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SSD Chir. Tumori Eredo-famigliari (from HBOC …. To King Unit)
PDTRA 04.0 2023 aziendale TEMO: Mammella, Ovaio + Pancreas, Prostata
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Identificazione soggetto a rischio (Criteri AIOM 2021)

SSD TEf - BCC Ovaric Cancer Centre SSD TEf – SC UrologiaSSD TEf - Pancreas Unit

Amb TEMO senologico

Trattamento CM
ereditario

Amb. TE pancreas Amb. TE prostataAmb TEMO ginecologia

Trattamento CPa
ereditario

Trattamento CP
ereditario

Trattamento CO/gyn
ereditari

MDM-TEMO

Gestione TEMO

GENETICA – TEST BRCA/Pannello multitest

Chirurgia RR senologico Chir RR ginecologico

SSD Diagnostica 
Senologica

Sorveglianza 
strumentale

Percorso Psico-oncologico



Giovane donna 33 anni, in esiti MRR, gravidanza VII mese
(previvor)

Background

Donna portatrice di VP BRCA1 / BRCA2:
• Alto Rischio ca mammario (CM) 70%
• Alto Rischio ca tuba/ovaio (CO) 44% (BRCA1) – 19% (BRCA2)

Strategie di riduzione del rischio:
• Mastectomia profilattica bilaterale (MRR) 25 – 30 anni vs Sorveglianza
• Annessiectomia bilaterale (AP) a 35-40 (BRCA1) vs 40-45 (BRCA2) anni

Hot Topic in BRCA, senologia e gravidanza:
• CM-BRCA associato (età giovanile, biologia aggressiva) in gravidanza;
• Gravidanza dopo CM-BRCA (trattamenti oncologici, safety);
• Finestra di fertilità ristretta (idiopatica, terapie CM, AP).



Lucia a 62 anni diagnosi OSM di CM di intervallo (screening):
Ca invasivo NAS, G2, Linfo/neuroinvasivo, ER 95%, PR <1%, Ki67 23% c-
Erb B2 2+ (FISH non amplificata);
3-06-2015 (altra sede MI) mastectomia + BLS pT2(22mm) pN1a (1SN-mts
massiva; 2SN-micromts) M0. Trattamento adiuvante CHT con antracicline e
taxani, programmata ormonoterapia con inibitori dell'aromatasi
OSM 25/03/2016 dissezione ascellare dx (di completamento) pN1 (2/22)

Elisabetta, 35 anni, nel frattempo si sottopone a Mammo/ecografia di
controllo:
03/07/15 Mx (OSM): Dx, rare microcalcificazioni ravvicinate Qinf di aspetto
benigno, prudenziale controllo mammografico fra 1 anno.
03/08/15 Ecografia mammella (OSM): Dx, lesione focale ipoecogena di 15
mm, poco vascolarizzata, sede parareolare infero-esterna (R4-5). Non
linfonodi ascellari patologici.
3/08 Agobiopsia con Esito istologico (OSM): ca invasivo duttale/NAS, G2,
ER>95%, PR>95%, c-Erb B2 1+, Ki67 20%.

Test Genetico urgente (OSM) esito 16-09: VP BRCA2 c.522_5225 del
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APRIL, 2015 - III:4  BREAST CANCER, NON-TN - NO GENETIC PATH, 63 yrs
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FAMILY MEMBER/S CLINICAL INFO STATUS

I:1, I:2 None Death, old age

II:1 
II:2

Histeroannessiectomy at 42;
SD, Chronic renal failure;  

Death: 90 yrs
Death: 42 yrs

II:3 Breast cancer, onset? Death, 64 yrs

II:4 Biliary peritonitis; emphysema Death, 80

II:5 Ovarian cancer at 76 Death, 80

III:1, III:2, III:3 Past NHL; prior AMI; achromegalia 64 yrs, Alive

III:2, III:3 Both, IDDM 63 yrs, Alive

III:4 Breast cancer 63 yrs

IV: 1-5 Cancer-free Age range 30-45

V:1 Healthy boy

V:2 Miscarriage < 12 weeks
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FAMILY MEMBER/S CLINICAL INFO STATUS

I:1, I:2 None Death, old age

II:1, 
II:2

SD,Chronic renal failure; 
histerlannessiectomy at 42;  

