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Efficacy of therapies, other
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Although complementary and alter-
native medicines (CAM) have been
used for many years by women with
menopausal symptoms, they are now
being increasingly utilised following
the publication of the Women’s
Health Initiative study (WHI). Hot
flushes are the primary symptom for
which menopausal women seek
‘natural therapies’. Randomised, dou-
ble-blind, placebo controlled trials
of hormone therapy for hot flushes
have increased awareness of the large
placebo response for this outcome.
A Cochrane review has found a mean
reduction for flushes of 50.8% with
placebo. The response for estrogen
was a 90% decrease.1 Perimenopausal
women often have a higher placebo
response due to the fluctuating hor-
mone profile at this stage of life. It is

thus difficult to know whether small
positive responses in studies of any
therapies which do not have a pla-
cebo or inactive control arm repre-
sent a pharmacological effect. There
are also other hurdles for research
with CAM therapies. Firstly herbs
often take longer than estrogen to
have a therapeutic effect for hot
flushes, which means that the com-
mon three-month clinical trial model
may be too short to show therapeu-
tic effect. Difficulties also exist re-
garding differing quality and purity
of products and often all the compo-
nents responsible for the therapeutic
effect in CAM therapies are unknown.
The other problem for research in
CAM therapies is that of funding.
Natural products cannot be patented
meaning that indus-
try funded research
may be limited. Rec-
ognition of this and
the need for evi-
dence-based advice
regarding CAM
therapies has lead to
increasing funding by government.
In 2004 the US allocated 117.7 mil-
lion to National Center for Comple-
mentary and Alternative Medicine
(NCCAM). The Center has made a com-
mitment to aspire to the same rigor-
ous research standards as the Na-
tional Institute of Health (NIH).2

Relief of hot flushes

Soy

Phytoestrogens in many ways can act
like SERMS with either estrogenic or

antiestrogenic action depending on
the endogenous hormonal environ-
ment. One of the most studied
phytoestrogens include the
isoflavones present in soy beans. A
recent overview of CAM therapies
discussed the 18 RCTs of various
types of soy therapies for the relief
of vasomotor symptoms. These in-
cluded different populations of
women; peri- and post-menopausal,
with and without breast cancer. Some
were high quality double-blind, pla-
cebo controlled randomised trials,
with placebo run in period, in women
with >35 flushes per week. The stud-
ies showed varying effects, however
the highest quality studies have had
primarily negative results with regard
to finding any product with benefit

for hot flushes.3 This
includes studies in
women with previ-
ous breast cancer in-
cluding women on
Tamoxifen. One of
the difficulties may
be that 30–50% of

Caucasian adults do not form equol
from soy. A recent systematic review
of soy looked at the 10 RCTs that ful-
filled the inclusion criteria – four of
these had positive results and six
negative for flush relief. This review
pointed out that the majority of the
studies did not state specific compo-
sition of the soy product and used
treatments containing isoflavone con-
tent between 34 and 134mg. Soy did
not appear to have any serious safety
issues although most of the study pe-
riods were short. The main adverse

Natural products cannot
be patented meaning
that industry funded

research may be limited
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events were gastro-intestinal com-
plaints and the unpalatability of the
treatments, especially soy drinks. The
conclusion was that some evidence
of benefit for soy exists and further
investigation is warranted. Further
studies should include women with
more severe flushes, for whom these
weakly estrogenic products may be
more beneificial.4

Black cohosh

There are three RCTs of black cohosh
(Cimicifuga racemosa) which have
had varying results. One found that
the black cohosh product
(Remifemin) improved flushes with
no benefit from the comparison
groups – estrogen and placebo.3 The
other trial of a C. racemosa prepara-
tion (Menofem) and estrogen found
that both improved flushes but again
the difference with black cohosh was
not statistically significant, however
the improvement for vaginal dryness
reached significance. There was no
endometrial effect with black cohosh.5

The third study in women with breast
cancer using Tamoxifen found no im-
provement over a six week period.3

At present two other RCTS of black
cohosh are taking place in the US,
one funded by the NIH.

