“Natural”’ or ‘Bioidentical”
Hormone Replacement:

What Makes the Difference?

An Interview with Christopher B. Cutter, MID

Jane Vail

Christopher B. Cutter, MD, an associ-
ate professor of medicine at UCLA School
of Medicine in Los Angeles, is affiliated
with Valley Health Care Group in Bur-
bank, California. Dr. Cutter is board-
certified in family medicine. He provides
a broad spectrum of care for patients who
range in age from newborns to the very
old, and much of his practice is devoted
to bioidentical hormone replacement ther-
apy (BHRT). In the following interview,
Dr. Cutter explains his choice of bioiden-
tical hormones as the primary treatment
for hormone deficiencies.

Which types of hormone replacement do you
provide?

Pve been prescribing compounded tes-
tosterone for about 5 years and com-
pounded estrogens for about 4 years.
For the last couple of years, the hor-
mone treatments that I have prescribed
(progesterone, dehydroepiandrosterone
[DHEA], testosterone, and estradiol) have
been exclusively bioidentical, with the ex-
ception of those for a few patients whose
insurance won’t cover compounds. For
women in those circumstances who re-
quire hormone replacement, I use
Prometrium, a manufactured progester-
one, which is not a bad product. Prometri-
um, however, releases all its progesterone
over just a few hours; that can cause break-
through bleeding and can negatively af-
fect mood by not providing progester-
one throughout the day. Compounded
progesterone, on the other hand, can be
made in a slow-release form so that break-
through bleeding is prevented.

Why are bioidentical hormones more effective
than other types of hormones?

Bioidentical hormones seem to be safer
and more effective than conjugated equine

estrogens (Premarin) and medroxypro-
gesterone acetate (Provera). Premarin does
provide relief from hot flashes and uro-
genital symptoms, but it is a nonhuman
formulation. It consists of about 11 com-
pounds, each of which is further broken
down and metabolized into several other
compounds. You end up with a large mish-
mash of estrogens circulating through
the body that, although it does have some
benefit, also exerts other effects that are
not well defined and may be harmful. In
addition, we cannot monitor the level of
Premarin because it is a complex mix-
ture. When I use Bi-Est and Tri-Est, I
can measure estradiol after the initiation
of therapy to accurately determine the lev-
el of that hormone in the blood. That way,
I'know I'm not prescribing an insuffi-
cient dose or a possibly toxic dose (estra-
diol in very high doses can be harmful).

The chance of having a malignancy de-
velop or a thromboembolic event occur ex-
ists even when bioidentical estrogens are
used, but we can monitor the blood level
of bioidentical hormones and keep their
concentration in a physiologic (normal)
range. Some studies indicate that Premarin
builds up bone and protects the vagina, but
others show that estradiol, estriol, and
estrone, which are derived from plants and
are identical in structure to endogenous
human hormones, also provide benefits.
Why use estrogen from horse urine in
humans when plant-based derivatives are
identical to human estrogens?

Which benefits are noted by patients taking
bioidentical hormones for the relief of meno-
pausal symptoms?

Hot flashes sometimes disappear with the
first dose, although more time may be re-
quired and the dosage may have to be ad-
justed. When I prescribe BHRT, I start with
alow dosage and work up. An improvement
in bone density may require 3 to 6 months.

Most patients treated with estrogens feel
that they experience an improvement in
memory and in generalized mood, and treat-
ment with progesterone reduces irritabil-
ity and emotional lability.

Is progesterone safe to use in BHRT?

There has been good evidence for many
years that progesterone is a safe hormone
and that it should be the preferred pro-
gestin for use in hormone replacement.
Itis a complete mystery to me why so many
physicians have neglected it. Many prac-
titioners were taught that progesterone
is not absorbed through the gastrointesti-
nal tract and that it can be administered
only intravaginally. Actually, progesterone
is absorbed by the gastrointestinal tract
(although it does undergo some first-pass
metabolism), and it works very well when
applied in a cream to the trunk or the arms.

We are still lacking large double-blind-
ed studies on the use of progesterone in
hormone replacement, but there is a great
deal of compelling evidence that it may
protect the breast against cancer and ben-
efit the bones, the mind, and the mood.
It also does not seem to exert negative ef-
fects on the heart. When the flurry of phone
calls came in regarding the results of the
Heart and Estrogen/Progestin Replace-
ment Study Follow-up (HERS II) trial, I
was able to tell all my patients not to wor-
ry, because they had not been taking Prem-
Pro. That was a tremendous relief!

