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SINTOMI CLIMATERICI

PRECOCI

Vampate, sudorazione

Disturbi dell’'umore

Disturbi del sonno \

Sindrome genito-urinaria
ertralgie

™

'TARDIVI |

Osteoporosi
alattie cardiovascolari
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What women think about menopause: An Italian survey

Concetta Maria Vaccaro”, Anna Capozzi b, *, Giuseppe Ettore “, Roberto Bernorio d,
Angelo Cagnacci®, Marco Gambacciani ', Vittoria Coletta”, Silvia Maffei *,
Rossella Elena Nappi ", Giovanni Scambia ", Elsa Viora ', Stefano Lello ™'
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updates
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Hot Flashes

Sintomi piu riportati

Sleep disorders

Mood disturbances

Arthralgia

%

o

Sintomi riportati come piu impattanti la qualita di vita

Hot Flashes

Vaginal dryness

Sleep disorders

Urinary disturbances



La nostra esperienza: SINTOMI CLIMATERICI IN PAZIENTI CON
TUMORE AL SENO

n. 68 pazienti
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Disf sex

Sintomi moderati/severi

Vasomotori

Disturbi del
sonno

Ansia Depressione Somatici

Greene Climacteric Scale, Pittsburgh Sleep Quality Index



Sintomi climaterici: OPZIONI TERAPEUTICHE
NON ORMONALI

Trattamenti farmacologici Trattamenti NON
farmacologi

- Clonidina - Estratti del polline

- Gabapentin - Cimicifuga racemosa
- Serotoninergici - Agopuntura

- Antagonisti delle - GABA

neurochinine

CON UN SOLO PRODOTTO CURO TUTTI |
SINTOMLI... OPPURE SI RAGIONA
SINTOMO PER SINTOMO?



Ovarian [ Estratti del]
steroid [ Clonidina] [ Gabapentin ] polline

withdrawal \
[SSRI i SNRI] Cimicifuga
racemosa

Opioidergic
activity ~

Antagonisti delle [ Agopuntura ]
neurochinine
CRF Cardiovascular
effects
LH ACTH

Peripheral l
vasodilation

[ GABA ] Cortisolo

Casper and Yen, 1985



CLONIDINA OFF LABEL

Antiipertensivo agonista alfa-2-adrenergico

c|on.d.na Riduce frequenza, severita e
sterotd durata delle vampate
-/

steroid
Opioidergic
activity 0
w

withdrawal

°
2
E
g2 -1
w
. 02
Thermoregulation s £5
.E= _20 <
GnRH 5
Cardlovascular o=
CRF ® o
\ effects 5o
_30 <
c
©
v 3
-3
ACTH _an _ ) e

40
Peripheral LH n 0 1 2 3 4 5 5 7 8
vasodilation ". Weeks
Cortisolo
M.Nagamani, AJOG, 1987

Effetti collaterali




GABAPENTIN

.. . . Vampate: Reddy et al., Obstet and Gynecol 2006
Antiepilettico, dolore post-erpetico o ageL
120
. T
Gabapentin S 1004y
Ovarian _\ £3 «
. ® =
BT Eccitabilita 7% \,
withdrawal s E o ht T
neuronale  Z &g RERCENER
Opioidergic 2 e 4 O +, Placebo
activity =< (,abapumn
‘. N
Lstrogcn

h lati 0 2 4 6 8 10 12 14
Thermoregulation Week

GnRH —_ |
ardiovascular
CRF effects

\ Riduzione di severita e
Y frequenza delle vampate

ACTH
_ LH
[ Peripheral ] DQ
vasodilation M Efficacia paragonabile
Cortisolo [ ] parag .

Effetti collaterali agli estrogeni




FARMACI SEROTONINERGICI

SNRI: venlafaxina EMA, AIFA: SSRI: Paroxetina
37,5 — 150 mg/die OFF LABEL! 12,5 =25 mg/die ) Foa

]
[ SSRI-SNRI |

Ovarian
steroid
withdrawal

Donne in menopausa senza storia di tumore al seno

< / Review > Iran ) Med Sci. 2022 May;47(3):173-193. doi: 10.30476/ijms.2020.87687.1817.
Opioidergic The Efficacy and Safety of Selective Serotonin
activity