Red clover

Of the five studies of red clover ex-
tracts containing isoflavones, two
have found no benefit for flushes over
placebo and two have found benefit.
The other larger study, with the most

rigorous design, did not find any ben-
efit for Promensil (82mg isoflavones)
or Rimostil (57mg of isoflavones)
over placebo.3

Other botanical therapies

These studies include randomisation
with placebo of prod-
ucts such as dong
quai, evening prim-
rose oil, ginseng, me-
latonin and wild yam
extract. None of these
found benefit over
placebo for flushes.
The one study of Vi-
tamin E in breast can-
cer survivors that did
show statistical ben-
efit over placebo is
unlikely to have
clinical significance as there was only
one fewer hot flush/day.3

Bioidentical hormones

Progesterone cream is one of the com-
monest ‘natural hormones’ to be used
for menopausal symptoms. Two RCTs
have studied transdermal progester-
one creams. Although the frequency
of hot flushes was not stated, one
study of cream (20mg/gram of pro-
gesterone) found a greater number
of women in the treatment group to
have benefit for vasomotor symp-
toms. The other study containing
32mg/day of progesterone cream
found no significant improvement.3

Combinations of estrogens are
also being utilised for menopausal

symptoms, e.g. Biest (estriol and
estradiol) and Tiest (estriol, estradiol
and estrone) transdermal creams. The
hormone content of these often comes
from the same source as for regis-
tered estrogens, e.g. 17 β estradiol
synthesised in the laboratory from

Mexican wild yam.
There have been few
randomised clinical
studies of efficacy for
these combinations
and a recent review
concluded they had
no advantage over
conventional HRT.6

Biest cream contains
0.5mg of estradiol
and 2mg of estriol. A
study by Weiderpass
found an increase in

endometrial cancer risk with 2mg of
oral estriol but not with 0.5mg of
vaginal estriol.7 Many of the women
using the estrogen cream combina-
tions are either not using a
progestagen to protect the en-
dometrium or are using progester-
one cream which is not protective.
We do not have data regarding the
need for endometrial protection with
these estrogen combinations. Data is
also not available to inform women
regarding other long-term outcomes.
There is also debate in the literature
regarding accuracy and necessity of
salivary testing of hormones. The
article by Boothby et al.6 and the
subsequent four pages of Letters to
the Editor8 discuss various areas of
this controversy. All women have
hormonal changes during the meno-
pausal transition but not all women
have symptoms. The hormonal level
is not necessarily helpful in decid-
ing benefit, which is the clinical out-
come – relief of flushes. Medicare in
Australia no longer will cover pay-
ment for salivary testing.

Non-botanical CAM therapies

One of the difficulties with studies in
this area has been the choice of treat-
ment in the control arm. One RCT of
acupuncture where the control used

Table 1. Hot flush benefit over placebo in women with previous breast cancer

Treatment Benefit v Placebo

Clonidine (oral/transdermal) Benefit

Venlafaxine Benefit

Fluoxetine One RCT showed benefit/one no benefit

Paroxetine Benefit (but small sample size)

Gabapentin Benefit

Soy No benefit

Black cohosh No benefit

Vitamin E Benefit (But only 1 fewer hot flush daily)

Herbs often take
longer than estrogen
to have a therapeutic
effect for hot flushes,
which means that the
common three-month
clinical trial model may
be too short to show

therapeutic effect
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superficially placed needles, at points
chosen to be relevant to vasomotor
symptoms, showed no difference in
improvement in general menopausal
symptoms over acupuncture needles
– however mood symptoms improved
with the electro-acupuncture group.
The other study, which placed the
acupuncture needles at points related
to menopausal symptoms and the
control needles at other sites, found
benefit for flushes in the experimen-
tal group.3 Another study randomised
women to electro-acupuncture, su-
perficial needle insertion and oral
estradiol. The mean number of flushes
decreased significantly with all thera-
pies though there was no non-treated
control group.9 Superficially placed
needles may not be an appropriate
placebo for this type of research.

