West African medicinal food
called Irvingia gabonensis might
produce some weight loss effects. A
scientific analysis of various Irvingia
extracts revealed that they produced a
wide range of biological properties that
would not only induce weight ioss,
but also reduce the most common risk
factors involved in atherosclerosis

Amylase is an enzyme that converts
starch to sugar in the digestive tract.
There is an FDA-approved weight
loss drug called Acarbose"^ that inhibits amylase and thereby reduces the
amount of sugar absorbed into the
bloodstream. Wíñte kidney bean extract
does the same thing."'^'' Only moderate weight loss benefits, however, have
been shown with amylase inhibitors.
Irvingia is an amylase inhibitor, but
this is not its primary mechanism of fat
loss induction.''"*
Adiponectin is a hormone that plays a
critical role in metabolic abnormalities
that are associated with Type 2 diabetes,
obesity, and atherosclerosis.-^^'-^''"^'^ •"
Higher levels of adiponectin enhance
insulin sensitivity, and enhancing insulin sensitivity is important to long-term
metabolic health as we age. Adipogenic
transcriptional factors involved with
adiponectin are also involved in the
formation of new adipocytes, fat
burning and endothelial function.''^'''
Irvingia increases beneficial adiponectin levels and inhibits adipocyte

differentiation mediated through the
suppression of adipogenic transcription factors."
Glycerol-3-phosphate
dehydrogenase is an etizyme that facilitates the
conversion of blood glucose into triglycérides that increase adipocyte size.
Elevated glyceroi-3-phosphate debydrogenase might contribute to the increase of triacylglycerol synthesis in
obese subjects.^^ Irvingia inhibits glycerol-3-phosphate dehydrogenase, thus
reducing the amount of ingested sugars
that are converted to body fat.''^
Leptín is a hormone secreted from
adipocytes. Leptin is much more abundant in the blood of obese individuals.
This may at first seem illogical since
leptin functions to turn off appetite
while promoting breakdown of triglycérides that bloat adipocytes. One reason
obese people have higher blood levels of
leptin is that C-reactive protein binds
with leptin and impairs leptin transport
across the blood-brain-barrier and leptin signaling at a cellular level.^"

THE VICIOUS CYCLE OF LEPTIN RESISTANCE
BLOOD BRAIN
BARRIER

and type 2 diahetes.^^"^ 51,52,54

Small studies were conducted to
identify which Irvingia extract worked
best in humans. Findings from the
first placebo-controlled human study
showed the Irvingia extract selected
caused fat ioss and also markedly
reduced total cholesterol [by 39%),
LDL (by 45%), glucose (by 32%), and
triglycérides (by 45%)."

How Irvingia extract works
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stored adipocyte fat and controlling appetite. As more fat cells form
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Weight loss-inducing agents, be they
supplements, hormones or drugs, typically function via only one mechanism.
Unfortunately, adipocytes possess numerous routes to ensure their continued growth and proliferation. These
survival characteristics of adipocytes
explain why logical methods to promote weight loss have produced otily
mediocre results.

(Bound leptin cannot
cross blood brair) barrier)

on the body, greater amounts of C-reactive protein
are released, binding leptin even more.
This vicious cycle of leptin resistance
helps explain why aging
people often get fatter with
each passing year.
(Overeating creates
more adipocytes)

ADIPOCYTES

HUNGER

The release of C-reactive protein by
adipocytes, a leptin-binding protein,
neutralizes the natural adipocyte-controlling effects of leptin. Obese people
have more adipocytes that secrete
leptin and C-reactive protein.'^ ^°- *'
The result is that more leptin accumulates in the hlood of ohese individuals
because it is not able to be picked up
by leptin receptor sites on cell membranes.^' irvingia is associated with
dramatically lower levels of C-reactive
protein, thereby unblocking the "leptin
resistance" that causes so many weight
loss programs to fail.^
Irvingia may induce fat-loss via four
different mechanisms:
1. It up-regulates the expression of
adiponectin, thereby improving insulin sensitivity.
2. It is associated with lower levels
of C-reactive protein and helps restore
the dual weight control effects oi leptin.
3. It inhibits glycerol-3-phosphate
dehydrogenase, thereby reducing fatty
acid formation in the body and inhibiting the amount of blood glucose that
converts to fat.
4. It inhibits the enzyme amylase,
thus reducing the amount of ingested
starches that will be absorbed as sugar.

