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Nelle pazienti ovariectomizzate prima dei 45 anni la sopravvivenza
e significativamente inferiore ai controlli

- ﬁ--“\"‘_\l_
= 60
g —— Referent
E ——— Oophorectomy
v 40 —
20 —
0 T T 1
0 10 20 30
Time after cophorectomy (years)
Number at risk
Referent 124 110 65 36
Oophorectormy 124 119 77 38

B 45 50years

N

I I |
0 10 20 30

Time after oophorectomy (years)
242+ 223 141 65
243 230 136 59

C >50 years

-

I | |
0 10 20 30

Time after oophorectomy (years)
170 154 a5 41
170 159 99 50

Rocca et al., 2006




Per |” ovariectomia prima dei 45 anni vi & incremento del rischio di morte,
che perde di significativita nelle utenti di TOS

n Follow-up Deaths Hazard ratio P
(person-years) (95% CI)
<45 years
Referent women 1417 38106 229 1 ..

124 3164 33 167 (1-16-2-40)\  0-006
.- age 45 1202 10 1.27 (0-67-239) | 046
45yes

C gestrogen not giveno age 79 1962 23 1-03 (1-25-2-96) 0-003
45y

45-50years
Referent women 645 16 683 240 1 ..
Oophorectomy 243 5741 75 1-02 (0-78-1-32) 0-90
>G50 years
Referent women 321 7496 159 1 ..
Oophorectomy 170 4055 76 0-90 (0-68-119) 046
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L’ ovariectomia prima dei 48 anni si associa ad aumento del rischio di
deficit cognitivo e demenza. La TOS e protettiva

Table 4 Cohort analyses for women who underwent bilateral oophorectomy and for referent women in Olmsted

County, MN

Women
Cohort or stratum atrisk
Overall
Referent women 1,472
Bilateral oophorectomy 676
T1(<43) 224
T2(43-48) 203
T3 (>48) 249

T1 + T2(=48) 427
strogen giventoage S0y 87

Estrogen not given toage SOy 340

Follow-up

Women with
cognitive
impairment

(person-years) or dementia

39,044
16,985

6,109
5,060
5,816
11,169
2,285
8,884

o8
74

13
23
38
36

33

Unadjusted
hazard ratio
(95% CI)*

1.0 (ref)
1.31 (0.96-1.77)

1.67 (0.93-3.00)
1.60 (1.01-2.52)
1.10(0.75-1.60)
1.62(1.10-2.39)
0.67 (0.21-2.14)
1.86 (1.25-2.77)

Adjusted
hazard ratio

p (95% CI)* p

- 1.0 (ref) -

0.09 1.33(0.98-1.81) 0.07

0.08 1.74(0.97-3.14) 0.06
0.04 1.68(1.06-2.66) 0.03
063 1.09(0.74-161) 0.66

0.01 .70 (1.15-2.51) 0.00
0.50 .79 (0.25-2.54) 0.69
0.002 1.89(1.27-2.83) 0.002

Rocca et al., 2007




Le donne con menopausa precoce presentano una sopravvivenza inferiore ai
controlli per mortalita da malattia coronarica
(The Multiethnic Study of Atherosclerosis)
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Donne con menopausa precoce presentano riduzione della BMD rispetto ai controlli
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Le donne ovariectomizzate presentano livelli di
testosterone significativamente ridotti

Mean (SD), Mean (SD), Mean 95% CI for mean P value
oophorectomized women reference women difference difference

55—64 yr, oophorectomized, n = 11; reference . n =

Total T (nmol/liter) 0.38 (0.26)
4 (4 40

0.66 (0.40) Q.27 —0.52, —0.03 0.029

Free T (pmolliter) .81 (8.01 27 —10.20, —0.34 0.037
DHEAS (pmol/liter) 1.89 (1.50) 2.37(1.57) —0.48 —1.48, 0.53 0.347
Androstenedione (nmol/liter) 2.15(1.28) 3.14 (1.76) —1.0 —2.10, 0.10 0.075
65—75 yr, oophorectomized, n = 16; reference women. n = 109
Total T (nmol/liter) 0.71 (0.48) =S —0.56, —0.07 0.011
Free T (pmol/liter) 5.06 Q.76 (692 = —7.19, —0.21 0.038
DHEAS (pmol/liter) 1.13 (0.64) 1.76 (1.40) —0.63 —1.33, 0.08 0.081
Androstenedione (nmol/liter) 2.93 (2.00) 3.07 (1.86) —0.14 —1.14, 0.86 0.782

