
Menopausal Management Options:  
an integrated approach  

v  Lifestyle	
v  HRT	(hormone	replacement	therapy)	

the	most	efficacious	treatment	for	climacteric	symptoms	
	

v  Non	estrogenic	alternatives	:	
	Conventional	non-hormonal	treatments		

Complementary	and	Alternative	Medicines		(CAM)	
	

Controindication for HRT,CVD risk 

Mild SNVG 

Older ages 

Personal beliefs 
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Borrelli F ,Ernst E,Maturitas 2010  

 …a group of diverse medical 
and health care systems, 
practices, and products that 
are not generally considered to 
be part of conventional 
medicine” 

Alternative and complementary medicine (CAM)  
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v Come includere CAM in un algoritmo prescrittivo per la donna 
in postmenopausa? 

v Ruolo del ginecologo nel counselling informativo sulla CAM 
 
v Distinguere diverse classi terapeutiche 
 
v Possibile fenotipizzazione della paziente target? 

Complementary and Alternative Medicine (CAM) 
treatments for improving quality of life during the menopausal   
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Three groups of recognised interventions for relief of menopausal 
vasomotor symptoms 



Fitoestrogeni – La biochimica 

Fitoestrogeni 

Lignani 

enterodiolo 

enterolattone 

Cumestani 

cumestrolo 

4’metossicumestrolo 
                Isoflavoni  

(oltre 1000 tipi nel regno vegetale) 

Biocianina   Formononetina 
  

Genisteina   Daidzeina 

metilazione 

G Bonaccorsi Unife 9 
G Bonaccorsi,Unife 



v  Molecole presenti in diverse piante (alimentari e non) che presentano 
analogie strutturali e funzionali con gli estrogeni “nativi” presenti 
nell’essere umano. 

v    Sono classificati secondo differenti classi:  isoflavoni,  flavoni e  
lignani, prenil flavonoidi, sono le principali classi di fitoestrogeni 
presenti nelle piante ad uso alimentare umano.  

v  Lignani:	frutta,	noci,	cereali,	semi	di	lino	
v  Isol5lavoni:	soia,		piselli,	fagioli,	spinaci	
v  Flavoni:	fagioli,verdure	verdi,	noci	
v  Prenil	5lavonoidi:	luppolo,	birra	

Asian	diet	15-50mg/die	
	
Western	diet	2	mg/die	
	
M.Products	20-80mg/die	



ISOFLAVONES: MECHANISM OF ACTION 
   Genomic: 
 
•  Preferential link to ER beta: 
    
•  Link to ER alpha: 
   - 100x less than Estradiol  
 
   Non genomic: 
 
•  Througout growth factors: 
   - membrane receptors, EGF, VEGF, IGF1, PDGF 
 
•  Througout enzyme factors: 
   - protein kinases, topoisomerases, 17β  HSD, aromatases 
 
    Epigenetic  
 
•  effects on DNA methylation, histone modification and microRNA regulation  
 
 
    Increased cellular defence against the toxicity of electrophiles and ROS  
 
 



Isoflavones: complexity  of the metabolism 
HYDROLYSIS    in jejunum by β-glycosidases 
 
METABOLIZATION   by intestinal bacteria  to equol and  
                                                          O-desmethylangolesin (O-DMA) 

     
ABSORPTION                  as aglycons (largely as genistein and daidzein).  

                  The absorption follows a saturation function , 
            de-glycosilation is necessary for the   intestinal

    absorption     
GLUCURONATION   by liver cells 
 
BIOAVAILABILITY   depends on the food composition and the entero-

    hepatic circulatory efficiency 
 
PEAK BLOOD LEVEL   reached 6-9 hrs after intake: to maintain  

    sustained blood levels intake spread should be 
    evenly distributed over the entire day.  