Reuptake Inhibitors and Serotonin-Norepinephrine
E F F I CAC IA Reuptake Inhibitors in the Treatment of Menopausal
Hot Flashes: A Systematic Review of Clinical Trials
/ Marzieh Azizi 1 2 Soghra Khani 3 Mahsa Kamali 4, Forouzan Elyasi °
Thermoregulation // x

Donne in menopausa con storia di tumore al seno
GnRH CRF [ Cardiovascular ]

ff t [ ) [ ] Review > Lancet Oncol. 2021 Jul;22(7):e303-e313. doi: 10.1016/S1470-2045(20)30666-5
l | cffects Riduzionedella . .=

Evidence-based approaches for the management of

[ berioheral } LH ACTH frequenza e side-effects of adjuvant endocrine therapy in
eriphera

l patients with breast cancer

Corti dell’intensita delle 1
ortisolo

Maria Alice Franzoi ', Elisa Agostinetto 2, Marta Perachino 3, Lucia Del Mastro *

vasodilation

Evandro de Azambuja !, Ines Vaz-Luis >, Ann H Partridge ©, Matteo Lambertini 7

vampate




Antidepressivi: INTERAZIONE Antidepressivi: RISCHIO DI
CON TAMOXIFENE FRATTURE

Multicenter Study > Osteoporos Int. 2014 May;25(5):1473-81. doi: 10.1007/s00198-014-2649-x.

Paroxetina

Antidepressant use and 10-year incident fracture
risk: the population-based Canadian Multicentre

Inibiz. CYP2D6 Osteoporosis Study (CaMoS)

C Moura 1, S Bernatsky, M Abrahamowicz, A Papaioannou, L Bessette, J Adachi, D Goltzman, J Prior
N Kreiger, T Towheed, W D Leslie, S Kaiser, G loannidis, L Pickard, L-A Fraser, E Rahme

Riduzione dell’efficacia >5R1 e SNRI

del tamoxifene 5

incremento del rischio

di fratture da fragilita
Singh M.S. et al., The Breast, 2010
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ANTAGONISTI DELLE NEUROCHININE -
ELINZANETANT

Antagonista dei recettori NK1R e

KNDy neuron NK3R delle neurochinine
Thermoregulatory
Heat dissipation neuron l l
Other thermoregulatory x?puts
e \NA, Sindrome
o J i Sonno, umore
NK3R vasomotoria

Trattamento della VSM moderata/severa

associata alla menopausa
Fase lll

120 mg/die
Bayern, OASIS 4 — Study drug information, 2022



Obiettivo primario:

- Valutare V-

datper 14
delGn
1

|

tumort > | |
g M,L 1A=

B

OASIS 4 - ELINZANETANT

Trial multicentrico randomizzato, doppio cieco, versus placebo

—— e — —— - —
%

Endpoints:

1ento nella frequenza delle vampate
'+ dal baseline alla 4° e alla 12°

tbiamento nella severita delle
]ine alla 4° e alla 12° settimana

[I RELENT-1 e SWITCH-1 I]

Post-
treatment
follow-up

4 weeks




FITOESTROGENI
/ ISOFLAVONI \ /" UGNANI  \ /  CUMESTANI

Soia, trifoglio rosso Semi di lino Fagioli, piselli, erba medica

-

& CUMESTROLO /
\

ALTRI

DAIDZEINA, GENISTEINA, ENTERODIOLO, ENTEROLATTONE
RESVERATROLO (lamponi,

GLICITEINA, FORMONONETINA,
k BIOCANINA-A / & / mirtilli, uva...)
\ J

Phytotherapy for menopausal symptoms, SIM and SIGIiTE, 2021




1) Legame con recettori estrogenici ER-alfa ed ER-beta
2) Modulazione enzimi coinvolti nella sintesi degli estrogeni ‘
3) Reazioni antiossidanti

Table I. Major reviews and

Literature

Nelson et al. (2006) (41)
Review and meta-analysis
of 17 RCTs in Cochrane
database on non-hormonal
therapies (isoflavones)

2012 Taku et al. (20)

Review and meta-analysis of|

13 RCTs on soy isoflavones v,
placebo

2013 Lethabyetal.,
Cochrane Review (42)
Review of 43 RCTs on
phytoestrogens, 39 on
isoflavones

2015 NAMS (43)
Position statement based
on studies included in
the main previous meta-

analyses and original studie

predominantly RCTs

m
o
o
c
®
O
—
)
Q
c
®
O
-
®
—
)
=
o

Chen etal. (2015) (44)
Meta-analysis and review of
15 RCTs on phytoestrogens

Fitoestrogeni: MECCANISMO D’AZIONE ED EFFICACIA SUI

n
o

change in flushes from baseline
T Y S S
o o o o o

o
o

SINTOMI VASOMOTORI

Efficaci sui sintomi vasomotori
ATTIVITA’ SIMIL-ESTROGENICA

-l
o

Low strength of evidence of
efficacy of isoflavone treatment for
vasomotor symptoms compared
with placebo