Davison et al., 2005



The New England Journal of Medicine

TRANSDERMAL TESTOSTERONE TREATMENT IN WOMEN WITH IMPAIRED
SEXUAL FUNCTION AFTER OOPHORECTOMY

JAN L. SHIFREN, M.D., GLENN D. BRAUNSTEIN, M.D., JAMES A. Simon, M.D., PeTer R. Casson, M.D.,
JoHN E. BusTer, M.D., GEorrrey P. ReEbMoND, M.D., ReGguLA E. Burki, M.D., ELZzABETH S. GINSBURG, M.D.,
RAYMOND C. RoseN, PH.D., SANDRA R. LeisLum, PH.D., Kim E. CARAMELLI, M.S., AND NORMAN A. MAZeR, M.D., PH.D.

TABLE 3. MEAN (=SD) SCORES ON THE BRIEF INDEX OF SEXUAL FUNCTIONING FOR
WOMEN, EXPRESSED AS PERCENTAGES OF THE MEAN VALUES IN NORMAL WOMEN.*

150 wg oF 300 pg OF D
TESTOSTERONE NE

DIMENSION Base LiNe PLACEBO PER Day PER Day
Composite scorc 52+27 72+*38 74+37 81=37¢%
Thoughts—desire 48+31 67 £40 72*+40 77*40
Arousal 58+31 80*+40 73*40 84+40
Erequency of sexual activin> 41+31 53+41 58+40 64+40%
Receptiviry—initiati 68*33 89+39 86+39 92+39
rc—orgasm 48+42 65+53 70+£52 80%=52%
Relationship satisfaction 73%*33 82+32 86+32 87+32
Problems affecting scxual funcrion 116+=48 108 =49 97 =49 98+49
$+P=0.05.
$+P=0.03.

(N Engl J Med 2000;343:682-8.)



MENOPAUSA E TERAPIA ORMONALE SOSTITUTIVA
Raccomandazioni della Societa Italiana della Menopausa

Menopausa Precoce

Le donne che vanno incontro ad una menopausa spontanea o0
iatrogena prima dei 45 anni e ancor piu, prima dei 40, sono
a maggior rischio di malattie cardiovascolari, osteoporosi
e demenza. Queste donne possono beneficiare della TOS,
eseguibile anche con contraccettivi orali, qualora non sussistano
controindicazioni al loro utilizzo, almeno fino all’eta in cui insorge
comunemente la menopausa fisiologica.

Pur non essendo disponibili dati provenienti da studi di
confronto, & concettualmente preferibile utilizzare preparati
contenenti estrogeni naturali (estradiolo emidrato o valerato)
per un migliore profilo metabolico.

La TOS pu0 ridurre il rischio delle malattie cronico-degenerative
e deve essere continuata almeno sino all’eta media della
menopausa fisiologica. 2017



Annessiectomia profilattica nelle pazienti BRCA: effetti su qualita di vita e funzione sessuale

Table 1

Studies evaluating quality of life and sexual function in premenopausal women undergoing RRSO.

Study Design Population studied Number of Mean Number who Measurement Key results and conclusions
proven BRCA age at used HRT tool
mutation RRSO after RRSO
carriers (range) (n, %)
Madalinska Cross Premenopausal women 128 43 (NS) 77 (47%) FACT-ES,SAQ  Fewer vasomotor symptoms in HRT users (p < 0.05), but
[21] sectional at risk for hereditary comparable levels of sexual functioning in users vs.
observational breast/ovarian cancer nonusers
Johansen Retrospective Women who had RRSO NS 48 119 (44%) SAQ In subanalyses of the RRSO group, users of systemic HRT
[22] cohort because of an increased (31-76) reported less discomfort (p = 0.001) than did nonusers
cancer risk
Finch[23] Prospective Women who elected to 114 total, 75 475 33 (29%) MENQOL Premenopausal RRSO was associated with an increase in
observational undergo RRSO duetoa premenopausal (35-69) vasomotor symptoms and decrease in sexual functioning,
BRCA mutation which was improved by HRT, but not to pre-surgical
levels
Vermeulen Prospective Premenopausal women 50 NS 27 (47%) FACT-ES,SAQ  HRT use in the first year after RRSO in premenopausal
[24] observational with increased risk of women had beneficial effects of minimizing endocrine
breast and ovarian and sexual symptoms
cancer
Tucker [25] Cross Women who had 32 50 33 (28%) FSFI, SAQ, HRT use reduced dyspareunia (p = 0.027), and the
sectional undergone RRSO (33-69) FDS-R, RAS, severity of sexual menopause symptoms (p = 0.03)
observational BISC, MENQOL,
SF-36, IES

