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Managing Hot Flashes and Night Sweats

Many postmenopausal women have hot flashes and night sweats. Typi-
cally, women describe these symptoms as a sudden increase in per-
ceived body temperature that occurs along with sweating, flushing, and
occasionally, heart palpitations (irregular heartbeats). Cigarette smok-
ing increases the risk of experiencing hot flashes. For most women, hot
flashes resolve over a period of several years, but in asmall minority of
Wom(eir; (10-15%), the symptoms may persist for extended periods of
time*”.

These symptoms frequently occur at night. Many women report wak-

ing up drenched in sweat. When severe, these night-time symptoms can

interfere with restful sleep. Hot flashes can significantly reduce quality

of life for postmenopausal women, both as a direct result of the symp-
7 toms, and indirectly, from insufficient sleep.

Women who undergo premature menopause as a result of surgery that
resultsin the removal of both ovaries are usually younger than women
who undergo natural menopause; these younger women may experience
hot flashes or night sweats that are more bothersome than those that
occur at the time of natural menopause.

Many women opt to mange hot flashes with menopausal hormonal ther-
apy (MHT). Menopausal hormone therapy (MHT) is the use of medi-
cations (or medical products) which contain estrogen and/

or progesterone to replace the hormones previously made by the ova-
ries. However, as with any medication, there are risks with MHT, some
of which are potentialy very serious. If you choose to use MHT, please
discuss the risks and benefits with your health care provider.

Alter natives to Hormone Ther apy

Because MHT can affect bone mineral density, we ask that women who
are enrolled in GOG-215 not use them while on the study. Therearea
number of non-hormonal aternativesto MHT for managing hot flashes.
This booklet provides a brief overview of the non-hormonal medica-
tions available for hot flashes and night sweats (pages 3—9) and for
vaginal symptoms (pages 10-14) that may be associated with early
menopause.
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Helpful Tips

Some women find it is useful to keep adiary of symptoms. This may
help identify triggers of menopausal symptoms, and what remedies are
most helpful. Some triggers of hot flashessmenopausal symptoms may
include alcohoal, diet pills, hot food, saunas, caffeine, smoking, hot tubs/
saunas, and smoking. Stressis also commonly atrigger of menopausal
symptoms.

If you are experiencing hot flashes, there are ways to pr epar e your self
to handle them throughout your day. Dressing in layersis helpful so
you can take some clothing off when you get warmer. Cotton, linen or
rayon are more comfortabl e fabrics than wool, synthetics or silk when
experiencing hot flashes. Turtleneck shirts are likely to become uncom-
fortable; choose loose, open necked shirts instead. Use cotton sheets for
your bed and take a cool shower before you go to sleep. Keep ice water
on hand throughout the day to cool yourself when you start feeling
warmer. Some women like to carry a hand-held battery operated fan.
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IUDs

Although intrauterine devices (IUDs) are prescription devises used for
contraception, there is some evidence that they may dleviate the symp-
toms of menopause. Two such IlUDs include Mirena and Progestasert.
IUDs deliver hormones directly to the tissue of the vagina. IUDs con-
tain progestin and can remain in place for up to five years (Mirena) or
for one year (Progestasert). Women using |UDs for menopausal symp-
toms may experience side effects.

The choice between vagina tablet, cream, gel or IUD largely depends
on the treatment needs and medical condition of an individual woman.
Aswith any prescription medications, the IUD has possible risks that
must be weighed against the benefits. It isimportant to discuss these
and other options with your health care provider. In generd, it is best
not to start off with the strongest treatment possible, but to start slow,
and only do what is needed for your body to manage the symptoms of
menopause. The least aggressive approach should always be the first
choice.

Summary

If you would like more information or if you would like to try any of
the suggestions in this booklet, please be sure to discuss them with your
physician first. This booklet was not intended to provide women with
medical advice, but rather to be sure that participants enrolled to GOG-
215 are informed of the wide variety of options available to treat meno-
pausal symptoms. As stated previously, always begin with the least ag-
gressive approach to treating your symptoms.