Even before the HERS Il study results were pub-
lished, what had prompted you to prescribe
bioidentical hormones as opposed to other
types of hormones?

I obtained a very good education when
I'was invited to speak on testosterone re-
placement therapy at a symposium spon-
sored by the Professional Compounding
Centers of America. I had the privilege
ofattending lectures by Dr. Jean Lorentzen
and Dr. David Zava, who provided excel-
lent information about the biochemistry
of BHRT, its effects, and the details of pre-
cisely how to prescribe it to benefit pa-
tients.

Which dosage forms of compounded estrogens
do you prescribe?

I tend to give the estrogen in a capsule,
but some women (especially those with a
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out intervention, they would have died. I
explained to each of those patients that be-
cause of his or her age, the use of BHRT
would be controversial, but many of them
were willing to try it. The results of that
therapy (an improvement in memory after
1 month of treatment and an increase in
overall strength, balance, and mood) have
been positive. For example, one of my
patients (an elderly woman with osteo-
porosis) had been falling. She had been tak-
ing Fosamax, but we wanted to do every-
thing we could to improve those bones.
It has been shown that intensive hormone
therapy can lead to an improvement in bone
strength after 3 to 6 months of treatment.
Adding estrogen to bone-building med-
ications like Fosamax has a very positive
effect. I decided that (at the very least) I
would be increasing that patient’s bone
strength so that if she fell 6 months after
she had started therapy with BHRT, her
bones would be a bit stronger than they
had been before treatment. The ideal ef-

fects of BHRT include an improvement
in outlook, clarity of thinking, and balance.
In an elderly patient, a fall can be the be-
ginning of the end. The events that fol-
low a broken hip.are often terminal; many
such patients die within a year. I've used
BHRT to treat a very small number of el-
derly patients. As I gain experience with
that type of therapy in that population, I
feel more and more comfortable prescribing
bioidentical hormones if the patient un-
derstands that the treatment may pro-
duce some unknown effects.

Which type of BHRT do you prescribe for younger
women?

I'have found that many perimenopausal
‘women or those in their 30s have a rela-
tive progesterone deficiency, and their life
is terribly affected by premenstrual ten-
sion. Those women sometimes ask for
antidepressants. They notice a worsen-
ing of mood just before they menstruate
(during the luteal phase of their menstru-
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al cycle). I have prescribed 200 mg of com-
pounded progesterone as a trial to be tak-
en by women with that symptom at bed-
time 2 weeks before their menstrual peri-
od. Several women treated with that protocol
have told me that they no longer need
antidepressants and that they feel so much
better! Some noted a positive response to
progesterone just a few days after thera-
py was initiated. If the options for treat-
ing depression are Prozac or progesterone,
I’d rather administer progesterone. It, un-
like Prozac or other selective serotonin re-
uptake inhibitors, does not diminish libido.

In which cases do you prescribe testosterone
replacement therapy?

During the last 5 years, I have screened
more men for testosterone deficiency than
I did during the prior 15 years. Usually,
that type of deficiency is not discovered
unless a specific blood test is requested.
Many men have a mild-to-moderate tes-
tosterone deficiency, and a significant num-
ber have a severe deficiency. Physicians
should screen men for a low testosterone
level much more frequently than they now
do. The test is simple: A blood sample is
obtained in the morning, because that’s
when the serum level of testosterone is
highest. Screening with a saliva sample is
also reliable and inexpensive.

Will you continue to prescribe only BHRT?

Yes. There’s a lot of good that we as physi-
cians can do to help patients who have a
sometimes subtle hormone deficiency. Some
women experience severe symptoms of pre-
menstrual tension or menopause, and with
the right treatment they feel immeasur-
ably better. Many men who are treated
for a testosterone deficiency also have a
much-improved quality of life. I've real-
ized how different my practice is now; it’s
very rewarding, because using compounded
formulations enables us to carefully adjust
the dosage of those very effective prepa-
rations to achieve maximum benefit. It’s
great to have patients so happy with their
treatment.

Address correspondence to: Christopher
B. Cutter, MD, Valley Health Care Med-
ical Group, 2031 West Alameda, Suite 360,
Burbank, CA 91506. E-mail: ccutter@
social.rr.com W
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VETERINARY

Cushing’s Disease or Cushing’s Syndrome?