Supplementation with different

E  compounds and specific
isoflavones significantly associated
with modest reductions in the
frequency of daytime hot flashes

Red clover significantly reduces hot
flashes and K|

B Soybeans and soy isoflavones
(especially supplements with

S-equol) may be recommended for
vasomotor symptoms

Both products improve hot flash
score***

o

Dose of isoflavones (mg/day)

120 140 160 180

Phytotherapy for menopausal symptoms, SIM and SIGITE, 2021



ESTRATTI DEL POLLINE

POLLINE: gametofito maschile del fiore

Usato sin dall’antichita per scopi terapeutici

Materiale genetico circondato da guscio esterno = allergeni

Composizione chimica dipendente da vari fattori (or. Geografica, clima, suolo)

\ Aminoacidi (>triptofano), zuccheri, vitamine, minerali, grassi

ESTRATTI DEL POLLINE
Combinazioni di estratti citoplasmatici di polline e pistilli ricavati da piante
selezionate (fam.Graminaceae, Pinaceae), privati delle componenti
allergeniche

Genazzani et al., Gynecological endocrinology, 2020



Estratti del polline: MECCANISMO D’AZIONE

Inibizione del reuptake
della serotonina

Fonte di triptofano

{ FITO-SSRI }

Aumentata disponibilita della serotonina nelle
sinapsi dei neuroni serotoninergici ipotalamici

VAMPATE
DISTURBI DEL SONNO
DISTURBI DELLUMORE

Genazzani et al., Gynecological endocrinology, 2020 Phytotherapy for menopausal symptoms, SIM and SIGITE, 2021



Estratti del polline: TRATTAMENTO DEI SINTOMI CLIMATERICI

Table 2. Clinical trials with Serelys™ in menopause. > Minerva Obstet Gynecol. 2021 Nov 26. doi: 10.23736/S2724-606X.21.04964-2.
Author and year AOnline ahe -
Type of clinical trial of publication Type of measurement Main results Online ahead of PIMaL.
Randomized double-blind Winther et al. (2005) 64 women double blind placebo-controlled 65% of women responded, with a reduction . . e .
placebo-controlled trial in hot flushes compared with 38% in the Thp l\ eneflts of purlfled Cytoplasm of pollen ln
Point Scale ing menopausal symptoms in peri- and post-

pau ve
vV

| @ VAMPATE

H Vomen

Randomized pl i SD « 051234754

controlled ¢

oy @ Disturbi del sonno

Open-label stu

Seep datiurturce

SO = 0, 886287

Open-label stu 1 @ DiSturbi deu’umore

SO =0A05M2

Open-label Stu

,. K@ Irritabilita ed astenia /

ntal walse Lat rmorth Jag moreh d month

Genazzani et al., Gynecological endocrinology, 2020



Estratti del polline: ATTIVITA’ ESTROGENICA

Table 1. In vitro and in vivo analysis with purified and specific cytoplasmic pollen extract: PureCyTonin”.

Type of study Study

Publication/report

Type of measurement

Main results

No estrogenic HPLC analysis
activity

Estrogenic activity with
uterotrophic
screening assay

Reporter gene assay in 293T
cells. Cell proliferation in
MCF7 cells

Proliferation and apoptosis
MCF7 TD47 breast cancer
cell line with PGRMC1
Comparison with estradiol
(E2) and growth factors

Potential interaction
with tamoxifen

Hellstrom et al. (2012)

Hellstrom et al. (2012)

Espié M., IMS World
Congress — Poster (2014)
Espié (2013)

Seeger et al. (2017)

Goldstein et al. (2015)

A detailed study of phytoestrogen
composition

Uterotrophic screening assay in
juvenile Wistar rats

Transcriptional activation through
the estrogen receptors ER « or ER
B with an ERE-luc cotransfection

Proliferation was determined by the
MTT test

MCF-7 and T47D cells were
transfected with PGRMC1

Different concentrations of pollen
extract alone and in combinati
with E2 or growth factor were
tested

