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night’s sleep...
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Trouble falling asleep

Increases total sleep time  
vs placebo3

Reduces number of awakenings  
vs placebo2

Symptom AMBIEN Benefit

Waking too early

Trouble staying asleep

Rapidly induces sleep  
vs placebo1

AMBIEN is indicated for the short-term treatment of insomnia. In elderly or debilitated patients, or patients with hepatic dysfunction,
treatment should be initiated with a 5-mg dose and patients closely monitored. Due to its rapid onset of action, patients should take
AMBIEN right before going to bed and when ready for sleep. Patients should not take AMBIEN unless they are prepared to get a
full night’s sleep (7 to 8 hours) to avoid residual effects. Until they know how it will affect their physical or mental performance upon
awakening, patients should not drive or operate hazardous machinery after taking AMBIEN or any other sleep medication. During
short-term treatment with AMBIEN, the most commonly observed adverse effects in controlled clinical trials were drowsiness (2%),
dizziness (1%), and diarrhea (1%). Because individuals with a history of addiction or substance abuse are at increased risk of
habituation and dependence, they should be under careful surveillance when receiving AMBIEN or any other hypnotic. AMBIEN is
classified as a Schedule IV controlled substance. Sedative hypnotics have produced withdrawal signs and symptoms following abrupt
discontinuation. Hypnotics should generally be limited to 7 to 10 days of use, and reevaluation of the patient is recommended if
they are taken for more than 2 to 3 weeks. Prescriptions for AMBIEN should not exceed a 1-month supply.
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Genital Atrophy Rapid After

Discontinuing Hormone Therapy
B Y  M I C H E L E  G. S U L L I VA N

Mid-Atlantic  Bureau

W H I T E S U L P H U R S P R I N G S ,  W. VA .
—  Within just 6-12 months of discontin-
uing hormone therapy, more than 96% of
postmenopausal women will show altered
vaginal pH, a marker for tissue change and
its associated genital atrophy, Murray
Freedman, M.D., reported.

Only 10 of 300 women maintained a nor-
mal vaginal pH of 4.5 or less after discon-
tinuing HT use, and seven of those women
had elevated serum estradiol levels related
to obesity-driven estrogen production, said
Dr. Freedman, of the Medical College of
Georgia, Augusta. 

The rest of the women had both ele-
vated vaginal pH and decreased serum
estradiol. The most common clinical find-
ing in the study was involution of the vul-
var structures and a rapidly occurring in-
troital stenosis, which correlated with
frequent complaints of dyspareunia, he
noted at the annual meeting of the South
Atlantic Association of Obstetricians and
Gynecologists.

Because the onset of genital atrophy is in-
sidious and its measurement subjective,
the number who experienced it was “hard
to quantify,” Dr. Freedman said in an in-
terview. “There is no real measurement for
it. But for many of these women, the steno-
sis became noticeable within 6-12 months.”

Dr. Freedman’s observations have led
him to conclude that the dyspareunia
many postmenopausal women experi-
ence has more to do with introital steno-
sis than with vaginal dryness. “The dry-
ness was secondary to the stenosis and
the involution of the distal vagina. Once
you got past the introitus, the upper
vagina was uncompromised.”

His prospective observational study
evaluated a total of 300 women who had
discontinued hormone therapy after pub-
lication of the initial Women’s Health Ini-
tiative results in July 2002. All women un-
derwent a pelvic exam and had their
vaginal pH tested within 12 months of
therapy discontinuation (most within 6
months). Those women with a normal
vaginal pH level (4.5 or below) had their
serum estradiol level evaluated.

The vast majority of the women (290)
had a pH level of more than 4.5. Only 10
maintained a normal vaginal pH. Three of
those women had serum estradiol of less
than 20 pcg/mL, consistent with post-
menopausal status. 

The other seven had normal circulating
estradiol levels. One of these was a 50-
year-old woman with her uterus, fallopi-
an tubes, and ovaries intact, who had been
placed on HT for menopausal symptoms.
The other six women were older (57-76
years) and either overweight or obese.
“Their normal estrogen levels and the re-
sulting normal vaginal pH were due to a
high production of endogenous estrogen
secondary to obesity,” Dr. Freedman said.

In addition to observing introital steno-
sis, he noted that the urethral meatus be-
came more prominent in many women,
assuming almost a tubular form and ex-

panding to constitute up to two-
thirds of the introitus. This is not
surprising, he said, because the ure-
thra and trigone are just as heavily
endowed with estrogen receptors as
are the lower vagina and vulva and
just as susceptible to involutional
change with estrogen deficiency.

“Embryologically, the vulva, dis-
tal vagina, trigone, and urethra are

all derived from the urogenital sinus
and contain the highest concentra-
tion of estrogen receptors. The up-
per vagina is actually a down-
growth of the müllerian system”
and so less susceptible to change as-
sociated with estrogen depletion.

Because genital atrophy is so
widespread and rapid after This 55-year-old who quit HT a year ago exhibits

almost total involution of the genitalia. 
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...on course
toward better days

*Next-day residual effects were evaluated in 7 studies involving normal volunteers.
In 3 studies in adults (including 1 study in a phase-advance model of transient
insomnia) and 1 study in elderly subjects, a small but statistically significant
decrease in performance was observed in the Digit Symbol Substitution Test
(DSST) when compared with placebo. Studies in nonelderly patients with
insomnia did not detect evidence of next-day residual effects using the DSST, the
Multiple Sleep Latency Test (MSLT), and patient ratings of alertness.4

Please see brief summary of prescribing information on back.

57-050004 Visit our Web site at www.ambien.com Restful nights, refreshed awakenings
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2.5-hour half-life4

—Long enough to provide restful nights
—Short enough to provide refreshed awakenings

Minimal drug effect on next-day functioning2*
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menopause in the absence of HT, women
should be proactively counseled about
how to maintain good genital health. If
the decision is made to discontinue HT,
topical estrogen can prevent genital atro-
phy and, if administered within the first
year of estrogen cessation, can even re-
verse some changes. 

Coitus at least once a week helps main-
tain tissue integrity by dilation and in-
creased genital blood flow. “In the absence
of both estrogen and sexual activity, the ra-
pidity of involution is compounded,” he
said.

Women who do not have a male part-
ner can be counseled to use topical estro-
gen and a vibrator or vaginal dilator, and
to become orgasmic, periodically. “This
will maintain a normal, healthy vagina,”
Dr. Freedman said.

However, he continued, most physi-
cians — especially males — never really
broach the subject of sexuality with their
postmenopausal patients. 

“To those men, I would put this ques-
tion: ‘At what age would you like your
genitalia to begin shrinking?’” Dr. Freed-
man said. “I bet it wouldn’t be 51, which
is the average age of menopause in this
country.” ■
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‘This is a private matter between the surgeon and the patient

behind the closed door of an exam room and it is, just like

apple pie, the American way.’

Dr. Philip Haeck on whether breast implants
should be used in women under the age

of 18 who have asymmetric breasts, p. 36.
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