Studies of magnetic therapy and
reflexology have not shown benefit
over placebo, however there seems to
be a benefit with paced respiration for
hot flushes. Also some benefit has
been found with relaxation techniques
including a study of women with pre-
vious breast cancer on Tamoxifen.3 An
NIH funded randomised clinical trial
of hypnosis is at present underway in
women with hot flushes and previous
breast cancer.

Women with previous breast
cancer

Many of these women will also be tak-
ing Tamoxifen, which increases the
risk of premature menopause and
symptoms above that associated with
chemotherapy. Previous observational
data of estrogen use in breast cancer
survivors had not shown increased
levels of recurrence and two RCTs in
this area have been completed. One
study found increased recurrence rates
after hormone use and the other did
not. The women in the latter study
were mainly using estrogen only or
lower amounts of progestagens. An
editorial by Chlebowski, one of the
WHI researchers, has postulated that
this may have led to the differing re-
sults but points out that the small
study numbers preclude definitive

conclusions.10 Women with previous
breast cancer are usually advised not
to use either estrogen or progestagen
for menopausal symptom relief.

Clonidine

Clonidine is a centrally active adren-
ergic agonist that reduces vascular
reactivity and several studies in both
natural and surgical menopausal
women have looked at its effect for
hot flushes. Those that have shown
benefit have found a reduction in
flushes up to 50% compared with
placebo. Increasing response was seen
with higher dose up to 0.4mg/d. Side
effect profile (dry mouth, constipa-
tion, sleepiness and insomnia), which
also increases with higher doses, may
limit the use of Clonidine. Studies for
women with previous breast cancer
using tamoxifen have used doses of
0.1mg/d of oral or transdermal
Clonidine and have flush reduction
of 34% (oral) and 44% (transdermal)
over 20% reduction with placebo.11

Neuroendocrine agents

The majority of these studies have
been carried out in Breast Cancer
Centers in the US following anecdo-
tal reports of benefit. Some of these
women with previous breast cancer
were also using Tamoxifen making
it unclear if the results can be gener-
alised to other postmenopausal
women with flushes.

A randomised trial of Venlafaxine
(SNRI) at three doses (37.5, 75,
115mg/d) found all doses were supe-
rior to placebo (27% reduction) with
the two higher doses giving a 60%
flush reduction.12 One study also
found that Fluoxetine (SSRI) at a dose
of 20mg/d showed a modest decrease
of flushes by 50% compared to pla-
cebo (36%).13 However a second
randomised study of Fluoxetine,
Citalopram and placebo found no sta-
tistically significant benefit for
flushes though there was a tendency
in favour of the SSRIs.14 A multi-
centre study of Paroxetine (12.5 or
25mg/d) versus placebo found
greater flush reduction with either

dose than placebo. However the sam-
ple size was small with a short (six
week) follow-up.15 Gabapentin (300
mg/tds), a γ-aminobutyric acid ana-
logue used initially for the treatment
of seizures, has also shown a 45%
reduction in frequency of flushes
compared with 29% for placebo. Side
effect profile included somnolence
and dizziness which were managed
by gradual titration and taking the
medication with food.16 SSRIs and
SNRIs thus show potential benefit for
relief of flushes and are a reasonable
first line approach particularly for
women with previous breast cancer
and severe flushes.11 Effects are usu-
ally seen after a few weeks. However
side-effect profiles can include in-
somnia, restlessness and gastro-
intestinal symptoms in 10–20% of

Key Points
• It is difficult to know whether

small positive responses in
studies of any therapies which
do not have a placebo or
inactive control arm represent
a pharmacological effect.

• Studies of other botanical
therapies include randomisation
with placebo of products such
as dong quai, evening primrose
oil, ginseng, melatonin and wild
yam extract. None of these found
benefit over placebo for flushes.

• There is debate in the literature
regarding accuracy and necessity
of salivary testing of hormones.