Proliferation was determined u
the MTT test

Apoptosis was determined usind
the CDD ELISA kit

Potential inhibition of CYPD26
enzyme at high concentrations i
pooled liver microsome with
quinidine as a control

No trace of phytoestrogens

No uterotrophic effect in vivo
compared with estradiol/no
estrogenic activity

No affinity for estrogen receptors ER

p activity

REEr

PureCyTonin™ was neutral in the cell
lines alone or in combination
with E2 or growth factors in
terms of cell proliferation and cell
apoptosis, both in cells
transfected with PGRMC1 and in
cells not transfected
with PGRMC1

No inhibition of CYPD26 with
PureCyTonin" 6.53-10%

compared with quinidine, which
inhibits 100%

ASSENZA DI PROLIFERAZIONE SU LINEE
CELLULARI DI CARCINOMA MAMMARIO

NO INIBIZIONE CYP2D6 (# paroxetina)

Genazzani et al., Gynecological endocrinology, 2020

NO FITOESTROGENI

NO EFFETTO
UTEROTROFICO IN VIVO

ASSENZA DI AFFINITA’
RECETTORIALE

ASSENZA DI ATTIVITA
ESTROGENICA



Estratti di polline: STUDI IN DONNE SOPRAVVISSUTE A
TUMORE AL SENO

In via di pubblicazione

Studio FEMAL: studio randomizzato su donne sintomatiche in menopausa con pregresso tumore mammario con

estratto di polline versus placebo.

S!

Cytoplasmic pollen extract for treatment of menopausal
symptoms in breast cancer patients: a case series report

¢ Aldo lop'+*, Pamela Driol®, Alessandra Zacchia', Manuela Miscoria®

Published: February1s, 2021

Ancora in corso

Effect of Non-estrogenic Pollen Extract PCC-100 on Hot
Flushes

© 8B e

STATUS PARTICIPANTS NEEDED ~ SPONSOR
Recruiting 300 University Hospital, Ghent

postmenopausal symptoms. In a randomised, double blinded study pollen extract PCC-100
will be used to treat vasomotor complaints in postmenopausal women under adjuvant
hormonal treatment and also in menopausal women without a history of breast cancer.

Miglioramento delle
vampate, sintomi
cardiologici, irritabilita,
ansia



CIMICIFUGA RACEMOSA

Pianta erbacea eretta e perenne, Nord America
Rizoma e radici

Alcaloidi azotati, composti isoflavonici fenolici,
acido isoferulico, glicosidi triterpenici

Glicosidi triterpenici,
Preparazione brevettata: PRIVI DI

estrazione mediante _ COMPONENTE

alcool isopropilico al 40%
FITOESTROGENICA

Dubbi su epatotossicita: NON associazione con glicosidi triterpenici (preparazione brevettata)

Phytotherapy for menopausal symptoms, SIM and SIGITE, 2021



Cimicifuga racemosa: MECCANISMO D’AZIONE

MODULAZIONE CENTRALE Legame con i recettori
DEL SISTEMA ) serotoninergici 5-HT1A e 5-HT7
SEROTONINERGICO presenti a livello ipotalamico

/ 4 Attivita serotoninergica

TERMOREGOLAZIONE

Proprieta antiossidanti ed antinfiammatorie

Drewer J. Et al., SpringerPlus, 2005
Phytotherapy for menopausal symptoms, SIM and SIGITE, 2021



Cimicifuga racemosa: TRATTAMENTO DEI SINTOMI CLIMATERICI

Review trials RCT «Effetti dell’estratto isopropilico di Cimicifuga racemosa
(iCR) versus placebo sui sintomi neurovegetativi e psicologici della

menopausa»
Model Group by Type Study

Std diff

natural ms Jiang 2015 -0.836

natural ms Li Yilin 2011 -0.792

natural ms Osmers 2005 -0.394

natural ms Stoll 1987 -1.020

Fixed natural ms -0.568

iatrogenic ms Jacobson 2001 -0.187

Fixed iatrogenic ms -0.187

Fixed

Fixed

natural ms, iCR + HP Uebelhack 2006 -0,999
natural ms, iCR + HP -0.999

Qverall -0.694

SE

0.309
0.231
0.118
0.289
0.094
0.241
0.241
0.115
0.115

0.070

Cl

lower
-1.442
-1.246
-0.626
-1.586
-0.753
-0.659
-0.659
-1.225
-1.225

-0.831

C. Castelo-Branco et al., Climacteric, 2020

Statistics for each study

Cl

-
-0.230
-0.338
-0.162
-0.454
-0.383

0.285

0.285
0.773
-0.773

-0.557

42
77
286
50
455
69
69
301
301
825

Std diff in means and 95% CI

.