      
EXCRETION    20 to 50% of the ingested quantities  

                   are excreted within 24 hours 
G Bonaccorsi Unife 
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This	existence	of	equol	producers		(30-40%)	and	non-producers	

could	provide	an	alterna<ve	explana<on	for	interindividual	

differences	in	the	response	to	phytoestrogens	.		



v  Overall, current research demonstrates that phytoestrogens are effective 
in reducing the intensity of hot flushes, and some phytoestrogen combinations 

result in a decreased frequency.  
 
v  Certain phytoestrogens have also been shown to decrease vaginal atrophy, 

improve sleep and cognition, and positively affect bone health.  

v  In terms of safety and reports of adverse reactions, clinical trials have not 
shown an increase in breast cancer risk or increase in endometrial 
hyperplasia following phytoestrogen use, but trials explicitly designed to 
find neoplasia have not been reported.  

 
v  Phytoestrogens may provide a safe and “partially effective”  
     alternative to HT. 

Effica
cy

Safety




intake) (55–69). Twelve studies were excluded because their
study designs were not in line with other aspects of the inclusion
criteria (70–81). Twelve RCTs did not provide usable data
(i.e., publishing BMD as a percentage, showing BMD changes
only graphically, only showing start and end BMD, or taking
BMD measurements at other skeletal sites or not with the use of
only bone turnover biomarkers) (82–93). Five of the articles
were published as congress or conference abstracts without full
texts (94–98). Three trials were substudies of other trials already
included in the meta-analysis (54, 99, 100).

DISCUSSION

This review provides evidence that isoflavone supplementa-
tion can blunt estrogen-deficient BMD resorption on peri- and
postmenopausal women. Overall, an equivalent attenuative effect
was found for isoflavone treatment on BMD loss at the lumbar
spine (0.01 g/cm2) compared with the femoral neck (WMD:
0.01 g/cm2). The higher efficacy of isoflavone treatment at the
lumber spine could be attributed to a number of factors. It may
be caused by differences in bone tissue composition between
these sites, with trabecular (spongy) bone comprising a greater
proportion of the bone tissue at the lumber spine in contrast to
the femoral neck, which incorporates a higher proportion of

dense cortical bone tissue (101). Trabecular bone offers a larger
surface area, allowing for greater accessibility for estrogenic
agents. The affinity of isoflavones for ERb could also contribute
to the enhanced effects at trabecular bone sites, as trabecular and
cortical bone retain differential expression profiles of ER iso-
forms, where trabecular bone retains a higher expression of
ERb:ERa than cortical-rich bone sites that have expressed ERa
to a greater extent (102).

The outcomes of other meta-analyses investigating the effects
of isoflavones on bone remain inconsistent and controversial.
This is most likely due to the high heterogeneity of RCTs in this
field of research. One of the most prevalent sources of bias for this
group of papers was differences in formulations and the apparent
lack of RCTs that use methodologies for validation and stan-
dardization of isoflavone content and isoflavone form (methyl-
ated forms, glycosides, and aglycones). Research has consistently
shown that commercial isoflavone preparations have highly
variable isoflavone contents and often do not contain the cor-
responding isoflavone concentrations or forms claimed on the
label (103–105). This represents a key source of bias when all 26
articles are pooled. The present meta-analysis found that RCTS
using interventions with a well-controlled isoflavone content and
providing isoflavones as aglycones tended to attain enhanced
beneficial effect sizes against estrogen-deficient BMD resorption

FIGURE 5 Forest plot showing the difference in bone mineral density change at the femoral neck in all trials between isoflavone-administered and
control groups (n = 15). Data calculated from the random-effects model are presented as weighted mean difference and 95% CI. IV, inverse varience.