It isimportant to remember to inform your physician and the study staff
of al new medications, whether herbal/natural remedies, over-the-
counter, or prescription. If symptoms persist and do not improve, please
discuss them with your physician. Some vaginal symptoms may be
caused by an infection that may require prescribed medication treat-
ment.

Vaginal Symptoms

Selective Serotonin Re-uptake I nhibitor s (SSRI s)

SSRIs are antidepressant medications that can be very effectivein
reducing the severity and frequency of hot flash episodes®”. Ex-
amples of SSRIsinclude Effexor® (Venlafaxine), Effexor XR,
and Paxil® (Paroxetine HCI). A recent combined analysis of pub-
lished randomized controlled studies of SSRIs supports the effec-
tiveness of these medications®.

Benefits

SSRIs have been shown to substantially decrease hot flash fre-

guency and severity. Typically, short-term use (1 or 2 weeks) is
sufficient to determine if an SSRI is going to be beneficial. More
prolonged therapy is generally required to obtain maximum 3
symptom control. SSRIs are an appropriate first-line treatment for
women who decline or cannot take MHT. A possible bonus effect
isan improvement in clinical depression, should that be a co-

existing medical problem.

Risks

Possible side effects of SSRIs may include restlessness, fatigue,
dry mouth, decreased appetite, constipation, difficulty sleeping
and nausea. The chances of experiencing side effects are greater
at higher medication doses.

Common SSRI treatment approaches for hot flash control
o Effexor® (Venlafaxine)
e Paxil® (Paroxetine HCI):

Duration of therapy:

No data are available regarding optimum duration of treatment.
Decision-making should be individualized, based on discussions
with your health care provider about possible benefits and risks.
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Gabapentin (Neur ontin®)

This medication is generally used to treat epilepsy and related
neurological conditions, but it also may reduce the frequency and
severity of hot flash episodes’” **Y. Gabapentin can be used in
combination with or instead of an SSRI®. A recent combined
analysis of published randomized controlled studies of gabapentin
supports the effectiveness of this medication®.

Benefits
Neurontin is reported to decrease hot flashes.

Risks
4 Side effects may include lightheadedness, mild swelling of the
ankles, or difficulty achieving orgasm.

Common Treatment Schedule for Hot Flash Control

o Start at arelatively low dose, such as 100 mg/day.

e May gradually increase the dose to as much as 300 mg, three
times aday.

o The greatest improvement in hot flash frequency was ob-
served in women taking the 900 mg/day dose.

Duration of therapy:

No data are available regarding optimum duration of treatment.
Decision-making should be individualized, based on discussions
with your health care provider.
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Vaginal Creams

Estrogen creams allow direct administration of estrogens to the vagina
while minimizing the levels of estrogen that circulate throughout the
body. Because the level of circulating estrogensis so small, they will
not affect bone density and are permitted for women enrolled on GOG-
215.

Vaginal estrogen creams are available by prescription and include:
e Dienestrol
Estrace
Ogen
Ovestin
Premarin, and
Ortho Dienestrol cream. 1

Each of these creams have some similarities and differences, so it is 3
important to talk to your health care provider to determine which, if
any, of these treatments may be right for you.

Vaginal creams, like all medications, have some possible risks as well
as benefits. Similar to the vaginal tablets and rings, vaginal creams de-
liver medication to the nearby tissues, so that some of the estrogen pre-
viously produced by the ovariesisreplaced. This alleviates some of the
symptoms experienced during menopause.

A~

/‘*7‘/\

Hot Flashes and Night Sweats

Vaginal Symptoms



S

N -

Moisturizers and Lubricants

Moisturizers can be used for everyday dryness. Replensisagel thatis
inserted into the vagina and lasts for three days. Gye-Moistrin isan-
other commonly used vaginal moisturizer.