==

-2

-
<>
¢

-1
Favours iCR

1
0 1
| Favours placebo

I

2

Systematic Review = & Full Access

Vasomotor symptoms resulting from natural menopause: a
systematic review and network meta-analysis of treatment
effects from the National Institute for Health and Care
Excellence guideline on menopause

G Sarri, H Pedder )& S Dias, Y Guo, MA Lumsden

First published: 09 March 2017 | https://doi.org/10.1111/1471-0528.14619 | Citations: 39




Cimicifuga racemosa: ATTIVITA’ ESTROGENICA E TUMORE AL SENO

Table 2. Outcomes of Observational Studies: Black Cohosh and Risk of Breast Cancer.

BC Users: Cases BC Nonusers: Cases

Reference Endpoint N, Total per Group per Group Risk Ratio 95% ClI
HEAL study; Ma HRQOL: physical, 788 total; 68 n/a n/a AOR = 0.66 0.35-1.27
etal,”2 2011 mental, severe BC users AOR = 0.94 0.52-1.73
fatigue AOR=0.78  0.41-1.46
VITAL; Brasky et al,?'  Risk of breast 35016 21/985 858/34 031 Multivariate 0.75-1.82
2010 cancer HR = .17
MARIE; Obi et al,” Risk of breast 10 108 Remifemin: 112/432; Never-users ofany AOR=0.80  0.63-1.00
2009 cancer Other BC: 34/123 herbal therapy; AOR = 0.96 0.64-1.45
3033/9010
Rebbeck et al,** 2007 Risk of breast 2473 25/101 924/2372 AOR = 0.47 0.27-0.82
cancer
Henneicke-von Disease free survival 18 861 113/1102 3148/17 759 AHR =0.75 0.63-0.89
Zepelin et al,” (recurrence)
2007

5 trial non controllati e 12 RCT sull’impatto della cimicifuga
sui tessuti estrogeno-sensibili

5 studi su interazioni fra tamoxifene e cimicifuga

=)
=)

Nessuna associazione fra uso di
cimicifuga e insorgenza o
ricorrenza di tumore al seno

NON aumenta estradiolo, FSH ed LH

NON esercita effetti estrogenici su tessuto
mammario, endometriale e vaginale

NON aumento ricorrenza di tumore al

seno

ASSENZA DI ATTIVITA’

ESTROGENICA

Fritz H. et al., Integrative cancer therapy, 2014




Pockaj BA, 2006

Cimicifuga racemosa: STUDI SU DONNE SOPRAVVISSUTE A
TUMORE AL SENO

BC survivors
132/44 (Tam), 11
(A1)

RCT

Black cohosh vs.

placebo

Hot flashes diary,
hot flashes score

erved both in the black
ohosh (20%) and in the placeb
arm (27%) with no differences
between the groups.

Jacobson JS, 200147

BC survivors 85/56
(Tam)

RCT

Black cohosh vs.

placebo

Hot flashes diary

Improvement of hot flashes was
observed both in the black

hosh and in the placebo arm
no differences between

Hernandez Mufioz G,

BC survivors 136/

Randomized open

Black cohosh vs

Hot flashes diary

Impravemen ere hot

2003% 136 (Tam) label study control group floGhes with black cohosh
p<0.001)
Rostock M, 20114 BC survivors 50/ 50  Prospective cohort Black cohosh Menopause rating Improvement of menopause
(Tam) scale rating scale (p<0.05). Positive

Franzoi M.A. et al., Lancet Oncol 2021

effect for hot flashes, night
Lweats, sleep and anxiety. No
efiact for urogenital and
musceloskeletal complaints

201 ~#— Control
=&~ Remifemin
15+
=
g 104

T
_—
-

(=]

Time (week)

Wang C et al., J Ethnopharmacology 2019

Sintomi climaterici



GYNECOLOGICAL

AGOPUNTURA +

Rilascio di endorfine == Attivita oppioidergica

o EFFICACIA ——¢

Donne in menopausa senza storia di tumore al seno
Greene total Greene vasomotor

lGreene Score

Donne in menopausa con storia di tumore al seno

$1470-2045(20)30666-5.