FIGURE 6 Forest plot showing the difference in bone mineral density change at the lumbar spine in studies providing isoflavone aglycones (n = 5) to
treatment compared with control. Data calculated from the random-effects model are presented as weighted mean difference and 95% CI. IV, inverse varience.
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at both the femoral neck (mean difference: 0.04 g/cm2) and
lumbar spine (mean difference: 0.03 g/cm2) in women compared
with RCTs that did not. This both supports and underlines the
importance for future RCTs investigating isoflavone and bone
health to use higher-quality methods to analyze the contents of
test preparations before initiating studies. It is important to
consider that there were a limited number of RCTs that actually
provided isoflavone aglycones (5); if a greater number of RCTs
with determined aglycone content were available, it would go
further to confirm these findings. Intestinal isoflavone uptake is
dependent on passive diffusion, and isoflavone glycosides re-
quire hydrolytic conversion to aglycones to be absorbed; hence,
aglycones may have improved bioavailability and thereby en-
hanced biological efficacy (106). A meta-analysis by Dören
(107) found that 2-y treatment with various estrogen therapies
exerted equivalent mean improvements to BMD at the spine
relative to placebo of w6.71%. Considering that the mean BMD
for women across the menopausal transition has been shown
to be w1.07 g/cm2 for the lumbar spine, this represents a
BMD improvement relative to placebo in the average range of
w0.072 g/cm2 (3). A reduction of 1 SD in femoral neck BMD
has been associated with an increased fracture risk ratio of 2.88
in elderly women ($65 y). Elderly women have also been dem-
onstrated to retain a mean 6 SD femoral neck BMD of 0.72 6
0.11 (108, 109). As such, the relative BMD increases found in the
present meta-analysis of 0.04 g/cm2 at the spine and 0.03 g/cm2 at
the femoral neck can be considered clinically relevant.

The present meta-analysis supports that isoflavone form ap-
pears to be an often-unaccounted for confounding factor that
affects many of the current RCTs investigating isoflavones and
bone health in women. This may also contribute to the conflicting
and inconsistent results of previous meta-analyses (15–17).

There was a high heterogeneity in all of the data pools, with I2

values ranging from 90% to 98%, leading to the choice of the
random-effects model in this analysis. The high I2 values in-
dicate that the studies substantially differed. Indeed, the findings
from the present meta-analysis must be critically interpreted
because of the limited number of studies and the great dis-
crepancies in their design. There were substantial confounders
across all the RCTs within this meta-analysis. Interventions
varied substantially in terms of dose (4.4–300 mg) and the re-
ported molecular form of isoflavones given; these ranged from
aglycone equivalents, reporting concentrations for specific iso-
flavones, to only specifying isoflavone concentration without
stating which isoflavone species were included. In some cases,
interventions were combined with other components that may
influence bone health such as exercise, micronutrient supplementation,

and soy and milk proteins. The duration of all studies ranged
from 3 to 15 mo; therefore, considering that the bone remod-
eling cycle lasts w4–8 mo, longer study durations would be
more relevant for determining BMD changes (110). The char-
acterization of participants in the RCTs may also introduce
confounding to the current meta-analysis, as peri- and post-
menopausal women have differing rates of estrogen-deficient
bone loss and may respond differently to estrogenic therapies,
with the former losing 2–5% BMD/y and the latter losing 1–2%
BMD/y (3, 4). A few RCTs within the analysis did not report
blinding of participants or blinding of outcome assessor. All of
these factors contribute to the high heterogeneity and confound-
ing. Other differences between the studies were menopause status
(definition and determination of peri- and postmenopause); in-
cluding either peri- or postmenopausal participants alone or
mixed; the number of participants (ranging from 16 to 399);
and dosing strategies (with or without meal, single dose in the
morning or twice daily in the morning and evening). Oral iso-
flavone supplements have been shown to retain a plasma half-
life of 4–8 h, and a twice-daily dose with a meal may have
improved efficacy that a single daily dose (103).

This meta-analysis supports the statement that a greater number
of longer-duration, high-quality RCTs that use analytic methods
to ensure isoflavone concentration with defined molecular forms
are required to further elucidate the effects of isoflavone treat-
ments on BMD in women, particularly with regard to isoflavone
aglycones. Moreover, the evidence provided by this meta-
analysis would be strengthened by RCTs that have more stan-
dardized and rigorous study designs. The systematic review
identified 10 otherwise useful RCTs that were unable to be in-
cluded as they opted to publish their BMD results in an unsuitable
fashion, often as percentiles, ranges, or medians (rather than mean
differences); by only presenting certain data graphically; or by
providing only start and end values without specifying the ab-
solute change. These inconsistencies in the publishing of data
present a challenge to authors seeking to include RCTs in meta-
analyses and inevitably results in smaller data pools and data loss.

