


OBJECTIVES
Review studies that prove or show the opposite based on bias of
the authors.
Evaluate several studies and meta analysis that prove
testosterone has no benefits.
Evaluate several studies and meta analysis that prove the
opposite.
Discuss why these studies are so divergent.
Explain why AACE choses to ignore their evidence.
Identify the studies that prove the medical world does not
understand estrogen.



Researchers say there are no benefits of
testosterone treatments for men













Testosterone is ineffective in treating erectile dysfunction
and controlled trials did not show a consistent effect on
libido. Testosterone supplementation did not have
beneficial effects on physical function.
Most studies on mood related endpoints found no
beneficial effect of testosterone treatment on personality,
psychological well being, or mood.
The prescription of testosterone supplementation for low T
for cardiovascular health, sexual function, mood, or
cognitive is without support from randomized clinical trials.

















Cardiovascular Risks of Exogenous Testosterone Use
AmongMen: A Systematic Review andMeta Analysis



Our results add to several systematic
reviews andmeta analysis that have yielded
inconclusive findings. The differences in the
characteristics and quality of the studies,
and the appropriateness of the analytic
approaches may explain some of these
differences.
For example, many analyses have pooled
disparate events ranging from arrhythmias
to congestive heart failure into aggregate
outcomes such as “cardiovascular events” or
“cardiac complaints.”
Such an approach maymask inconsistencies
in risk across individual endpoints as well as
contribute imprecision to estimates of risk.



Testosterone Therapy for Menopausal Women



In the National institute for Health
and Care Excellence (NICE)
guideline onmenopause, the
recommendation that off label
testosterone could be offered as
an option for menopausal women
with low sexual desire if HRT alone
was not effective was based on
the clinical experience of the
advisory group.
Informed consent should be
obtained and documented.



A consensus statement from international professional organizations supports
the use of continuous testosterone therapy, either alone or with HRT, in
carefully selected postmenopausal women with sexual interest/arousal disorder.
These authors suggest off label use of small doses of male products may be
necessary.
However members of AACE state that there is a lack of evidence implicating
deficient endogenous testosterone in the development of sexual dysfunction in
menopausal women.
The long term adverse effect profile in women is unknown.
We did not recommend it on the basis that the published evidence only showed
small improvements in measures of sexual function. In addition, the trials
reported, sometimes irreversible, unwanted effects. There has been insufficient
new evidence to change our opinion on the use of testosterone in menopausal
women. We believe that the lack of a product licensed for women, limited
evidence of efficacy and a lack of long term data on safety means that we cannot
recommend testosterone therapy in postmenopausal women with sexual
dysfunction.



The role of testosterone in the management of
Hypoactive sexual desire disorder in postmenopausal women



Recent studies support the idea that androgens can
play a role in suppressing the proliferative effects of
estrogen and progesterone.



Efficacy and safety of testosterone in the
management of hypoactive sexual desire disorder in

postmenopausal women.

Hypoactive sexual desire disorder
(HSDD) is a common problem in
postmenopausal women, but in
the absence of an approved
medical treatment in the United
States, off label testosterone use is
widespread.



Randomized, double blind, placebo controlled studies
have established the efficacy of transdermal
testosterone for relieving symptoms of HSDD in
surgically and naturally menopausal women.
Available safety data were reassuring with respect to
cardiovascular, breast, and endometrial outcomes.
Transdermal testosterone appears to be an effective
and safe therapy for postmenopausal women HSDD.





Postmenopausal Androgen Therapy
Recent studies have
demonstrated significant effects
on sexual function, bone health,
mood, energy/fatigue, and well
being with testosterone.
Mood, sexual gratification,
desire, arousal, initiation, libido,
and frequency of sexual activity
improve on testosterone.
The quality of life may be so
adversely affected that ATmay
deserve serious consideration.

The
Female Patient.



The Female 
Patient.



The
Female Patient.



Hormone therapy for preventing cardiovascular
disease in postmenopausal women.

AUTHORS’ CONCLUSIONS: Our review findings
provide strong evidence that treatment with
hormone therapy in post menopausal women
overall, for either primary of secondary prevention
of cardiovascular disease events has little if any
benefit and causes an increase in the risk of stroke
and venous thromboembolic events.









Menopausal Hormone Therapy andMortality: A
Systematic Review andMeta Analysis







Comparison with other studies:
Most observational studies associated the
use of MHT with reduced risk of CHD,
although this has not been supported by
most RCTs.
Early RCTs which enrolled older
postmenopausal women with existing
CHD, (the Heart and Estrogen Progestin
Replacement Study, Estrogen
Replacement and Atherosclerosis trial, and
Women’s Estrogen/Progestin and Lipid
Lowering Hormone Atherosclerosis
Regression Trial), failed to demonstrate
the expected benefit of MHT on cardiac
outcomes.





