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Nat Rev Endocrinol. 2014 August ; 10(8): 455-465. doi:10.1038/nrendo.2014.94.

Obesity and cancer—mechanisms underlying tumour Inflammazione , sindrome metabolica e tumori ....
progression and recurrence

Jiyoung Park#, Thomas S. Morley# Min Kim, Deborah J. Clegg, and Philipp E. Scherer
Department of Biological Sciences, School of Life Sciences, Ulsan National Institute of Science
and Technology, 50 UNIST Street, Ulsan 689—-798, South Korea (J.P.). Touchstone Diabetes
Center, University of Texas Southwestern Medical Center, 5323 Harry Hines Boulevard, Dallas,
TX 75390, USA (T.S.M,, M.K,, D.J.C_, P.ES)).

Adipose tissue

dysfunction t Aromatase

t Levels of
ECM proteins
and endotrophin

Obesity-induced systemic changes
Hyperinsulinaemia (insulin-IGF-1 signalling pathways)

Hyperglycaemia (hyperglycaemic memory)

Tumour initation Tumour progression E resistance and cancer recuE




Ormoni e tumore alla mammella




Ormoni e tumore alla mammella

VVA severity and treatments in the overall population and by breast cancer (BC)

Original article history.
Vulvovaginal atrophy in women with and without a history of breast Overall  BC No BC p-Value
cancer: Baseline data from the PatiEnt satisfactiON studY (PEONY) in history ~ history

N group 334 68 266

Maria Cristina Meriggiola ®, Paola Villa ", Silvia Maffei “, Angelamaria Becorpi ¢,

. . . . e . . . f g - h,i,* VVA SEVEl'ity
:[I;;ljffao]f):h F;aglggglgu; ;;,n(t;(:-z:;; ?IICOILICCI , Stefano Salvatore °, Rossella E. Nappi , VVA duration (months) ;i + f;‘si 12472 0.52
Severity degree at enrolment by 0.008
physician judgment (%)
Mild 9.6 5.9 10.6
Moderate 61.7 52.9 64.0
Severe 28.6 41.2 254
VHI
Score 12.3 = 12.0 + 124 £+ 0.19
v Severe VWA more common in BC (41% vs 23 %) 28 2.8 27
VHI <15 80.5 82.4 80.0 0.66
VuHI
Score 114 + 125 + 11.1 + 0.03
v" Severe RUI 46 48 45
VuHI >8 72.4 80.6 70.3 0.09

v Negative Impact of sexual life

M.C. Meriggiola et al Maturitas 183 (2024) 107950



ORIGINAL RESEARCH

Investigating sexual health after breast cancer by longitudinal assessment of

patient-reported outcomes

M. A. Franzoi'", M. Aupomerol?, J. Havas®, D. Soldato!, M. Lambertini*-**, C. Massarotti®’”, H. Hang®, B. Pistilli?, L. Fasse®,
0. Tredan’, E. Gillanders®, F. Joly'®, P. Cottu'!, M.-A. Mouret-Reynier'?, C. Tarpin’®, A. Arnaud'?, S. Everhard'®,

A-L Martin!5, A. Di Meglio! & I. Vaz-Luis"!
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Figure 1. Prevalence of sexual concerns (poor body image, sexual inactivity, poor sexual functioning, and poor sexual enjoyment) over time.

T0, at diagnosis; T1, year 1 after diagnosis; T2, year 2 after diagnosis; T3, year 4 after diagnosis.