In conclusion, our systematic review of existing literature of
isoflavone treatments against estrogen-deficient bone loss in
women suggests that isoflavone treatments can be effective in pre-
serving BMD and attenuating accelerated bone resorption. In
particular, our review emphasizes that RCTs using isoflavone
aglycones with well-controlled, standardized, and defined iso-
flavone interventions appear to achieve greater efficacy when used
to treat BMD loss in estrogen-deficient women compared with
glycosides and less well-defined isoflavone formulations. Only
isoflavone aglycones showed potency against BMD loss; as such,

FIGURE 7 Forest plot showing the difference in bone mineral density change at the femoral neck in studies providing isoflavone aglycones (n = 4) to
treatment compared with control. Data calculated from the random-effects model are presented as weighted mean difference and 95% CI. IV, inverse varience.
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A systematic review and meta-analysis of the effects of isoflavone
formulations against estrogen-deficient bone resorption in peri- and
postmenopausal women

Max Norman Tandrup Lambert, Lin Meng Hu, and Per Bendix Jeppesen

Department of Endocrinology and Internal Medicine, Aarhus University Hospital, Aarhus, Denmark

ABSTRACT
Background: Age-related estrogen deficiency leads to accelerated bone
resorption. There is evidence that, through selective estrogen receptor
modulation, isoflavones may exert beneficial effects against estrogen-
deficient bone loss. Isoflavone aglycones show higher bioavailability
than their glycosidic counterparts and thus may have greater potency.
Objective: To summarize evidence, we executed a systematic re-
view and meta-analysis examining isoflavone therapies and bone
mineral density (BMD) loss in peri- and postmenopausal women.
Design: We systematically searched EMBASE and PubMed for
randomized controlled trials (RCTs) evaluating isoflavone therapies
for treating BMD loss at the lumbar spine and femoral neck in
estrogen-deficient women. Separate meta-analyses were carried
out with the use of random-effects models for the lumbar spine
and femoral neck for all studies providing isoflavones as aglycones.
Results: Twenty-six RCTs (n = 2652) were included in the meta-
analysis. At the lumbar spine, isoflavone treatment was associated
with a significantly (P , 0.00001) higher weighted mean difference
(WMD) of BMD change of 0.01 (95% CI: 0.01, 0.02) than the
control. For the femoral neck (18 RCTs, n = 1604), isoflavone treat-
ment showed a significantly (P , 0.01) higher WMD of BMD
change of 0.01 (95% CI: 0.00, 0.02) compared with the control.
When isolating studies that provide isoflavone aglycones in their
treatment arm, the average effect was further significantly increased
at the spine (5 RCTs, n = 682) to 0.04 (P , 0.00001; 95% CI: 0.02,
0.05) and femoral neck (4 RCTs, n = 524) to 0.03 (P, 0.05; 95% CI:
0.00, 0.06) compared with the control. This protective effect against
bone loss disappeared when only studies with formulations compris-
ing predominantly isoflavone glycosides were included.
Conclusions: Isoflavone treatments exert a moderately beneficial
effect against estrogen-deficient bone loss in women. The effect
appears dependent on whether isoflavone treatments are in agly-
cone form; we conclude that beneficial effects against bone loss
may be enhanced for isoflavone aglycones. Am J Clin Nutr
2017;106:801–11.

Keywords: isoflavone, bone, estrogen deficiency, osteopenia,
osteoporosis

INTRODUCTION

A natural decline in endogenous estrogen synthesis during
menopause reduces bone mineral density (BMD) and incurs

negative changes to bone microarchitecture, increasing the risk of
osteoporosis and, as a consequence, fracture risk in women (1, 2).
Because of estrogen dysregulation and deficiency, menopausal
women lose a mean of 2–5% BMD/y, and postmenopausal
women lose a mean of 1–3% BMD/y (3, 4).