RRSO, risk reducing salpingo-oophorectomy; HRT, hormone replacement therapy; NS, not specified; FACT-ES, Functional Assessment of Cancer Therapy- Endocrine Symptoms; SAQ, Sex-
ual Activity Questionnaire; MENQOL, Menopause- Spedific Quality of Life; FSFI, Female Sexual Function Index; FSDS-R, Female Sexual Distress Scale Revised; RAS, Relationship Assessment
Scale; BISC, Body Image Self-Consciousness Scale; SF-36, Short Form Health Survey; IES, Impact of Event Scale.

S. Gordhandas et al. / Gynecologic Oncology 153 (2019) 192-200



Annessiectomia profilattica nelle pazienti BRCA: effetti su vari endpoint

Table 2
Studies on bone, cardiovascular and cognitive health in premenopausal women undergoing RRSO.
Study Design Population Number Mean Number Outcome studied Results Conclusions
studied of proven ageat  who
BRCA RRSO used
mutation (range) HRT
carriers after
RRSO
(n, %)
Garcia Retrospective  All adult 225 52 (NS) 56 Number of women OR 1.2 (95% C10.4-3.7) for bone Women with normal DXA
[26] chartreview women who (25%) screened for disease (defined as either osteopenia results were no more likely to
tested osteoporosis with DXA  or osteoporosis) in patients who have taken HRT than women
positive for scan used HRT with bone disease
BRCA
mutation
Challberg Retrospective Women at 123 41 67 DXA scans Bone loss with a T score of <—1.0 The prevalence of reduced bone
[27] chartreview risk for (24-48) (32%) was present in 5/31 (16%) who used mass was far higher among
ovarian HRT and 37/78 (47%) who did not women who had >24 months of
cancer who use HRT (p = 0.03) estrogen deprivation than in
had RRSO at those who had taken HRT
<48 years old
Cohen Retrospective Women with 226 471 11 (5%) Bone health, frequency 16% (36/226) had hypertension, 17% Despite the risk reduction RRSO
[31] chartreview BRCA (NS) of hypertension, (39/226) hyperlipidemia, 2% offers, attention should be paid
mutations hyperlipidemia, CAD, (5/226), CAD or MI, 2% (4/226) to non-cancer end- points,
who M], diabetes, diabetes, 13% (29/226) particularly bone health
underwent hypothyroidism and hypothyroidism and 14% (31/226)
RRSO depression depression

RRSO, risk redudng salpingo-oophorectomy; HRT, hormone replacement therapy; NS, not specified; OR, odds ratio; CAD, coronary artery disease; MI, myocardial infarction.

S. Gordhandas et al. / Gynecologic Oncology 153 (2019) 192-200



Review Article

Hormone replacement therapy after risk reducing salpingo-
oophorectomy in patients with BRCA1 or BRCA2 mutations; a systematic
review of risks and benefits

Sushmita Gordhandas *, Barbara M. Norquist °, Kathryn P. Pennington °, Rachel L. Yung
Mary B. Laya ¢, Elizabeth M. Swisher **

The role of HRT in BRCA mutation carriers after RRSO is controversial
with the main concern being potential augmentation of an already high
risk of breast cancer. Much of the data related to risks and benefits of
HRT in the general population come from studies of older women un-
dergoing natural menopause, and these data are not necessarily rele-
vant to the question of HRT following premature menopause.