Philip J. Johnson, BVSc(Hons), DVM, MS, Diplomate ACVIM,
MRCVS, a professor of internal medicine in the College of Vet-
erinary Medicine at the University of Missouri-Columbia, is a spe-
cialist in the treatment of disorders such as equine Cushing’s
syndrome. He differentiates the human form of the disease from
the type that occurs in horses. ““Cushing’s disease’ refers to the
clinical manifestations of excess glucocorticoids (adrenal gland
steroids) resulting from a pituitary tumor in humans. In horses,
that condition is called ‘equine Cushing’s syndrome.” The type
of pituitary tumor and the resultant hormone abnormalities that
occur in horses differ from those in humans. The cause of the
tumor that produces equine Cushing’s syndrome is unknown. Hors-
es of all breeds and both genders are affected, and the disease is
not endemic to a particular geographic area. No known environ-
mental conditions trigger it, and it is not transmitted by any known
vectors. Until we know the cause of classic pituitary-dependent
equine Cushing’s syndrome, we can suggest no precautionary
action. It can be attributed to other nonpituitary causes such as
the administration of steroids, primary adrenal gland disease, dis-
eases of the hypothalamus, and cancers that produce hormonal-
ly active substances, but those occurrences are very rare.”
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Supportive Management
and Drug Therapy Produce Optimal Results

Dr. Johnson noted that a combination of appropriate manage-
ment (hoof care, hair-coat management, dental care) and the
use of an effective drug (cyproheptadine or pergolide) produces
the best response. “Pergolide acts like dopamine (a neurotrans-
mitter in the pituitary gland), and cyproheptadine inhibits sero-
tonin (another neurotransmitter in the pituitary gland),” he ex-
plained. “However, many cushingoid horses do not respond to
cyproheptadine. Pergolide is more effective in inhibiting the hor-
monal activity of the pituitary tumor. Usually, low-dose orally
administered pergolide therapy is prescribed; most horses re-
spond to 0.5 to 1.0 mg/day. Adverse effects from treatment with
pergolide have not been reported to a meaningful extent, although
the bioavailability of the orally administered drug varies among
horses. Pergolide has not been specifically approved for use in
horses, so the drug prescribed in pill form for humans is often
crushed and mixed with the horse’s feed. However, the dose of
pergolide for horses is quite low when compared with that pre-
scribed for humans. '

“Improvement from pergolide therapy, which is usually noted
in 3 to 4 weeks, is manifested in the reduction of water con-
sumption to a more normal level, improved diagnostic test re-
sults, appropriate shedding of the hair coat, less laminitic pain,
and fewer infections. Without treatment, some affected horses
succumb to secondary effects of equine Cushing’s syndrome;
for example, disease-related neurologic impairment or lamini-
tis. Treated horses, however, are less likely to be affected by com-
plications caused by the disorder. They are also more comfort-
able and have a better quality of life.”

Angel DePuy, DVM, a veterinarian in the equine division of
the veterinary hospital that managed Silver’s treatment, has al-
so identified Cushing’s syndrome in many horses and ponies.
“If we suspect that a horse has Cushing’s syndrome, we mea-
sure the amount of ACTH in its blood. The ACTH test in-
volves a one-time blood draw and, unlike the dexamethasone
suppression test, it does not require the administration of steroids
that can induce laminitis in a cushingoid horse. The sensitivity
of the plasma ACTH concentration as an indicator of equine
Cushing’s syndrome is 90.9% in horses and 81.8% in ponies, and
the specificity of the test is 100% in both groups. Hyperglycemia
and sometimes an elevation in alkaline phosphatase or an in-
crease in triglyceride or cholesterol levels can also occur. Surgery
is not an option for the type of tumor that causes the problem,
and the tumor will never go away. It might enlarge and im-
pinge on other areas of the brain, but usually it simply persists
and causes no problems other than Cushing’s syndrome.”

Dr. DePuy also relies on pergolide as a first-line treatment. “Per-
golide, a type 2 dopaminergic agonist, is now the most common-
ly used therapy for equine Cushing’s syndrome,” she said. “Per-
golide replaces dopamine, which many cushingoid horses lack. It’s
more effective than cyproheptadine, which is an antiserotoner-
gic and antihistamine, and it provides better control of the dis-
case. Horses just don’t seem to respond as fully to cyprohepta-
dine; some symptoms may improve with treatment but others do
not. For example, skin infections may resolve, but the hair coat
may not shed well. T prescribe 1 mg of pergolide administered
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