Randomized controlled trials (RCTs) support that estrogen
therapies (ETs) are effective in the prevention and treatment of
accelerated bone resorption in estrogen-deficient women (5, 6).
These effects are largely caused by estrogen-mediated agonistic
action through estrogen receptor (ER) a and ERb (7). Increased
cancer risk has been associated with ETs, likely due to excessive
stimulation of ERa by ETs in sensitive tissues such as the
breasts, ovaries, and endometrium, all of which retain high ERa
expression (8). As such, there is medical value in identifying
surrogate bioactive substances with minimized and/or elimi-
nated side effects of hormone therapies (9, 10). Isoflavones are
naturally present in certain dietary legumes and can selectively
modulate ERs; in contrast, ET isoflavones have selective affinity
for ERb (11, 12). ERb is expressed in tissues requiring certain
stimulation by estrogen to function optimally (e.g., bone tissue,
bone marrow, adipose, brain, kidney, endothelial cells, and liver)
(13). Researchers have sought to harness this selective affinity
for targeting tissues to more safely and effectively treat
estrogen-deficient bone resorption and BMD loss in estrogen-
deficient women (14). Previous meta-analyses have endeavored
to compare the effects of isoflavone-rich soy preparations on

Supported by grants from the Future Food Innovation; Danish Agency for
Science, Technology and Innovation; and the Aase and Ejnar Danielsens
Fund.

The funders had no influence in the design, implementation, analysis,
and/or interpretation of the study.

Supplemental Figures 1 and 2 and Supplemental Table 1 are available
from the “Online Supporting Material” link in the online posting of the ar-
ticle and from the same link in the online table of contents at http://ajcn.
nutrition.org.

Address correspondence to PBJ (e-mail: per.bendix.jeppesen@clin.au.dk).
Abbreviations used: BMD, bone mineral density; DXA, dual-energy

X-ray absorptiometry; ER, estrogen receptor; ET, estrogen therapy; RCT,
randomized controlled trial; WMD, weighted mean difference.

Received January 16, 2017. Accepted for publication June 27, 2017.
First published online August 2, 2017; doi: https://doi.org/10.3945/ajcn.

116.151464.

Am J Clin Nutr 2017;106:801–11. Printed in USA. ! 2017 American Society for Nutrition 801

 at U
N

IV D
EG

LI STU
D

I D
I FER

R
AR

A on Septem
ber 19, 2017

ajcn.nutrition.org
D

ow
nloaded from

 

51464.DCSupplemental.html 
http://ajcn.nutrition.org/content/suppl/2017/08/02/ajcn.116.1
Supplemental Material can be found at:

Twenty-six	RCTs	(n	=	2652)	were	included	in	the	meta-	analysis	

Isoflavone	treatments	exert	a	
moderately	beneficial	effect	against	

estrogen-deficient	bone	loss	in	women		

Spine	

Hip	



 
J. L. Marino,Menopause,2014 

 Cancer survivors were more likely than non-cancer participants to be severely troubled by 

vasomotor symptoms (hot flushes and night sweats; 75 % vs 56% ,odds ratio, 1.71) 

Only 21% of women experiencing HFs were receiving treatment for them, and most 
participants described no knowledge or poor knowledge of HF treatment options. 
(Garcia MK,Cancer,2015)  

SNVG dopo neoplasia ginecologica/ breast cancer   
  più frequenti  (>70% delle donne) 

 e più intensi vs  menopausa fisiologica  



Marzo 2016 

	
Conclusions	on	iso*lavones	and	menopausal	hot	*lushes	

ü  The	ef$icacy	of	iso$lavones	against	menopausal	hot	$lushes	has	been	con$irmed	in	independent	
meta-analyses,	and	has	the	evidence	grade	Ia	

ü  The	effect	against	hot	$lush	frequency	and	severity	is	25%	superior	over	placebo,	and	reaches	
57%	of	the	effect	of	estrogen	replacement	.Reaching	the	maximum	effect	takes	more	time	than	
under	treatment	with	estrogen.			