It is clear that the association betweenMHT and breast cancer mortality
differs based on the type of MHT with possible harmful effect when using a
combined regimen.
There are several factors that may help explain the differing results
regarding the risk to benefit balance of MHT. There were differences in the
biological and demographic characteristics, timing of initiation of MHT.
Clinical implications:
The body of evidence summarized here and elsewhere on the effect of MHT
on important clinical outcomes provides some reassurance for clinicians
caring for women with bothersomemenopausal symptoms. Although it has
not been established that MHT confers any mortality benefit, it has not
been shown to increase mortality when used in women who are closer to
the menopausal transition, andMHT is indisputably the most effective
treatment for menopausal symptoms.





Effect of hormone replacement therapy on cardiovascular
events in recently postmenopausal women: randomized

trial









This finding was not associated with an increased risk of cancer,
stroke, deep vein thrombosis, or pulmonary embolism. Thus this
study implies that hormone therapy started in recently menopausal
women and continued for a prolonged duration does not increase or
provoke adverse cardiovascular events such as mortality, stroke,
heart failure, or myocardial infarction.
Thromboembolism:
The risk of stroke, deep vein thrombosis, and pulmonary embolism
was not increased in women in the present study.
These results are incongruous with most other studies,
observational as well as randomized. This may be due to the
differences in the administered hormones; estradiol has been
reported to be less thrombogenic than conjugated equine
oestrogen.









New evidence for cardiac benefit of
postmenopausal hormone therapy



The direct cardiac effects of estrogen contribute to the dilation
of coronary arteries and prevention of conclusive or occlusive
events within them. In addition estrogenmediates a number of
secondary changes in vasculature that slow down the initiation
and progression of atherosclerosis.
However, in the presence of atherosclerotic plaques, estrogen
may up regulatematrix metalloproteinase (MMP) expression
in macrophages and stimulate thrombogenesis, promoting
rupture of atherosclerotic plaques.
All this gives further support for the epidemiological data that
cardiac effects of HT dependmarkedly on the extent of pre
existing coronary atherosclerosis.







The attack related death risk was 38%
smaller in ever HT users than in non
users, and this differencemay
contribute to a reduced cardiac death
risk in the overall HT user population.
CEE has been proved to bemore
prothrombotic than estradiol. This
would indicate a higher CAD death
rate in CEE users than estradiol users,
especially if such a regimen has been
initiated in elderly women who quite
likely have atherosclerotic plaques in
their coronary arteries.



Oral vs. transdermal administration of estrogens and the
cardiovascular system:
The transdermal route avoids the hepatic first pass
metabolism, resulting in fewer adverse effects on
coagulation markers compared to oral estrogens.
The transdermal route is devoid of increased risk of deep
vein thromboembolism. If this phenomenon was also
present in coronary arteries, the risk of CAD death would
likely be smaller in women using transdermal rather than
oral estrogen.









The Role of Estrogen in Cardiac Metabolism and
Diastolic Function





Conclusion:
Estrogen exhibits
multiple mechanistic
roles that affect
various aspects of
diastolic function.







CEE users compared with estradiol users had higher
endogenous thrombin potential based normalized
activated protein C sensitivity ratios, indicating a stronger
clotting propensity.
CEE use was associated with a higher risk of incident
venous thrombosis and possibly myocardial infarction than
estradiol use.
These findings need replication and suggest that various
oral estrogen drugs may be associated with different levels
of cardiovascular risk.







The comparative safety of oral
esterified estrogen compared with
oral CEEs has been previously
described, and it was found that
oral CEEs use compared with oral
esterified estrogen use was
associated with an increased risk
of VT and possibly MI and ischemic
stroke, but not so with EE.









High dose estradiol improves cognition for women
with AD: results of a randomized study.



Estrogens regulate life and death in mitochondria



The nuclear effects of estrogens on gene expression directly
controlling mitochondrial biogenesis, oxygen consumption,
mtDNA transcription, and apoptosis are reviewed.
The decline in serum estrogens after menopause results in
adverse effects leading to age associated increased in
adiposity, obesity, insulin resistance, type 2 diabetes, and
Alzheimer’s disease, osteoporosis andmuscle loss, and
cardiovascular disease.
Mitochondrial dysfunction contributes to aged related
degeneration and disease in many tissues including brain,
heart, liver, andmuscle.
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Dr. Steven E. Nissen: Atheroma volume
decreased to an unprecedented degree.



Adding the PCSK inhibitor evolocumab to
maximum tolerated statin therapy in
subjects with symptomatic coronary disease
induced atheromatous plaque regression of
a previously unheard of scale in the phase III
GLAGOV trial.
Over months of follow up, percent
atheroma volume was unchanged in patients
treated with maximum tolerated statin
therapy.
But in patients on maximum tolerated statin
therapy plus evolocumab, mean atheroma
volume decreased by . A reduction in
atheroma volume as small as has been
associated with a reduced rate of
cardiovascular events in previous studies.
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