
32.465 donne di Australia, Canada, Danimarca, Norvegia, Spagna Italia, 
Spagna, Corea del Sud e Stati Uniti

- 6 studi 32,9% di donne ha utilizzato CAM in modo regolare

- 9 studi 50,5% di donne ha utilizzato CAM per i disturbi della           
menopausa

La prevalenza media di uso in 12 mesi è stata del 47,7% (range: 33.1–56.2)

1° gennaio 2000 al  27 ottobre 2012



Complementary and alternative medicine for cancer patients: 
results of the EPAAC survey on integrative oncology centres in Europe

Rossi E et al, Support Care Cancer, 2015

Treatments are mainly directed to reduce adverse reactions to chemo-radiotherapy (23.9 %), in 
particular nausea and vomiting (13.4 %) and leucopenia (5 %). The CAMs were also used to reduce 
pain and fatigue (10.9 %), to reduce side effects of iatrogenic menopause (8.8 %) and to improve 
anxiety and depression (5.9 %), gastrointestinal disorders (5 %), sleep disturbances and neuropathy 
(3.8 %).



Notiziario Regionale delle Medicine Complementari, luglio 2015

Le terapie complementari nella rete
oncologica Toscana

Recente ricerca condotta in 6 Dipartimenti oncologici della Toscana:
il 37,9% dei pazienti con tumore utilizzava una o più MC,di cui  l’89,6% ne 
sperimentava i benefici e il 66,3% informava il medico di questa scelta.

Nel marzo 2015 è stata approvata la Delibera della Giunta Regionale Toscana 
418/2015, che definisce le modalità di integrazione dei trattamenti 
complementari nella rete oncologica regionale…
…ambiti di applicazione … i disturbi vasomotori della menopausa iatrogena …
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FITOESTROGENI

GENCEL VB ET AL, 2012



In general, no conclusive evidence showed a benefit of 
phytoestrogen-enriched or -derived products for menopausal 
vasomotor symptoms, with the exception of products containing 
a minimum of 30 mg per day of genistein, which have been 
evaluated for up to two years in four studies. 
Further research is needed to confirm this efficacy. No evidence 
of safety concerns in the short term was found. Limited data 
suggest that phytoestrogen supplements were well tolerated.



It has been claimed that only 20–30% of the general population 
in the United States possess gut microflorae that convert the 
isoflavone, daidzein, to the more oestrogenic dihydroxy 
isoflavan equol in comparison with 50–60% of Asians.

Investigators in one trial stated that isoflavone 
supplementation improved symptoms only in women with the 
ability to produce equol and the ASO Study found benefit from 
S-Equol in equol-non producing post-menopausal women.

Further research should consider the role of equol production 
and also whether phytoestrogens are more effective in women 
with more severe symptoms. 

Maturitas, 2014



Efficacy of phytoestrogens for menopausal symptoms: 
a meta-analysis and systematic review

• 15 RCTs
• The mean age of the subjects ranged from 49 to 58.3 and 48 to 60.1 years, 
respectively, in the placebo and phytoestrogen groups
• The number of participants ranged from 30 to 252

Meta-analysis of the seven studies: KI data indicated no significant treatment 
effect of phytoestrogen as compared to placebo (pooled mean difference  6.44, 
p  0.110).

Meta-analysis of the ten studies: hot flush data indicated that phytoestrogens
result in a significantly greater reduction in hot flush frequency compared to 
placebo (pooled mean difference  0.89, p  0.005).

Meta-analysis of the five studies: side-effect data showed no significant 
difference between the two groups ( p  0.175).

Climacteric 2015



Studio multicentrico, doppio cieco, placebo-controllo
160 donne equol non-producing

Placebo

Equolo 10 mg/die

12 SETTIMANE

The objective of this clinical trial was to examine the efficacy of a 
supplement containing natural S-( - )equol, a daidzein metabolite, 
in reducing menopausal symptoms.

Takeshi  ASO Study, Journal of Women’s Health   2012

A natural S-equol supplement alleviates hot flushes and other 
menopausal symptoms in equol nonproducing postmenopausal 
Japanese women.



After the 12-week intervention, the S-
equol group had a greater decrease 
from baseline in hot flush frequency 
compared with the placebo group.

No changes in clinical parameters or serious 
adverse effects were reported.

Takeshi Aso et al, Journal of Women’s Health   2012

This is the first trial to show beneficial effects of a 10-mg natural S-( - )equol
supplement consumed daily for 12 weeks on major menopausal symptoms, 
specifically, hot flushes and neck or shoulder muscle stiffness



There is evidence for a statistical and clinically significant benefit for using a 
specific standardized extract of red clover isoflavones at 80 mg/day for treating 
hot flushes in menopausal women across the studies included in the meta-
analysis. The preparation was safe over the short-term duration of the studies 

Myers  SP, Phytomedicine, 2017

Effects of a standardzed extract of Trifolium pratense at a dosage of 80 mg 
in the treatment of menopausal hot flushes:      A systematic  review  and

meta-analysis



A systematic review of non-hormonal treatments
of vasomotor symptoms in climacteric and cancer patients

Various doses of ethanolic and isopropanolic formulations of CRE have been investigated in 
menopausal women (Drewe et al. 2013; Lopatka et al. 2007; Vermes et al. 2005; Liske et al. 
2002) and results showed a significant decrease in HF symptoms and scores. 

When compared to placebo (Frei-Kleiner et al. 2005; Schellenberg et al. 2012; Osmers et 
al. 2005; Ross 2012), similarly positive results were observed. 

When combined or compared with other actives (Newton et al. 2006; Geller et al. 2009; 
Stoll 1987; Wuttke et al. 2003; Nappi et al. 2005; Bai et al. 2007; Uebelhack et al. 2006; 
Briese et al. 2007; Oktem et al. 2007; Huang et al. 2013), CRE was at least as efficacious as 
the other compound(s).

Studies have also been conducted in breast cancer survivors
using CRE alone (Pockaj et al. 2004), where HF were reduced by half.

Drewe et al,  2015

Black cohosh (Cimicifuga racemosa)



Efficacy data on Cimicifuga racemosa (2000–2012)

Differentiated Evaluation of Extract-Specific
Evidence on Cimicifuga racemosa’s Efficacy and Safety for

Climacteric Complaints

Evidence-Based Complementary and Alternative Medicine, 2013



Safety data on Cimicifuga racemosa  (2000–2012)

Evidence-Based Complementary and Alternative Medicine, 2013

Differentiated Evaluation of Extract-Specific
Evidence on Cimicifuga racemosa’s Efficacy and Safety for

Climacteric Complaints



Black Cohosh and Breast Cancer: 
A Systematic Review

Fritz et al,  Integrative Cancer Therapies 2014

In humans, one study reported a statistically significant inhibition of CYP 2D6 by black 
cohosh: (difference = −0.046; 95% CI = −0.085 to −0.007).This study
used a very high dose of black cohosh (>1000 mg), however, and the magnitude of the 
effect seen (approximately 7%) “did not appear to be clinically relevant” which cases some 
doubt on its clinical applicability. 
Other studies failed to confirm this effect.

Black cohosh does not appear to affect the following enzymes:
CYP 1A2,  CYP 2E1,  CYP 3A4,  CYP 3A5.

The aromatase inhibitor anastrozole, which is primarily used in postmenopausal women,is 
metabolized primarly by CYP 3A4.

Tamoxifen is primarily metabolized by CYP 2D6.