To reduce discomfort during sex, couples should use lubricants before
vaginal penetration. Water-soluble (not oil-based) lubricants should be
used. Examples of theseinclude: KY Jelly, Ortho Personal Lubri-
cant, and Astroglide. Other useful lubricantsinclude L ubrin vaginal
suppositories or L ubafax, which can be inserted about five minutes
before intercourse.

Some women also have found that Vitamin E oil isuseful. Vitamin E
capsules can be broken open, and the oil applied directly to the vagina.
Vitamin E oil should be applied once aday for 1-2 weeks, then applica
tions should decrease to one or two times per week.

Vaginal Tablets and Rings

Vagifem isavaginal tablet that is available by prescription. It is used to
treat vaginal dryness, soreness and pain that is caused by the decreasein
vaginal lubrication during menopause. Although this tablet does contain
estrogen, very little estrogen enters the bloodstream. Therefore, the es-
trogen can treat the symptoms of menopause without affecting bone
density.

Estring and Femring are two similar types of estrogen-containing rings
that are inserted into the vagina. Vaginal rings are available by prescrip-
tion to treat the vagina symptoms associated with menopause. Once the
ring is placed, it isto remain in place for three months, at which time it
should be removed or replaced. A vaginal ring is placed in such away
that you should not be able to fedl it, and the rings should not interfere
with intercourse. The ring works by delivering a small dose of estrogen
directly to the vagina. The estrogen only minimally enters the blood-
stream, so does not affect bone density.

All medications carry some possible risk as well as benefit, as both es-
trogen tablets and rings deliver medication to the nearby tissues. The
differences between Vagifem, Estring and Femring, as well asthe risks
and benefits of each medication, should be discussed with your health
care provider.

Vaginal Symptoms Hot Flashes and Night Sweats

Clonidine Hydrochloride (Catapr es®)

This blood pressure medication has been found to reduce the fre-
quency and severity of hot flash episodes® > *2. A recent com-
bined analysis of published randomized controlled studies of clo-
nidine supports the effectiveness of this medication, although the
benefits are smaller than those seen with MHT®,

Benefits

Clonidine has been shown to decrease hot flashes. It may be an
appropriate second-line treatment for women who decline or can’'t
tolerate MHT or SSRI treatment.

Risks 5
Side effects may include dry mouth, dizziness, drowsiness, tired-

ness, lightheadedness, constipation, decreased sexual desire, leth-
argy, low blood pressure, and difficulty sleeping. Some patients

find it difficult to take this medication over along period of time.
Among women participating in clinical trials of clonidine, there

have been high dropout rates because of its numerous side effects.

Common Treatment Schedule for Hot Flash Control

e Apply transdermal patch of 0.1 mg/day.

e May increase the dose to 0.2 to 0.3 mg/day, if needed and if
tolerated.

e Takeora dosesintherange of 0.1 to 0.4 mg/day.

e May take an extra dose at night to prevent awakening.

Duration of therapy:

No data are available regarding optimum duration of treatment.
Decision-making should be individualized, based on discussions
with your health care provider



Belladonna-phenobar bital-er gotamine pr epar ations

(Bellergal-S®)

Some women report that belladonna preparations help them cope
with hot flashes® % A recent combined analysis of published
randomized controlled studies of hot flash management identified
only onetrial of this preparation. It was judged to be of poor qual-
ity, and did not support the value of belladonnain treating hot
flashes®.

Benefits
Belladonnaiis reported to decrease hot flashes, and is an FDA-
approved treatment for menopausal symptoms.

Risks

This combination medication has the potential for abuse and ad-
diction because it contains a barbiturate. It may be difficult to
take during the day because of its sedative effect. Side effectsin-
clude dry mouth, dizziness and sleepiness.

Common Treatment Approach for Hot Flash Control
e 1tablet onceor twicedaily.

Duration of therapy:

No data are available regarding optimum duration of treatment.
Decision-making should be individualized, based on discussions
with your health care provider, with careful consideration of the
potential for abuse or addiction.