ü  Additional	bene5icial	effects	may	be	expected	for	the	bones	



Marzo 2016 

ü High	exposure	to	iso5lavones	is	associated	with	reduced	breast	cancer	risk	

ü  	Long-term	studies	in	breast	cancer	patients	indicate	advantages	for	soy	exposure,	expressed	as	an	
improved	cancer	recurrence	rate	and	a	lack	of	undesired	treatment	interactions	with	tamoxifen	and	
anastrozole.	Iso$lavone	exposure	in	breast	cancer	patients	should	no	longer	be	discouraged	

ü  	Long-term	safety	in	hormone-sensitive	tissues	such	as	breast,	endometrium	and	thyroid	gland	is	
undisputed	and	of5icially	con5irmed	by	the	European	Food	Safety	Authority	(EFSA)	with	exposures	
as	high	as	150mg	iso$lavones	daily	and	a	duration	of	intake	of	up	to	3	years.	



CIMICIFUGA RACEMOSA (Black Cohosh,Actea racemosa)  
pianta non alimentare 
rizoma e radici vengono utilizzate fresche o in forma essiccata 
 
 
 
Costituenti chimici 
 
 
v La Cimicifuga possiede diversi costituenti chimici: 
  
v I glucosidi triterpenici costituiscono la principale componente bioattiva 
presente nell’estratto alcolico responsabili degli effetti terapeutici.  

v L’estratto alcolico isopropilico utilizzato in fitoterapia risulta privo 
della componente fitoestrogenica fenolica della formononetina . 



Estratto alcolico di Cimicifuga racemosa  
 
Effetti biologici  
•  antagonista competitivo degli estrogeni modulazione a livello dei recettori 
estrogenici con solo effetti di tipo inibitorio 

 

 
• agonista serotoninergico e dopaminergico a livello dei neurocettori di membrana 
del SNC ; capacità di modulare  l’azione di diversi neurotrasmettitori a livello del 
recettore GABA, del recettore dopaminergico D2,  del recettore serotoninergico 5HT 
(1A ,1D e 7) e dei recettori oppioidi mu (hMOR)    

NON AZIONE ESTROGENICA genomica 



Effetti della Cimicifuga racemosa (estratto ICR ) sulla mammella 
 
I dati a disposizione su Cimicifuga racemosa e mammella sono sia 
di ordine biochimico-biologico che clinico-epidemiologici  
I dati biologici condotti su cellule di adenocarcinoma mammario in 
cultura MCF7 dimostrano che l’estratto di Cimicifuga è in grado: 
 
 
v di inibire la proliferazione spontanea cellulare 
 
v di inibire la proliferazione indotta da estrogeni 
 
v di aumentare l’efficacia antiproliferativa del tamoxifene  
 



v  A literature search for clinical studies examining CR’s efficacy and safety for menopausal complaints 
was conducted.  

v  The results were sorted by type of extract, regulatory status (pharmaceutical quality ), and 
indication.  

v  CR extracts demonstrated a good to very good safety in general, on estrogen-sensitive organs and the 
liver.  

v  However, only registered CR medicinal products (ICR ,BNO) were able to prove their efficacy.  

2013	

Black cohosh preparations are not all the same 

Risposta differenziata in basa alla identificazione degli estratti e dello stato 
regolatorio, 

efficacia e sicurezza dimostrati  per estratto isopropilico ed estratto 
alcolico,titolati e standardizzati 
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Abstract

Managing the symptoms of menopause after a diagnosis of breast cancer offers some unique clinical challenges. For some

women, vasomotor symptoms can be severe and debilitating, and hormone therapy is at least relatively contraindicated.

Non-oestrogen therapies for hot flushes include SSRIs, clonidine, gabapentin and perhaps black cohosh extracts.

Vulvovaginal atrophy can usually be alleviated by simple moisturizers, although some may need specialized physiotherapy

such as vaginal dilators. In a small number, topical oestrogens may be the only treatment that works. The CO2 laser may be a

novel, non-oestrogen therapy to alleviate this unpleasant symptom. Bone loss can be accelerated in some patients on AIs or

those who had early menopause induced by chemotherapy.