Gynecologic Oncology 153 (2019) 192-200



Risks and Benefits of Estrogen Plus Progestin

in Healthy Postmenopausal Women
Principal Results From the Women's Health Initiative
Randomized Controlled Trial

(Reprinted) JAMA, July 17, 2002—Vol 288, No. 3 321

Effects of Conjugated Equine Estrogen in

Postmenopausal Women With Hysterectomy
The Women's Health Initiative Randomized Controlled Trial

(Reprinted) JAMA, April 14, 2004—Vol 201, No. 14 1701



WHI : risultati con HRT

Evento clinico Hazard ratio (95% IC)
Patologia cardiaca coronarica 1.29 (1.02-1.63)
Stroke 1.41 (1.07-1.85)
Embolia polmonare 213  (1.39-3.25)
Cancro mammella 1.26 (1.00-1.59)
Cancro colon-retto 0.63 (0.43-0.92)
Fratture 0.66 (0.45-0.98)
Morte 0.98 (0.82-1.18)

The WHI Steering Committee; JAMA, 288: 321-333, 2002



WHI : risultati con ERT

Evento clinico Hazard ratio (95% IC)
Malattia cardiaca coronarica 0.91 (0.75-1.12)
Stroke 1.39 (1.10-1.77)
Embolia polmonare 1.33 (0.87-2.06)
Cancro mammella 0.77 (0.59-1.01)
Cancro colon-retto 1.08 (0.75-1.55)
Fratture 0.61 (0.41-0.91)
Morte 1.04 (0.88-1.22)

The WHI Steering Committee, JAMA 291: 1701-1712, 2004



REVIEW |

Changing Concepts: Menopausal Hormone Therapy and

Breast Cancer
Rowan T. Chiebowski, Garnet L. Anderson
Manuscript received September 16, 2011; revised December 20, 2011; accepted January 2, 2012

Correspondence to: Howaon 7. Chlebows=ki, MD, PhD, Loz Angeles Biomedical Research Insttute 2t Harbor, UCLA Medical Canter, 1124 W. Carszon St,
Torrance, CA 90502 l=-mail: rowanchlebows=ki@gmaid.coml).

J Natl Cancer Inst 2012;104517-527



Al termine dei 9 anni complessivi (trattamento + osservazione), le pazienti trattate con E + P
presentano un rischio di K mammario significativamente superiore ai controlli, mentre quelle
tratttate con E presentano un rischio significativamente inferiore ai controlli.
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Table 3. Hazard Ratios of Invasive Breast Cancer for EP-MHT Recent Use, According to Gap Time, Type of Progestagen, and Total Duration of Use, Compared
With MHT Never Use: E3N Study 1992 to 2005

Total Duration of EP-MHT Use (years)

=2 25 5-10 =10
No. of No. of No. of No. of
Participants Participants Participants Participants P for Trend
Recent Use of EP-MHT  With Breast Hazard With Breast Hazard With Breast Hazard With Breast Hazard With Duration
and Gap Time (years) Cancer Ratio” 95% CI Cancer Ratio” 95% CI Cancer Ratio” 95% CI Cancer Ratio” 95% CI of Use
Any type of EP-MHT
178 1.54 1.28t01.86 229 149 1.26t01.76 260 1.60 1.37to1.88 119 189 153t02.34 .09
27 1.00 068to1.47 52 152 1.141t02.03 60 159 1.21t02.09 12 1.14 064t02.04 .68
04 .89 96 .10
23 087 057t01.32 39 1.01 0.72to 1.41 67 147 1.11t0 1.95 39 134t02.74 .002
8 090 045t01.81 18 155 096to248 12 089 0.50to1.59 - 0.36to 2.62 54
83 14 11
31 1.44 0.S9to2.09 34 1.21 0.85to0 1.72 40 138 0.98to01.93 16 081t02.26 92
6 1.14 0.51to2.55 6 095 042to02.13 13 177 1.02to03.09 4 d 0.68t04.93 61
Fiehomeogeneity 60 59 44
Estrogen + othe
progestagen
=3 124 1.89 15310234 156 1.88 1.56 t0 2.27 153 1.87 1.54t02.27 64 2.32 1.76 t0 3.06 .18
>3 13 1.02 059t01.78 28 179 1.22t02.63 35 221 1.56t0 3.14 - 1.07 040t02.87 27
P for homogeneity 04 81 .38 13