Kegel exercises

Kegel exercises are used to strengthen the muscles of the pelvic floor.
These exercises, when done regularly, can increase sensation in the pel-
vic area and strengthen the muscles that support the bladder.

Instructions;

1) Find the pelvic floor muscles by trying to start and then stop the
flow of urine. The muscles that control this activity are the pelvic

floor muscles. Do not make a habit of starting/stopping urination, as

this may increase the risk of a urinary tract infection. This activity
issimply to help you to identify the pelvic floor muscles.

2) Tighten/draw up the pelvic floor muscles and hold for 3 seconds,
then relax. Repeat this 10 times.

3) Start by doing 10 Kegels aday, and work up to 30 per day
4) Besureto relax and breathe while doing these exercises.

5) Try doing these exercisesin different positions: lying down, sitting,
and standing. Y ou can exercise while lying on the floor, sitting at a
desk, or standing in the kitchen. Using al three positions makes the
muscles strongest.

Kegel exercises should be done on adaily basis. Be
sure not to tighten other muscles while doing Ke- e
gels. Results can be seen in as few as 3-6 weeks. Be M
sure to tighten the pelvic floor muscles before (and /A&,

hold until after) sneezing, lifting or jumping to pre- v j &\QJ
vent muscle damage. (o
For more information on Kegel exercises, you can
request NIH publication number 02-4188 from the
National Institutes of Health (1-800-891-5388).
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Managing Vaginal Symptoms

Some women who experience early menopause experience vagina dry-
ness as aresult of the loss of estrogen that had been produced by the ova-
ries. As estrogen decreases, the walls of the vagina become thinner and
more fragile, and vaginal pH level may increase. This may also resultin
an increased likelihood of infection. Vaginal dryness can range from a
mild annoyance to having a negative impact on sexual functioning and
overal quality of life.

Many women opt to mange vaginal dryness with menopausal hormonal
therapy (MHT). Because these medications can affect bone mineral den-
sity, we ask that women who are enrolled in GOG-215 not use hormonal
therapies while on the study.

In generdl, it isimportant to keep yourself well hydrated by drinking at
least eight 8-ounce glasses of water each day. Women should avoid the
use of feminine hygiene sprays, perfumed toilet paper, vasoline, baby ail,
tight-fitting clothes, scented laundry products, perfumed soaps, douches,
and any other oil based products, as these may increase irritation and/or
infection. Many women find that a warm bath can relieve the itching and
discomfort. Excess sugar, chocolate, or alcohol may increase therisk of a
yeast infection; therefore, women may want to moderate their intake fol-
lowing the onset of menopause.

There are anumber of non-hormonal aternativesto MHT for managing
vaginal dryness that may be used to reduce the risk of vaginal irritation
and infection. We have listed these below and describe each in more de-
tail in the pages that follow.

Kegel exercises
Lubricantsand moisturizers
Vaginal tablets/rings
Vaginal creams/gels
Intrauterine devices (IUDs)

Do not try to self-diagnose your vaginal symptoms. Some symptoms may
not be caused by dryness alone, but could be bacterial or yeast infections,
which may require prescribed treatment from your physician.
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Complementary and Alternative M edicines (CAM)

Asisgeneraly the case with most CAMs, the safety and/or efficacy
of the approaches listed below are unknown, as most are not regu-
lated by FDA. If women choose to use these approachesin an effort
to reduce hot flashes or night sweats, it is recommended that they
first discuss this with their health care provider, to avoid unexpected
side effects from interactions with other medications'® 2,

Phytoestr ogens

Phytoestrogens are plant-derived substances that possess some of
estrogen’ s biological effects® . The active ingredientsin these

products are thought to be members of afamily of chemicals called
“isoflavones.” Red clover and soy products are among the common
sources used to create these medications. Others include tofu, tem- V4
peh, whole-grain cereals, seeds, certain fruits/vegetables. In com-
mercial supplements, phytoestrogens have been either extracted

from the plants in which they occur, or made in the laboratory, and
turned into pills or capsules that can be taken as a medication® .