7845 donne

78% at least one
sexual concern
between diagnosis
and 4 years later

Sexual concerns seem frequent, persistent, and insufficiently addressed.
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Genitourinary syndrome of menopause in
patients with breast cancer treated by
hormonotherapy: women's perception in

In blue sexual symptoms; in red gynecological symptoms; in yellow urinary symptoms

ITAC, a French web-based survey

Decreased desire | 77,8
Decreased arousal  IEEEEEGEGEG_— 71,4
Difficultyin reaching orgasm I 2,7
Dyspareunia |GG 60,8
Other sexual symptom I 7.0

Sexual

Vaginal dryness | 5,
Discomfort I 13,9

i — . Only 13.6% of participants

Burning I G 1,2
Vaginal discharge G 2,7

Sportmecixpon. m— 1 had received information

Bleeding  ——— 7,7

on GSM prior to the

Urinary incontinence 22,2

Recurrent urinary tract infections 15,7
survey.
i 20 30 a0 50 60 70 80

logical

Gyneco

Urinary

Dysuria 55

Bull Cancer 2024; 111: 347-355
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JOURNAL OF CLINICAL ONCOLOGY

Recommendation 1. It is recommended that there be a discussion with the patient, initiated by a member of the health care team,
regarding sexual health and dysfunction resulting from the cancer or its treatment. The conversation could include the patient’s
partner, only if the patient so wishes. This issue should be raised with the individual at the time of diagnosis and continue to be
reassessed periodically throughout follow-up. The Expert Panel believes that this is a vital recommendation. The recommendations
that follow cannot be used unless someone has taken the initiative to ask.

Patients’ barriers:

Fear that the discussion will be uncomfortable for
their carer team

Fear that their complaints will be dismissed
Unawareness of treatment options

American Society of Clinical Oncology

JUST ASK!
N\,

Doctors’ barriers:

* Lack of time

* Lack of comfort with or training on the topic
*  Perceived lack of resources

Robison K, Kulkarni A, Dizon DS. Sexual Health in Women Affected by Gynecologic or Breast Cancer. Obstet Gynecol. 2024 Jan 11
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\
‘ Aggiornare donne su consigli e terapie

\

‘ Ristabilire salute del tratto urogenitale
[
‘ Migliorare salute sessuale e QoL

/ =

THE NORTH AMERICAN
MENOPAUSE SOCIETY
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Trattamento personalizzato

Coinvolgimento oncologo




Prima Linea

Non Ormonale

Seconda Linea

Trattamenti

Aggiuntivi

Lubrificanti

|dratanti

Lidocaina (?)

Riabilitazione del piano perineale
Dilatatori

Estrogeni locali
DHEA vaginale
Ospemifene

Laser rigenerativi

Infiltrazioni di acido ialuronico

Radiofrequenza

Consulenza sessuologica e terapia sessuologica



Prima Linea v'OMS suggerisce prodotti iso-osmolari ( osmolarita inferiore a 1200 mOsm/Kg)

Non Ormonale

v'Pochi dati di sicurezza su polipropilene e parabeni

Lubricants Moisturizers
Water based Replens
Astroglide Liquid Me Again
Astroglide Gel Liquid Feminease
Astroglide K-Y SILK-E
Good Clean Love Luvena L b 1 f 1 I e Acquosa
Just Like Me Revaree u rl I Ca n t I q
K-Y Jelly Silken Secret ihi
Pre-Seed Hyalo-gyn ° SI I IcONne

Slippery Stuff
Liquid Silk
YES WB
SYLK
Sliquid
Silicone based
Astroglide X

Al bisogno e Oleosa

illenni = A 3 g
K ldratanti e Acido ialuronico
Pior Eros e Oli ( girasole vaselina)
i (3-5 volte e Vitamina E
il based
Ol gy s Lubricants weeks) e Polinucleotidi

YES OB
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i Ormon.

Seconda Linea

e Lubrificanti

e |dratanti

e Lidocaina (?)

e Riabilitazione del piano perineale
e Dilatatori

e Estrogeni locali
e DHEA vaginale
e Ospemifene

TABLE 1. Factors affecting decision-making regarding local hormone therapy

More desirable candidates Less desirable candidates
Stage of disease Stage 0, 1, and 2 or metastatic with limited life expectancy Stage 3 or metastatic disease with extended life expectancy
Grade of disease Low or intermediate grade High grade
Lymph node involvement No Yes
Hormone-receptor status Negative Positive
Endocrine therapy Tamoxifen Als
Risk of recurrence Low High
Time since diagnosis Remote Recent
Symptom severity Severe Mild
Nonhormone therapies Failed Effective
Effect on QOL Severe Mild

Als, aromatase inhibitor; QOL,

quality of life.