European Journal of

Endocrinology

(2016) 174, R71–R77

Introduction

For many menopausal women, symptoms such as hot

flushes, insomnia, mood swings and vaginal dryness are

problematic. Hormone replacement therapy (HRT) and

topical oestrogens are highly effective and safe when used

for the short-term. However, for those with a personal

history of breast cancer HRT, even topical oestrogens are

considered at least relatively contra-indicated. Not only

that, chemotherapy can induce premature menopause, pro-

voking severe hot flushes. Many of the endocrine therapies

used to treat ERC breast cancer (tamoxifen and aromatase

inhibitors (AIs)) can aggravate or induce hot flushes. Thus

many breast cancer survivors will have poor quality of life

and painful, unpleasant intercourse, if not treated.

Also, menopause per se, has long been associated with

osteoporosis. Early menopause, induced by chemother-

apy, and the AIs can accelerate this potentially devastating

bone problem. Fortunately, there are many non-contro-

versial options, such as the bisphosphonates, available

to help these women (Table 1). The management of

menopausal symptoms after a diagnosis of breast cancer is

much more controversial and difficult.

Health professionals working with breast cancer survi-

vors are very aware of the quality of life issues after breast

cancer. Over the last two decades, there has been much

research and many clinical trials aimed at finding effective

non-oestrogen therapies to help such menopausal women.
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For this review, a literature search was performed

using the search engine Primoa at UNSW, using the

following keywords: non-hormonal, meta-analysis, anti-

depressant, gabapentin, hot flush, hot flash, vaginal

dryness, SSRI, SNRI, clonidine, progestin, medroxyproges-

terone acetate and osteoporosis. Preference was given to

more recent papers and reviews.

Managing hot flushes

For many breast cancer survivors, hot flushes are a major

problem. Sweats and flushes are often worse at night and so

disrupt sleep, often resulting in tiredness and mood swings.

Simple measures such as staying cool, avoiding stress, hot

drinks, and spicy food can help a little. Many women seek

safe options from their medical practitioners to reduce

these unpleasant hot sensations. Fortunately, several

evidence-based, non-oestrogen options are available and

recently, there have been several excellent reviews and

meta-analyses published on this subject (1, 2, 3).

Of course, the endocrine therapies used to treat breast

cancer such as the AIs and tamoxifen often induce hot

flushes. In some patients, it may be difficult to know

whether their flushes are due to menopause or their drug

therapy. Sometimes, the only way to find out is to

temporarily stop the drug therapy for 2–4 weeks. If most

of the sweating disappears, then trying a different agent

or reassessing the case may be indicated. Sometimes the

patient may choose not to take the drug and accept a small

increased risk of recurrence or new breast cancer, rather

than putting up with severe flushes.

Black cohosh and other herbals

Many women would like to use a natural product to help

their menopause symptoms. Amongst the many herbal

preparations offered as therapies for menopausal flushing,

the two most common are phytoestrogens (soy or red

clover based) and black cohosh. Nelson et al. (3) performed

a meta-analysis of non-hormonal therapies for flushes,

including red clover in their study. They showed that the

effect of red clover extracts on hot flushes was not superior

to placebo. Also, since these products are, at least

theoretically oestrogenic, they should be considered

relatively contraindicated in the breast cancer setting.

In contrast, black cohosh extracts are not oestrogenic

and may in fact have some anti-oestrogenic properties on

breast tissue (4, 5, 6). Einbond (4) exposed a number of

human breast cancer cell lines to black cohosh extracts

and showed inhibition of growth, particularly in those

cell lines overexpressing HER2. Clinical trials in humans

have shown that women taking black cohosh had no

change in mammographic density or endometrial

thickness over 6 months of usage (6). This would suggest

a lack of oestrogenic effect on breast and uterine tissue

by the extract. Furthermore, Obi et al. (5) performed a

case controlled study of women using herbal extracts to

manage menopausal symptoms. They found that usage

of phytoestrogens or black cohosh extracts was associated

with a decreased risk of breast cancer (OR 0.72, 95%

CI 0.60–0.87).

Efficacy studies with black cohosh give mixed results

(7). Part of the difficulty of performing meta-analyses in

this area of research is heterogeneity, not just with the

studies themselves but also with the different extracts.

They are not all the same. Where and how the herb is

grown, the extraction process and many other factors can

influence the final composition of the herbal extract.

Specifically, the German product, Remifemin, has at least

four randomized trials (8, 9, 10, 11) showing efficacy. One

trial (10) even showed equivalence with a low-dose

oestradiol patch.