Fournier et al., 2009



Type and timing of menopausal hormone therapy and breast @ ®
cancer risk: individual participant meta-analysis of the h
worldwide epidemiological evidence

Collaborative Group on Hormonal Factors in Breast Cancer* oa
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I 1 1 1
05 10 15 20 25

Relative risk (95% Cl)

Number Relative risk (95% Cl)
of cases during years 5-14 of
MHT use
All oestrogen-only preparations 4869 B 1.33(1-28-1-38)
By constituent
Equine oestrogen 1910 : 1.32(1-25-1-39)
Oestradiol 1563 1.38 (1:30-1-46)
By mode of administration
Oral 3633 133 (1-27-1-38)
Transdermal 919 1.35 (1-25-1-46)
All oestrogen-progestagen preparations 8318 = 2.08 (2-02-2-15)
By progestagenic constituent
(Levo)norgestrel 1735 : 212 (1-99-2-25)
Norethisterone acetate 2642 2-20(2-09-2-32)
Medroxyprogesterone acetate 2012 207 (1.96-2-19)
By frequency of addition of progestagen
Daily 3048 - 230 (2:21-2-40)
Intermittent 3467 L ¥ 1.93 (1-84-2:01)
Vaginal oestrogen 437 ™ 1.09 (0-97-1-23)
Progestagen only 112 R 1.39 (1-11-1.75)
Tibolone 680 - 1.57 (1-43-1.72)

Figure 4: Main types of MHT: relative risks during years 5-14 of current use




MENOPAUSA E TERAPIA ORMONALE SOSTITUTIVA
Raccomandazioni della Societa Italiana della Menopausa

A cura del Direttivo della Societa

Carcinoma della Mammella

Il grado di associazione tra carcinoma della mammella e TOS in
postmenopausa é controverso. Il rischio attribuibile alla TOS é
sicuramente basso e quantificabile per le donne che utilizzano
prodotti combinati estro-progestinici in circa 8 casi in piu per
ogni 10.000 donne/anno.

Nello studio WHI, la somministrazione di soli EC in donne
isterectomizzate per 7-15 anni non ha aumentato il rischio
di carcinoma della mammella (circa 7 casi in meno per ogni
10.000 donne/anno). Studi osservazionali europei suggeriscono
che la somministrazione di estradiolo in associazione con
progesterone micronizzato o di idrogesterone non sia associata
ad un aumento significativo del rischio di cancro della mammella,
come avviene con altri progestinici di sintesi.

L'uso di EC in associazione al BZA per la protezione endometriale
ha la potenzialita di ridurre o annullare il rischio mammario,
grazie all’effetto antiproliferativo sulla mammella del SERM
dimostrato negli studi sperimentali, anche se al momento non
esistono dati clinici al riguardo. Il rischio di carcinoma della
mammella diminuisce rapidamente dopo la cessazione della
TOS, e dopo 5 anni dall’interruzione della terapia il rischio non
sembra maggiore di quello delle donne che non hanno mai
fatto TOS. Il cancro della mammella in atto o pregresso & una
controindicazione alla TOS.

2017



HRT for women with premature
ovarian insufficiency: a comprehensive

review

Lisa Webber"*, Richard A. Andersonz, Melanie Davies', Femi janse3,

and Nathalie Vermeulen?

Human Reproduction Open, pp. I1-11,2017

Carriers of mutations in the BRCA| /2 genes may be recommended
prophylactic premenopausal BSO to reduce their risks of breast and
ovarian cancer (Rebbeck et al., 2009). Surgery can result in severe hot
flushes, vaginal dryness, sexual dysfunction, sleep disturbances, cogni-
tive changes and increased risk of cardiovascular disease (Finch and
Narod, 201 |; Finch et al., 2012). HRT significantly reduces vasomotor
symptoms after prophylactic BSO (Madalinska et al., 2006) but does
not significantly alter the reduction in breast cancer risk associated
with BSO for BRCAI/2 mutation carriers, as compared to carriers
without BSO or HRT (Armstrong et al., 2004; Rebbeck et al., 2005).

In conclusion, and in contrast to breast cancer survivors, HRT is a
treatment option for BRACI /2 carriers without personal history of
breast cancer, after prophylactic BSO.