Effect of Irvingia on weight loss,
blood fats and glucose
In 1990, researchers studied the
effects of Irvingia on eleven human
Type 2 diabetics. Compared to baseline, there were significant reductions
in blood triglycéride levels (16%),
total choiesteroi (30%). LDL (39 %),

and glucose (38%), while HDLcholesterol levels were increased by
29% after four-week supplementation. These desirable biochemical
effects were accompanied hy improved
clinical states."
In 2005. researchers fed guinea pigs
a high-fat diet with or without Irvingia. Tbe guinea pigs receiving the
Irvingia displayed a significant increase
in beneficial HDL accompanied by a
significant decrease in triglycérides and LDL. After three weeks,
the Irvingia-supplemented animals
lost more than 7% of their body
weight; whereas the control group
fed the same bigh-fat diet (without Irvingia) showed more tban 8%
increase in body weight."
In 2006, researchers studied the
effect of Irvingia in rats wbo were
artificially induced to develop diabetes. Just a single oral dose of Irvingia
lowered plasma glucose two hours
after treatment.*^

Another study in 2006 evaluated the
effects of Irvingia in slowing the intestinal absorption of glucose in bealtby
rats. The results showed a significant
reduction in after-meal glucose blood
level and lower subsequent fasting
glucose
The first double-blind study in humans occurred in 2005. IWenty eight
of the subjects received Irvingia while
twelve were given a placebo. All subjects
maintained their normal calorie intake.
After 30 days, subjects taking Irvingia
lost 12.3 pounds. The Irvingia group
also experienced significant reductions
in total cholesterol, LDL, triglycérides
and an increase i

The most signiñcant
Irvingia study
Based on consistent findings showing multiple beneficial effects of Irvingia, a larger study was conducted on
overweight and obese participants over
a 10-week period. Participants were
randomly divided in two groups, one
that received Irvingia extract (150 mg
twice daily), and tbe other was given a
placebo, while maintaining the same
diet and amount of physical exercise.^
Body weight and the following blood
levels were measured at baseline;
1. Total Cholesterol, LDL and HDL
2. Fasting glucose
3. Leptin
4. Adiponectin
5. C-reactive protein
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The chart below shows the weight loss effects measured at three different times
during Ihe ten week study;^

Baseline weight

4 weeks

8 weeks

10 weeks

Irvingia group

215 pounds

207 pounds 197 pounds

1 8 7 pounds

Placebo group

212 pounds

210 pounds 209 pounds

2 1 1 pounds

The chart above shows the Irvingia group lost 28 pounds, whereas the placebo
group lost virtually no weight.
The results from the blood measurements showed equally remarkable
effects after ten weeks as follows: ^
Glucose Cholesterol

LDL CRP* Adiponectin

Leptin

Irvingia group

-22%

-26%

-27% -52%

+160%

-49%"

Placebo group

-5.2%

-1.9%

-4.8% - 1 %

+23%

-9%

*C-reactive protein
^"Reduced blood levels of leptin indicate it is binding to leptin receptor sites on cells and
performing its weight control function. Higher leptin blood levels lndicate"leptin-resistance,"
just as higher blood insulin levels indicate "Insulin resistance."

These remarkable blood marker changes reveal specific mechanisms responsible for the profound weight loss effects observed in subjects receiving Irvingia.
These beneficial blood marker changes would also confer considerable protection
against diabetes and vascular disease beyond the fat loss benefits.
When assessing body composition in these study subjects, the following changes
were measured at IQ weeks; ^
Waist
Reduction

Loss

Irvingia group

16.2%

18.4%

Placebo group

5.0%

5.7%

Utr.

This historic study demonstrated that Irvingia induced more weight loss in a
shorter period of time than any other compound ever tested. Participants who received Irvingia had significant improvements in body composition and reductions
in blood measurements of cardiovascular and diabetes risk.
The charts on the next page show the percentage of changes seen in the Irvingia
group compared to the placebo group.
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Legend applies to all charts

Results from Second Double-Blind Human Study
Comparing Irvingia to a Placebo

PUCEBO

IRVINGIA

The Effect of Irvingia on

The Effect of (rvingia on

WEIGHT

FASTING BLOOD GLUCOSE (% Change)

4 weeks

8 weeks

10 weeks

Compared to a p(acebo, the Irvingia group de mo nitrated significant
percentages of weight loss at 4,8 and 10 weeks.

4 weeks

8 weeks

10 weeks

Ideal fasting glucose levels are under 86 mg/dL of blood. Aging humans often suffer
pre-diabetjc conditions with fasting glucose levels exceeding 100 mg/dL

The Effect of Irvingia on

The Effect of Irvingia on

TOTAL CHOLESTEROL (% Change)

LDL CHOLESTEROL {% Change)

4 weeks

8 weeks

4 weeks

10 weeks

Higher levels of cholesterol increase heart attack risk.

8 weeks

10 weeks

Higher levels of LDL are a risk faaor for heart attack and stroke.