• Women with previous breast
cancer are usually advised not
to use either estrogen or
progestagen for menopausal
symptom relief.

• SSRIs and SNRIs show potential
benefit for relief of flushes and
are a reasonable first line
approach particularly for
women with previous breast
cancer and severe flushes.
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users along with sexual dysfunction
in 30% of women. Further studies
with different subsets of women,
larger numbers and longer time du-
ration are needed.

Mood, anxiety, sleep disorders
Perimenopausal women may have
these symptoms though often in re-
lation to night sweats. Although there
have not been specific studies in this
group of women there is some gen-
eral evidence for efficacy.

St John’s Wort

A Cochrane review of 27 trials of St
John’s Wort (Hypericum perforatum
L.) found it to be superior to placebo
for mild to moderately severe depres-
sive disorders. Most trials were four
to six weeks long and were not lim-
ited to menopausal women. Current
evidence was felt to be inadequate to
establish comparisons to other anti-
depressants though side-effect profile
in these studies was less for St John’s
Wort. Most trials measured outcome
with the Hamilton Depression Scale
or Clinical Global Impression index.
A total of eight different preparations
were used. The daily doses of the ex-
tract varied from 350 to 1800mg in
divided doses but, as with other plants,
hypericum is standardised on hyper-
icin content even though there are
probably multiple components re-
sponsible for the antidepressant effect.
The preparations in these RCTs were
all made according to the German
monograph for this herb, however
preparations on the market may vary
in pharmaceutical quality.17 St John’s
Wort acts as an enzyme inducer and
can lead to reduction of plasma lev-
els of drugs such as the oral contra-
ceptive pill and cyclosporine. It
should not be used along with serot-
onin reuptake inhibitors.

Kava Kava

The kava drink is prepared from the
rhizome of the kava plant – the ac-
tive ingredients being kavapyrones
which are thought to work on the
GABA receptors in the hippocampus.

A Cochrane review of 11 RCTs of Kava
found it to be an effective sympto-
matic treatment option for anxiety
and safe for short-term treatment up
to 24 weeks. However the total sam-
ple size was small (n=645) and the
review welcomed more rigorous
long-term trials. Studies used be-
tween 60 and 210mg of kavaactones
daily.18 Drug monitoring and post
marketing surveillance studies lo-
cated during this review did not lo-
cate any hepatotoxic effects of Kava
but there have been 70 case reports
of liver damage worldwide. Germany,
Switzerland and Australia have now
banned kava supplements. New Zea-
land authorities recommend that la-
bels should warn against the possi-
bility of liver damage. A recent up-
date by Edzard Ernst, of the CAM unit
of the Peninsula Medical School at
Exeter University, was published in
the New Zealand Medical Journal.19

He pointed out that 80% of these pa-
tients took Kava overdoses or self
medicated for longer than three
months. He felt that, generally speak-
ing, causality was not well estab-
lished and that a rough estimate
yields similar results for liver dam-
age as seen with benzodiazepines.
Although there has not been a sys-
tematic review, some comparative
studies suggest the absence of sig-
nificant differences between Kava and
benzodiazepines. Since the Cochrane
review, further RCTs have shown
Kava to be of benefit in reducing
anxiety in perimenopausal women
and in improving sleep patterns in
non-psychotic anxiety disorders.19

Melatonin

The US Agency for Healthcare Re-
search and Quality has looked at
melatonin for the treatment of sleep
disorders under its Evidence-Based
Practice Program.20 Studies of mod-
erate to high quality showed mela-
tonin decreased sleep onset latency
in people with a primary sleep dis-
order but not sleep efficiency, qual-
ity, wakefulness after sleep onset or
total sleep time. Doses have ranged

between 0.3 and 10mg starting at
lower doses and used two hours be-
fore sleep. The safety profile of me-
latonin is good but it  may
potentiate the anxiolytic effects of
benzodiazepines.