anagement of
>rapy in

\bertini 7

I
ovement of hot

the acupuncture
ly after the

Frequenza e o). Addeions

1 l severita delle

vampate

1 climacteric
.001) and QoL

ion in hot flashes
2in the
oup followed, by
ure, gabapentin
ils (p<0.001) at
ér AEs in the
<in group (p=0.005)

Lt S
ACUPUNCT -9 -3
A RANDOM m HT m Acupuncture m Phytoestrogens m HT m Acupuncture m Phytoestrogens
Acupun!
symptom. . .
Palma F. et al., Gynecological Endocrinology, 2019
Federica Palma®, Fiacecoe crremao o cmre e e e e gy e g e e
J Bokmand S, 2013* BC survivors 94/57 RCT
(ET type not
specified)

Acupuncture vs. sham Hot flashes score
acupuncture

Significant improvement of hot
flashes score in acupuncture arm
compared to sham acupuncture
(52% vs 24% p<0.05).
Improvement on sleep. No
change in estradiol levels.
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GABA
Acido gamma-ammino butirrico H2N

OH

Principale neurotrasmettitore inibitorio del SNC

Gilfarb and Launier, 2022

Changes to the GABA system during periods of hormonal flux across the female lifespan

Ovarian cycle Posrl::lgtl::::cg:riod R:ei:nr:si::‘ci:e / R I \
uo O Su'll
Ritmo circadiano Sonno non-REM
Percezione stimoli come Assegnazione rilevanza
\_ minacciosi alle preoccupazioni )

Ovarian Hormone Expression

In Humans
L] L]
#PNN density in PFC #PFC GABA $CSF GABA #cortical GABA Disturbi
concentration at concentrations dulng concentration G A B A —
4 Cortical GAD ovulation the last few weeks O
4 Gamma oscillation labor
4PV expression in PFC frequency in luteal
phase within ¥ Cortical GABA
Shifts in GABA, visual cortex levels during the
receptor subunit postpartum period
expression > S~

Nuss P., Neuropsychiatric disease and treatment, 2015



GABA

Acido gamma-ammino butirrico

Migliora il sonno

(A) mm GABA . .
Ease of Favorisce Ia concentrazione
falling asleep E Placebo . ’ .
Riduce I'ansia
Feelings upon "p=0.025
awakening ) ‘
Satisfaction F
with Sleep 4 Muscularis
‘;__“2.;___ mucesa

50 -40 -30 20 -10 O 10 20 30 40 S0

myenteric

GABAergic (GABA/ENK]
[GABA/Som]

® -
\ GABA E
I/ endocrine cell =

Change in VAS scores before and

after administration (mm) ®
N

Ac

submucosal

Yamatsu et al., Food Sci. Biotechnol, 2016 AhGABj!Q -
o ; B-GABAergic -
| 7 [

o LT

(MOTOR) (SECRETOMOTOR)

Adham M.A. et al., BioFactors, 2006



INDICE DI GREENE

| I I
1€

Courtesy of dr. Abbondanza

The GABApause study

Trial multicentrico randomizzato, doppio cieco, versus placebo

112 donne dopo menopausa fisiologica o iatrogena (amenorrea
da almeno 12 mesi o da 6 mesi con FSH >40UlI/L)
Valore Indice di Greene > 15

( Melissa Officinalis, 50 mg

Due bracci per definire la dosa minima efficace:
- 1 compressa dopo pranzo e 2 prima di coricarsi
- 1 compressa dopo pranzo e 1 prima di coricarsi

o

Acido gamma-aminobutirrico
(GABA), 250 mg

Obiettivo primario: riduzione dei sintomi climaterici secondo Indice di Greene

Obiettivi secondari:

- miglioramento dei singoli sintomi (ansia, depressione, hot flashes, sonno, qualita
di vita, pressione arteriosa);

- soddisfacimento della paziente;

- comparare l'efficacia dei due dosaggi




In conclusione...

Trattamenti Trattamenti NON
farmacologici farmacologi

- Clonidina - Estratti del polline

- Gabapentin - Cimicifuga racemosa
- Serotoninergici - Agopuntura

- Antagonisti delle - GABA

neurochinine

DISTURBI DISTURBI
VAMPATE
c Q DELL’'UMORE c DEL SONNO
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