The Effect of Irvingia on

The Effect of Irvingia on

C REACTIVE PROTEIN

ADIPONECTIN
160

-50

-60
4 weeks

8 weeks

10 weeks

The reason why obese people have higher blood levels of leptin is that ieptin receptor
sites on cell membranes are Inactivated by C-reactive protein. Stroke and heart
attack risks are marttedly higher in the presence of elevated C reactive protein.
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4 weeks

8 weeks

10 weeks

Adiponectin and its associated transcription factors help determine the amount of
triglycérides stored in adipocytes and number of adipocytes formed in the body.
Higher levels of adiponectin enhance insulin sensitivity, which is a long
established method to iriduce weight loss.
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The Effect of Irvingia on
UEPTIN

IRVINGIA
has been shown to work
via multiple pathways
to promote effective fat loss
by such mechanisms as:

Of

c
ns

1. Inhibiting a-amylase activity,
reducing the absorption
of sugar

U

2. Reducing glucose levels and
insulin induced lipogenesis

4 weeks

8 weeks

10 weeks

Leptin accumutates in the blood of obese individuals because cells in the body become "leptin-resistant." Ltptin functions
to turn off appetite while promoting the breakdown of stored triglycérides that bloat adipocytes. Reduced leptin in lhe
blood is a favorable indicator because it means that leptin receptor cites on cell membranes have become reactivated.

Dosage
Scientists have spent many years
identifying the specific Irvingia extract
lliat promotes tlie greatest amount of
weight loss, while reducing blood fat
(lipid) and glucose levels.
In the most significant study to date,
it required only 150 mg of standardized Irvingia extract taken two times a
day to produce the dramatic results, i.e.
28 pounds of weight loss in subjects
taking Irvingia extract compared to
less than 3 pounds of weight loss in the
placebo group.
Considering the profound effect
of Irvingia in sharply reducing blood
glucose and cholesterol, the dose of
150 mg of Irvingia taken two times a
day should not be exceeded.

Precautions
Optimal cholesterol levels range from
180 to 200 mg/dL. Cholesterol over
200 increases heart attack risk, whereas cholesterol below 150-160 mg/dL
seems to increase overall mortality, probably from diseases like hemorrhagic stroke and cancer along with
deficiencies of hormones that are made
from cholesterol.

If you use cholesterol-lowering
drugs and start taking Trvingia, have
your blood tested after 30 days to
make sure that your cholesterol level is not being lowered too much. If

your total cholesterol drops below
160, ask your doctor to consider reducing the dose or eliminating your
statin drug.
Hypoglycémies (low blood sugar)
should use this product with caution
as it can significantly lower blood
glucose levels.
Diabetics taking medications to
lower glucose levels should use this
product with caution as it might
cause glucose to drop too low.
Diabetics are encouraged to carefully
monitor their blood glucose levels, in
coordination with their physician, to
make sure the proper doses of antidiabetic drug(s} are taken. If blootl
glucose levels drop too low, ask youi
doctor if the dose of anti-diabetic
drug can be lowered, or the drug(s)
discontinued altogether. If a diabetic
experiences significant weight loss
with Irvingia, their need for anti-diabetic drugs may he reduced or eliminated. Careful self measurement of
blood glucose levels is crucial for
all diabetics.

3. Reducing adipocyte triglycérides and the glucose-3pbophate dehydrogenase
enzyme (thus inhibiting tbe
conversion of glycerol to
triglycérides)
4. Reducing immune mediated
inflammatory-molecule (CRP)
binding to leptin, thereby
reducing leptin resistance
5. Lowering serum leptin levels
6. Increasing adinopectin levels
(anti-atherogenic, antiinflammatory and anti-diabetic
effects)
7. Reducing PPARgamma
expression, which has been
implicated in insulin resistance
and the pathology of numerous
diseases including obesity,
diabetes, atherosclerosis
and cancer
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Summary and warning
to not overeat
Endeavors to manage age-associated surplus body fat buildup have
been challenging.
Just when new methods are discovered to reduce fat stores, scientists uncover additional mechanisms
by which adipocytes retain excess
triglycérides.
Irvingia seems to overcome the multiple escape routes that enable fat cells
(adipocytes) in aging bodies to resist
eradication.
Last year I wrote an article titled
" Why a i 00% Effective Diet Pill Would
Lead to a Health Catastrophe."^ My
article stated that most people restrict
their calorie intake not for health reasons but to avoid becoming too fat. 1
warned that if a diet pill ever emerged
that did not require food restriction,
most people would overeat themselves
into an early grave.
It is still too early to know for sure if
Irvingia will prove to be a 100% effective diet pill.
With our knowledge about the health
and longevity benefits of restricting
calorie intake, I beg, plead, and reiterate my point that if you find an effective
method to lose weight without dieting,
please continue to control calorie intake
anyway in order to extend your life.
In other words, if Irvingia were to
work for you as well as it did for the
study subjects, please do not overeat, as
excess calorie intake is a leading cause
of cancer, vascular disease, and accelerated aging. The good news is that by
freeing up leptin to bind to hunger-control centers in the brain, most people
will find their appetite is reduced when
taking Irvingia, thus eabling them to
effortlessly ingest fewer calories. •
Note;
The issue of Life Extension Magazine that members
will receive in early January 2009 will feature an
in-depth scientific report on obesity and the role
that adipocyte modulating agents like leptin and
adiponectin play in regulating body fat storage.
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