Research

JAMA Oncology | Brief Report
Vaginal Estrogen Therapy Use and Survival in Females With Breast Cancer

49287 donne
5% k mammella

Table 2. Vaginal Estrogen Therapy Use After Diagnosis and Breast Cancer-Specific Mortality

No. of Person- Unadjusted HR Adjusted HR Fully adjusted HR
Analysis events  years (95% CI) Pvalue (95%Cl)? Pvalue (95%CI)° P value
Pooled
No HRT 5624 285342 1 [Reference] NA 1 [Reference] NA 1 [Reference] NA
Systemic HRT 51 3894 0.75(0.57-0.98) .04 0.90(0.63-1.28) .56 0.98 (0.68-1.40) .90
Only vaginal estrogen therapy 120 11437 0.66 (0.55-0.80) <.001 0.72 (0.60-0.86) <.001 0.77 (0.63-0.94) .01
1-4 Vaginal estrogen therapy 105 9374 0.70 (0.58-0.85) <.001 0.75(0.62-0.92) .005 0.81(0.67-0.99) .04
prescriptions
>5 Vaginal estrogen therapy 15 2062 0.49 (0.30-0.82) .007 0.55(0.32-0.97) .04 0.57 (0.34-0.96) .03
prescriptions
Lower-dose vaginal estrogen 92-97° 9098 0.65 (0.53-0.80) <.001 0.71(0.55-0.93) .01 0.77 (0.56-1.07) 12
therapy
Higher)-’ddose vaginal estrogen 23-28° 2339 0.69 (0.39-1.21) .20 0.78 (0.53-1.15) 22 0.81 (0.55-1.21) 31
therap

In this large cohort study, there was no evidence of increased early breast cancer—specific mortality in females with
breast cancer who received vaginal estrogen therapy compared with females with breast cancer who had no HRT
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6-7 dicembre 2019
Avellino, Hotel de la Ville
Via Palatueci,20

CONVECNO NAZIONALE

Il benessere riproduttivo
e sessuale delle donne
con mutazione BRCA.

AN NN

AN

_ ’ MTO ALLEANZA CONTRO
y e ori1Us il TUMORE OVARICO

£
aBRCA
dabra
148 women.
123 ( 83.1%) declared that menopause was consequent to risk-reducing surgery.
Mean age of menopause was 42.15 + 4.67 years.
91 (61.5%) reported not having had enough information from health care providers
on the adverse effects of premature menopause and possible therapies.
78 (52.7%) discussed menopause-related issues with a gynecologist, because they
asked (n=41, 25%) or prompted by the doctor (n=37, 27.7%).
When asked if they discussed these issues with any physician, the number of women
who answered yes increased to 107 (72.9%).

Only 27 women out of 107 (25.2%) reported having felt reassured about HRT safety
after counseling.

Massarotti et al, 2022
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alla mammella

Hormone replacement therapy after prophylactic risk-reducing salpingo-
oophorectomy and breast cancer risk in BRCA1 and BRCA2 mutation
carriers: A meta-analysis

C. Marchetti™', F. De Felice™-', §. Boccia®, C. Sassu®, V. Di Donato®, G. Perniola®, I Palaia®,
M. Monti®, L. Muzii®, V. Tombolini®, P. Benedetri Panici®

HRT  utilizzata nelle donne
Sty or subgroup _loglOds Rato] __SE_Weight IV, Pved. 955 B e BRCA dopo annessiectomia
oo s om0k &% 107 o = profilattica NON vanifica |la
Huerogereny P . riduzione del rischio associata