DHEA(s)

Dehydroepiandrosterone and its sul-
phate ester are produced by the adre-
nal cortex and decreases with age from
the peak concentrations in early adult-
hood. DHEA is a precursor of sex ster-
oid biosynthesis not only androgen
and estrogen but also neurosteroids.
A recent review suggested the CNS to
be a major target of DHEA action and
DHEA replacement in patients with
adrenal insufficiency improved well-
being and mood. Oral administration
of 25–50mg in those with pathologi-
cally low serum DHEA(S) restores con-
centrations to the normal range; a sin-
gle morning dose maintaining normal
concentrations throughout the day.
Changes in well-being and mood were
often only observed after four months
of treatment suggesting complex
neurosteroidal adaptation processes.
However a study in perimenopausal
women complaining of altered mood
and well-being, but with no clearly
defined symptomatology, found no
difference between DHEA and pla-
cebo.21 DHEA replacement in adrenal
insufficiency has been proposed for
clinical routine practice, however this
review pointed out that the long-term,
multicentre studies now needed are
underway. More research is also
needed into the potential sex-hormone
dependant neoplastic effects of the
conversion of DHEA into androgen
and estrogen.22 A recent review com-
ments that at present there is no sci-
entific evidence to recommend DHEA
replacement in the elderly.23

Dementia

Ginkgo

The results of the WHI study have
now shown that HRT increases Alzhe-
imer’s disease but there has been more
favourable results with ginkgo.
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Ginkgo biloba has been part of Chi-
nese and Japanese medicines for
many centuries. There are over 26
active principles in ginkgo and clini-
cal trials have been performed for
varying outcomes such as Raynaud’s,
tinnitus and cerebral dysfunction. A
systematic review of nine RCTs of
ginkgo (120–240mg of standardised
extract daily in divided doses) has
found it to be effective in delaying
deterioration and bringing sympto-
matic improvement in patients with
dementia.24 Ginkgo can potentiate

the effects of anticoagulants. A large
(n=3073) phase III clinical trial of
ginkgo for dementia has completed
enrolment and is underway at NCCAM
in the US.

Genitourinary symptoms
Vaginal lubricants can provide ben-
efit during intercourse, however a
vaginal moisturizer Replens (avail-
able Gladstone Pharmacy, Parnell,
Auckland) has been found to reduce
both dryness and local menopausal
symptoms.25 Although not confined

to postmenopausal women, a
Cochrane review of cranberry juice
has found a reduced incidence of
UTIs over placebo during a 12-
month period.26

CAM therapies are an area of in-
creasing interest. It is now recognised
that many of the previous studies of
CAM therapies do not meet the cur-
rent standard for evidence-based rec-
ommendations. However the scientific
rigour of studies has been improving
with more RCTs and increases in fund-
ing for research in this area.

References
1. MacLennan A, Lester S, Moore V. Oral oestrogen replacement

therapy versus placebo for hot flushes. Cochrane Database Sys-
tem Rev 2003;1.

2. Bensossan A, Letwith GT. Complementary and alternative medi-
cine: the convergence of public interest and science in the United
States. Med J Aust 2004; 6:335–6.

3. Kessel B, Kronenberg F. The role of complementary and alterna-
tive medicine in management of menopausal symptoms.
Endocrinol Metab Clin North Am. 2004; 33:717–739.

4. Huntly AL, Ernst E. Soy for the treatment of perimenopausal
symptoms – a systematic review. Maturitas 2004; 47:1–9.

5. Wuttke W, Seidlova-Wutke D, Gorkow C. The Cimifuga prepa-
ration 1055 vs. conjugated estrogens in a double-blind placebo-
controlled study: effects on menopausal symptoms and bone
markers. Maturitas 2003; 44:S67–77.

6. Boothby LA, Doering PL, Kipersztok S. Bioidentical hormone
therapy: a review. Menopause 2004; 11:357–367.

7. Weiderpass E, Baron JA, Adami HO, et al. Low-potency oestro-
gen and risk of endometrial cancer: a case-control study. Lancet
1999; 353:1824–28.