Table 3
Studies assessing breast cancer risk with HRT in BRCA mutation carriers.

Study Design Population Number Meanage Number Mean Breast Conclusions
studied of at RRSO (%) who duration of cancer risk
proven (range) used HRT use of HRT
BRCA HRT (range)
mutation
carriers
Rebbeck Prospective Cases: women 155 427 93 NS HR 0.37 Short-term HRT use did not negate the protective effect of
[35] cohort who underwent (21.5-73.9) (60%) (95%CI RRSO on subsequent breast cancer risk in BRCA mutation
RRSO 0.14-0.96) carriers
Controls: women 307 NA 21 (7%)
without RRSO
Eisen [36] Retrospective Cases: women 236" 423 47 4.0y OR0.58 Among postmenopausal women with BRCAT mutations,
matched diagnosed with (28-52) (20%) (95% CI HRT use was not associated with increased risk of breast
case-control  breast cancer 0.35-096,p cancer; rather, it was associated with a decreased risk
Controls: women 236" 426 68 3.7y = 0.03)
without breast (28-52) (29%)
cancer
Kotsopoulos Retrospective Cases: women 432° 425 80 44y OR0.80 A short course of HRT is not contraindicated in BRCA1
[37] matched with (28-53) (185%) (0.1-25.0) (95%Q mutation carriers who have no personal history of breast
case-control  postmenopausal 0.55-1.16,p cancer
breast cancer = 0.24)
Controls: women 432" 43,0 91 43y
who never had (29-53) (21.3%) (0.05-18.0)
breast cancer
Kotsopoulos Prospective, = Women who 377" 43.0 377 39y HR 0.97 Use of estrogen after RRSO does not increase the risk of
[38] longitudinal ~ used HRT after (30-70) (43%) (05-19.0) (95%CI breast cancer among women with a BRCAT mutation
cohort RRSO 0.62-1.52,p
Womenwho did 495" 484 NA = 0.89)
not use HRT after (29-76)
RRSO

RRSO, risk reducing salpingo-oophorectomy; HRT, hormone replacement therapy; NA, not applicable; NS, not specified; HR, hazard ratio; (, confidence interval; OR, odds ratio.
BRCAT only. S. Gordhandas et al. / Gynecologic Oncology 153 (2019) 192-200



Table 4

Breast cancer risk by HRT formulation in BRCA mutation carriers post RRSO.

Study Design Comparison groups HRT Breast cancer risk by  Conclusions
formulation formulation
used and
number of
subjects
Rebbeck Prospective Women who underwent E: 50 E:HR044 (95% A Breast cancer risk reduction for women who took progestin w/ or w/o
[35] cohort RRSO and used HRT E+P:34 0.12-1.61) estrogen and women who took estrogen- alone was not significantly
Women without RRSO NA E+ P:HR043 (95% different
and did not use HRT C10.07-2.68)

Eisen [36] Retrospective Cases: women E: 28 E: OR0.51 (95% CI An inverse association with breast cancer risk was observed with use of
matched diagnosed with breast E+P: 19 0.27-098, p = 0.04) estrogen only; the assodiation with use of E + P was not statistically
case-control cancer E+ P:OR0.66 (95% significant

Controls: women E: 40 Cl034-127,p=
without breast cancer E+ P: 28 0.21)
Kotsopoulos Retrospective Cases: women with E: 46, E:OR1.0(95% There is no adverse effect of estrogen-alone or of combined E + P
[37] matched postmenopausal breast E + P: 28 0.62-1.62,p = 0.11) formulations on breast cancer risk in BRCA1 mutation carriers after RRSO
case-control cancer E + P: OR 0.65 (95%
Controls: women who E: 42 C1038-1.11,p=
never had breast cancer E + P: 41 0.23)
Kotsopoulos Prospective, Women who used HRT  E: 259 E: HR0.73 (95% CI The possible adverse effect of progesterone-containing HRT warrants
[38] longitudinal after RRSO E + P: 66 041-132,p = 0.30) further study
cohort Women who did notuse NA E + P: HR 1.31 (95%

HRT after RRSO

C10.66-257, p =
0.44)

RRSO, risk reducing salpingo-oophorectomy; HRT, hormone replacement therapy; E, estrogen alone; E + P, estrogen and progestin; NA, not applicable; HR, hazard ratio; CI, confidence
interval; OR, odds ratio.