I BE - _ VR = [ ' . ' |
Heteragenaity: Chi® = 4.32, df = 2 (F = 012D I = 54% m o1 1 10 100

Test tor overall 'Eﬂ:ﬂ ct: £ = D02 [F =] '.'}.93] FI;"EILII'E [H RTl Favours Lchtn'.}I]
cancer risk after msk-reducing salpinzgo-sophorectomy with or withour hormone replacement therapy In BRCA muration camiers: o a | |a Ch | ru rgla
Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio| SE Weight IV, Fixed, 95% C| IV, Fized, 95% CI
Kotsopoules 2018 =0.0305 02284 95.8 0.97 [0.62, 1.52]
Rabbhack 200% 03001 10E8] 4.2% 1350016, 11.39 =
Total (953 CI) 1000  0.98 063, 1.52] *
g = = TTE I = O b i ! i i
Hetercgeneity: Chi 0.09,.df = 1{P=0.77% | 0 001 01 1 10 100

Test for overall effect: 7 = 0.07 (P = 0.94) Favours [HRT] Favours [control]

cancer risk alter risk-reducing salpingo-oophorectomy with or without hormone replacement therapy in BRECA mutation camiers: subgr
»ective trials.
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0.034
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L'utilizzo dell’estrogeno da solo
nella popolazione generale
aveva una piu bassa incidenza
di rischio di k mammella




Contraccezione ormonale in
sane ad alto rischio




Contraceptives and cancer risks in
BRCAI/2 .patho.genlc variant carrler.s: a Counselling of BRCA1/2-PV carriers should
systematic review and meta-analysis be personalized

Majke H.D. van Bommel ®"*, Joanna IntHout?, Guus Veldmate?,
C. Marleen Kets*, Joanne A. de Hullu', Anne M. van Altena', and
Marline G. Harmsen'

'//Pre ventive \
[ surgeries Effecton opcle |\
|

Prior contraceptive use |

J
Ease of use |
/

Cancer risks /

i

|
\Future child wish

Age

\\
\ Reliability
" Breast cancer risk \\. Previous breast
11 studies with 16,631 BRCA carriers \-\ canci/
) S —
ever-use versus never-use
§ \\ HR: 1.55 (1.36; 1.76) l
) OR: 106 (0.90;1.25)
.§ [ / other: nodata

Ovarian cancer risk
10 studies with 21,425 BRCA carriers
ever-use versus never-use

§ HR: 0.44 (0.26;0.74)
OR:0.74 (0.53; 1.03)

§ 7 / other: no data

HR: 0.62 (0.52;0.74)
OR: 0.49 (0.38; 0.63)




Review

Oral contraception use in BRCA gene mutation carriers:
information for counselling in routine clinical practice

Chiara Cassani'**, Francesca Zanellini', Cristina Angela Camnasio®, Diana Pettinato', Simona Secondino®, |
Angelica Della Valle®, Mario Urtis*, Eloisa Arbustini?, Silvia Martella'>:®, Arsenio Spinillo1 > Rossella Elena Nappi‘:’"’

v" Another issue to be considered is that germline mutations in BRCA suppressor genes have been associated over time
with several malignancies, in addition to breast and ovarian cancers.

v" The Breast Cancer Linkage Consortium and The Hereditary Breast Cancer Study Group showed an increased risk for
endometrial cancer in BRCA1 mutated women

v' Recently, Oh et al. in their systematic review (18 studies) and meta-analysis (14 studies) found that the risk of colorectal
cancer is moderately elevated in BRCA1 (OR =1.49, 95% Cl = 1.19 to 1.85, p < 0.001), regardless of study design, specific
type of cancer, method of detection, or age.

v OC may offer a protective benefit against endometrial and colorectal malignancies

Counselling of BRCA1/2-PV carriers should be personalized

European Journal of Gynaecological Oncology, 2021
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