Concerns have been raised about occasional reports

of hepatotoxicity associated with black cohosh usage.

Teschke (12) has reviewed the cases and cast doubt on this

association. Also, to date, no case of liver problems has

been described in a patient using black cohosh for less

than 6 months. In summary, a high quality black cohosh

product like Remifemin would seem a reasonable starting

point to help a patient who has been treated for breast

cancer to try to reduce her hot flushes.

Antidepressants

The older tricyclic antidepressants commonly cause

sweating and flushes as a side effect. SSRIs appear to be

Table 1 Treatment options for menopausal women with a

personal history of breast cancer.

Symptom Treatment option

Hot flushes Remifemin
SSRIs
Clonidine
Gabapentin (Moderate-dose

progestin) (HRT)
Vulvo-vaginal dryness Soap-free washes

Moisturizers
Lubricants (CO2 laser)

Osteoporosis Bisphosphonates
Denosumab
Tamoxifen/Raloxifene
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3	agen'	a(vi	: 		
•  	estra.o	di	polline	purificato	(GC	Fem)		
•  	mix	di	polline	citoplasma'co	ed	estra(	di	pis'llo	(PI	82)	
•  Vitamina	E		

Elia	D	et	al.	Genesis.	2008	November;	135:	12-15	

Cos’è	Femal?	

Allergeni	

Citoplasma	

In'na	Esina	

Nucleo	
cellulare	

Apertura	germinale	

Assicura	 una	 concentrazione	 standard	di	 agen.	a/vi	 in	 ogni	 compressa:	
40	mg	di	GC	Fem	+	120	mg	di	PI	+	5	mg	di	vitamina	E	



Hellstrom	AC	et	al.	Menopause;	2012,	Vol.	19,	No.	7,	pp.	825/829	

	
	
• I	 campioni	 di	 estrabo	 di	 polline	 sono	 sta<	 sobopos<	 a	
cromatografia	 liquida	 ad	 alte	 prestazioni	 per	 l’analisi	 di	
fitoestrogeni.	

• L'estrabo	 di	 polline	 è	 stato	 testato	 per	 l'ahvità	 estrogenica	 su	
saggio	biologico	uterotropico	nel	rabo	immaturo.	

Meccanismo	d’azione	non	ormonale	



Nessun	effebo	uterotrofico	

Hellstrom	AC	et	al.	Menopause	2012;	Vol.	19,	No.7	pp	825-829	
	



Inibisce	il	re-uptake	della	serotonina	
nelle	sinapsi	della	regione	cor<cale	

Druckman	R,	-	EMAS	2015		



Elia	et	al.	Genesis	2008;	135	

	
•  Studio	in	aperto;	
•  417	donne	in	menopausa	
con	sintomatologia	quali	
vampate	di	calore,	
sudorazioni	noburne,	
disturbi	del	sonno,	
alterazioni	dell’umore;	

•  2	compresse	al	giorno	per	
12	sehmane.	

	
	



Significa'va	riduzione	delle	vampate	di	calore	
a	6	mesi	con	Femal	(MRS)	

•  Riduzione	progressiva	
delle	vampate	nei	
pazien<	che	ricevono	un	
secondo	ciclo	di	femal	

•  Nessun	aumento	degli	
even.	avversi	a	sei	mesi	

Winther	K	et	al.	Climacteric	2005;8:162–170	
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-26%	

-45%	

Studio randomizzato, in doppio cieco, controllato verso 
placebo, a gruppi paralleli  
 
64 donne in menopausa con sintomi da almeno 6 mesi 
 
2 compresse di Femal o placebo al giorno    



Femal	non	inibisce	il	complesso	enzima<co	che	metabolizza	
il	tamoxifene	

	
	

	
		
•  Questo	dato	può	avere	un’importante	u<lità	clinica	nelle	donne	che	u<lizzano	

tamoxifene		per	il	trabamento	adiuvante	del	carcinoma	mammario	e	che	lamentano	
sintomi	vasomotori.	

Goldstein	et	al.	EMAS	2015	