Benefits

A recent combined analysis of published randomized controlled
studies of isoflavones showed no benefit related to the red clover-
derived preparations, and provided mixed evidence regarding the
effectiveness of the soy-derived preparations, although the benefits
from soy are smaller than those seen with MHT®, Other experts,
reviewing these and additional data, have concluded that the overall
evidence does not show benefit from phytoestrogens in the treatment
of hot flashes™.

Risks

Side effects were similar between subjects taking phytoestrogens
and those taking placebo in several clinical trials. Although these are
considered to be benign, natural, herbal preparations, they do in fact
have at |east some estrogen-like biologic effects. It is possible that
estrogen-like side effects might occur as well. One long-term study
did suggest an increased rate of endometrial thickening after 5 years
of soy isoflavone use. Be sure to discuss with your Health Care Pro-
vider how much phytoestrogen you can safely take.

Hot Flashes and Night Sweats
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CAM, continued

Vitamin E

Vitamin has been evaluated for the treatment of hot flashesin one ran-
domized, placebo-controlled crossover clinical trial. In that study, there
was a decrease of 1 hot flash/day in patients on the Vitamin E arm com-
pared with the placebo arm. This difference was statistically signifi-
cant, but isunlikely to be of clinically meaningful. In addition, at the
end of the study, participants did not prefer Vitamin E use over placebo.
There was no toxicity associated with Vitamin E usein this study™®.

Common treatment approach for hot flash control
e Start at arelatively low dose, such as 100U per day.
e Thedaily recommended dose for treatment of hot flashesis 8001U

8 per day.

Risks

The long-term safety of vitamin E is unknown — arecent meta-analysis
of randomized controlled trials of Vitamin E supplementation suggested
an inc(reY)ase in mortality among users of high dosage (>400 1U/d) Vita-
min E®,

Black Cohosh

Some women report an improvement in hot flashes associated with the
use of this herbal preparation, but the English language medical litera-
ture does not contain evidence of a consistent benefit™ 2. A recent
NIH-sponsored clinical trial studied the effectiveness of black cohosh
versus placebo pillsfor hot flash control, and found no evidence of
benefit for black cohosh®®.

Common treatment approach for hot flash control
o Daily dosesrange from 20 to 40mg/day for 6 months.

Risks

Inclinical trials, few side effects were reported (side effects included:
headaches, gastric complaints, heaviness in the legs, and weight prob-
lems). Black cohosh may have estrogen-like effects, some of
which may be undesirable.
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CAM, continued

Miscellaneous CAM treatments

Small studies, generally of poor quality, have been performed to evalu-
ate the value of awide variety of other preparations, including flaxseed,
kava, Dong Quai root, ginseng, evening primrose oil, and wild yam®
) The available data do not show evidence of benefit in the treatment
of hot flashes.

Relaxation techniques

Relaxation techniques include yoga, massage, meditation, leisure bath,
and slow, deep, paced respiration. Several reports have suggested that
women may experience some relief of hot flashes with the use of these
techniques™®2Y.

Acupuncture, Biofeedback, Hypnosis 9

There are no data supporting the efficacy of acupuncture, biofeedback,
or hypnosisin the treatment of hot flashes or night sweats®.

Lifestyle and Environmental Changes

Women can adopt healthy behaviors in an effort to minimize hot flashes
and night sweats®.

o Keepadiary of when hot flashes and night sweats occur. This will
help identify triggers to their occurrence or times when medication
loses its effectiveness.

o Keep body temperature cool:

- dressin layers

- useafan

- choose cold food and drinks
- deep in cool room

o Exerciseregularly. Physicaly active women report fewer hot
flashes than do sedentary women.

e Do not smoke.

e Eat ahealthy diet, and avoid dietary triggersto hot flash occurrence
(such as spicy/hot foods, caffeine, and alcohal).