8. Letters to the Editor. Menopause 2004; 11:639–643.
9. Wyon Y, Wijma K, Nedstrand E, Hammar M. A comparison of

acupuncture and oral estradiol treatment of vasomotor symp-
toms in postmenopausal women. Climacteric 2004; 7:153–164.

10. Chlebowski RT, Anderson GL. Progestins and recurrence in breast
cancer survivors. J Natl Cancer Inst. 2005; 97:471–2.

11. Chlebowski RT, Kim JA, Col NF. Estrogen deficiency symptom
management in breast cancer survivors in the changing context
of menopausal hormone therapy. Seminars in Oncology. 2003;
6:776–8.

12. Loprinzi CL, Kugler JW, Sloan JA, et al. Venlafaxine in manage-
ment of hot flushes in survivors of breast cancer: A randomized
controlled trial. Lancet 2000; 16:495–500.

13. Loprinzi CL, Sloan JA, Perez EA, et al. Phase III evaluation of
fluoxetine for treatment of hot flashes. J Clin Oncol. 2002;
20:1578–1583.

14. Suvanto-Luukkonen E, Koivunen R, Sundstrom H, et al.
Citalopram and fluoxetine in the treatment of postmenopausal

symptoms: a prospective, randomized, 9-month, placebo-con-
trolled, double-blind study. Menopause. 2005 Jan–Feb;
12(1):18–26.

15. Stearns V, Beebe KL, Iyengar M, Dube E. Paroxetine controlled
release in the treatment of menopausal hot flashes: a randomized
controlled trial. JAMA 2003; 289:2827–34.

16. Guttuso T Jr, Kurlan R, McDermott MP, Kieburtz K. Gabapentin’s
effects on hot flashes in postmenopausal women: a randomized
controlled trial. Obstet Gynecol 2003; 101:337–45.

17. Linde K, Mulrow CD. St John’s wort for depression. Cochrane
Database Syst Rev. 2000; (2):CD000448.

18. Pittler MH, Ernst E. Kava extract for treating anxiety. Cochrane
Database Syst Rev. 2003; (1):CD003383.

19. Ernst E. Kava update: a European perspective. NZMJ 2004. Vol
117 No 1205.

20. Buscemi N et al. Melatonin for Treatment of Sleep Disorders.
Summary, Evidence Report/Technology Assessment: Number
108.AHRQ Publication Number 05-E002-1, November 2004.
Agency for Healthcare research and Quality, Rockville,MD. http:/
/www.ahrq.gov/clinic/epcsums/melatsum.htm

21. Barnhart KT. The effect of dehydroepiandrosterone supplemen-
tation to symptomatic perimenopausal women on serum endo-
crine profiles, lipid parameters, and health related quality of
life. J Clin Endocrinol Metab. 1999; 8:3896–3902.

22. Allolio B, Arlt W. DHEA treatment: myth or reality? Trends
Endocrinol Metab. 2002 Sep; 13(7):288–94.

23. Legrain S, Girard L. Pharmacology and therapeutic effects of
dehydroepiandrosterone in older subjects. Drugs Aging 2003;
20:949–67.

24. Ernst E, Pittler MH. Ginkgo biloba for dementia. A systematic
review of double-blind, placebo-controlled trials. Clin Drug In-
vest 1999; 17:301–308.

25. Law M et al. Double blind cross over trial of Replens versus KY
jelly for treating vaginal dryness and dyspareunia in breast can-
cer survivors. Proc Am  Soc Clin Oncol 1996; 15;241(abstact).

26. Jepson RG, Mihaljevic L, Craig J. Cranberries for preventing
urinary tract infections. Cochrane Database Syst Rev. 2004;
(2):CD001321.

‘Communication skills are fundamental to medical practice. These skills are critical for information gathering, diagnosis, treatment,
patient education, and health team interactions. Patients’ benefits resulting from effective communications with physicians include
increased satisfaction, greater symptom resolution, lower referral rates, improved functional status, and enhanced health outcomes.
Physicians’ benefits from effective communications include increased satisfaction, efficacy, and reduced malpractice claims.’
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