S. Gordhandas et al. / Gynecologic Oncology 153 (2019) 192-200



POSSIBILE UN DIVERSO RISCHIO

BRCA 1 in genere triplo negativo

BRCA 2 in genere ER+ e PR+



Pazienti con mutazioni BRCA in menopausa
precoce dopo ovariectomia profilattica

1. Pregresso carcinoma mammella

2. Mammelle intatte, anamnesi negativa per
carcinoma mammella

3. Mammelle intatte, pregressa isterectomia,
anamnesi negativa per carcinoma mammella

4. Mastectomia profilattica anamnesi negativa per

carcinoma mammella



|Isterectomia al momento della
annessectomia profilattica®?

Aumentato rischio di carcinomi sierosi uterini nelle
pazienti BRCA? D.P. Atchley et al., J. Clin. Oncol. 26 (2008) 4282-4288.

Aumentato rischio di carcinoma endometriale nelle
utenti di tamoxifene con BRCA sk waanetat, s. cin. onco. 20 o0z 2310-218
Possibile utilizzo di TOS senza progestinico
Aumentato rischio chirurgico




Tante TOS

Gia pronte CICLICA COMBINATA O CICLICA SEQUENZIALE (con mestruazione) =
E2 valerato (2mg) + MAP (10 mg) regime 21+7 sosta
E2 valerato (2mg) + CYP (1 mg) regime 21 +7 sosta
E2 emidrato (1 mg) + DDG (10 mg) regime 28 no sosta (14+14)
E2 emidrato (2 mg) + DDG (10 mg) regime 28 no sosta (14+14)
E2 emidrato (1.5 mg) + NOMAC (3.75 mg) regime 24 + 4 sosta - 16—=20€
COMBINATA CONTINUA (senza mestruazione)
E2 emidrato (1 mg) + DRSP (2 mg) regime 28 gg
E2 emidrato (1 mg) + NETA 0.5 mg regime 28 gg
E2 emidrato (1 mg) + DDG (5 mg) regime 28 gg
E2 valerato (1 mg) + DNG (2mg) regime 28 gg _

ECE + Bazedoxifene

Da costruire “su misura”

E2 valerato cpr (2mg) o 3€
E2 transdermico (cerotto, gel, spray) + 6—18 €
progestinico a scelta (P [anche vaginale], DDG, NOMAC, MPA, IUS+LNG) x 12 gg (ciclica) 5-15€

o tutti i giorni (combinata continua)
Estrogeno da solo nella paziente senza utero



Terapie ormonali per FAVV
In commercio In Italia

Promestriene Cpr vaginali 10 mg
Crema 10 mg
Estriolo Ovuli 1 mg
Crema 0,5 mg
_ Estriolo Ovuli a rilascio pr. 1 mg
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Relative risk (95% Cl)

Number Relative risk (95% Cl)
of cases during years 5-14 of
MHT use
All oestrogen-only preparations 4869 B 1.33(1-28-1-38)
By constituent
Equine oestrogen 1910 : 1.32(1-25-1-39)
Oestradiol 1563 1.38 (1:30-1-46)
By mode of administration
Oral 3633 133 (1-27-1-38)
Transdermal 919 1.35 (1-25-1-46)
All oestrogen-progestagen preparations 8318 = 2.08 (2-02-2-15)
By progestagenic constituent
(Levo)norgestrel 1735 : 212 (1-99-2-25)
Norethisterone acetate 2642 2-20(2-09-2-32)
Medroxyprogesterone acetate 2012 207 (1.96-2-19)
By frequency of addition of progestagen
Daily 3048 - 230 (2:21-2-40)
Intermittent 3467 L ¥ 1.93 (1-84-2:01)
Vaginal oestrogen 437 ™ 1.09 (0-97-1-23)
Progestagen only 112 R 1.39 (1-11-1.75)
Tibolone 680 - 1.57 (1-43-1.72)

Figure 4: Main types of MHT: relative risks during years 5-14 of current use




Tutte le slides sono disponibili su

www.costantinodicarlo.it