Death: 42yrs 
Death: 90yrs

II:3 Breast cancer, onset? Death, 64 yrs

II:4 Biliary peritonitis; emphysema Death, 80

II:5 Ovarian cancer at 76 Death at 80

III:1, III:2, III:3 Past NHL; prior AMI; acromegalia 64 yrs, Alive

III:2, III:3 IDDM, both 63 yrs, Alive

III:4 Brest cancer 63 yrs

IV: 1-4 Cancer free Age range 30-45

IV:5 Breast Cancer 35 yrs

V:1 Healthy boy

V:2 Miscarriage < 12 weeks

AUGUST 18th 2015: IV:5  BREAST CANCER, NON-TN - GENETIC PATH, 35 yrs



REPORT Sept 18th 2015

BRCA2
c.5222_5225del
p.Ser1741Thrfs*35, Heterozygous



COMPLETE GENETIC PATH
FAMILY MEMBER/S CLINICAL INFO STATUS

I:1, I:2 None Death, old age

II:1, II:2 SD,Chronic renal failure; 
histerlannessiectomy at 40;  

Death: 42yrs 
Death: 90yrs

II:3 Breast cancer, onset? Death, 64 yrs

II:4 Biliary peritonitis; emphysema Death, 80

II:5 Ovarian cancer at 76 Death at 80

III:1, III:2, III:3 Past NHL; prior AMI; achromegalia 64 yrs, Alive

III:2, III:3 IDDM 63 yrs, Alive

III:4 Brest cancer , genetic test + 63 yrs

IV: 1-3 Cancer free Age range 30-45

IV:4 Breast cancer, genetic test + 35 yrs

IV:5 Cancer-free, genetic test + 43 yrs

V:1 healthy boy

V:2 miscarriage < 12 weeks
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IN GENERAL …GUIDELINES
• GUIDELINES EVALUATE AND SUMMARIZE AVAILABLE EVIDENCE WITH THE AIM OF ASSISTING…
• GUIDELINES DO NOT OVERRIDE THE INDIVIDUAL RESPONSIBILITY OF HEALTH PROFESSIONALS…
• Guidelines represent the official position of the …Given Scientific Society… on a given topic and are regularly

updated.

• The Members of the GL Task Force … selected by the … to represent professionals involved with the medical care of 
patients with this pathology

• The experts of the writing and reviewing panels provided declaration of interest forms …

• The … Clinical Practice Guidelines (CPG) Committee supervises and co-ordinates…

• Off-label use of medication … sufficient level of evidence … medically appropriate for a given condition
• …the final decisions concerning an individual patient must be made by the responsible health professional



IMAGING Elisabetta



IMAGING Elisabetta



IMAGING Elisabetta



Istologia a confronto
LG EC

HER2 HER2

Ki67

Ki67
PgR

ER ER



Elisabetta, 35 anni
CM G2 NAS, non linfo/neuroinvasivo
ER>95%, PR>95%, Ki67 20%
c-Erb B2 1+ (neg);
VP BRCA2 associato (test urgente)

1. 29/09/15 di Mastectomia nipple-
sparing bilaterale (oncologica e RR
controlaterale) + LS (esame
estemporaneo negativo) e
posizionamento bilaterale di protesi
mammarie definitive

2. Terapia ormonale con Tamoxifene

Lucia, 62 anni
CM G2 NAS, Linfo/neuroinvasivo
ER 95%, PR <1%, Ki67 23%
c-Erb B2 2+ (FISH neg)

1. 03/06/15 Mastectomia mono
laterale + LS (N+), altra sede;

2. Chemioterapia adiuvante;
3. rimozione espansore (infezione)
4. 25/03/2016 Dissezione ascella OSM

pT2(22mm) pN1 (2/22) M0.
5. Terapia Ormonale per 5 anni.

Novembre 2015: Test Genetico mirato (OSM) positivo per VP
BRCA2 della figlia (caso indice)

09/08/2016 annessiectomia profilattica VLP e sorveglianza
senologica

Crioconservazione ovociti



Chirurgia del CM associato a VP BRCA 1 / 2 – Perché Mastectomia bilaterale

CM 1

CM 2

CM 3

M.G. 29 anni, 2 figli - CM 1 dx: QUART
BRCA1 +
32 anni: CM 2 sin Mast
38 anni: CM 3 dx QUAD
Per 2 volte le viene negata MRR
39 anni (2015): MRR bil in OSM

10 y cumulative incidence of
IBTR: 27% for iBC-BRCA vs 4% for iBC (p = 0.03)
CBC: 25% for cBC-BRCA vs 1% for cBC (p=  0,03)

Rischio di Secondo CM!

Metcalfe, 2011

Mavaddat, 2013

Garcia-Eienne (IEO), 2009

BRCA2: rischio cumulativo 
cBC a 70: 62% Elisabetta Lucia



CHIRURGIA Oncologica in CM-BRCA: attenzione al TIMING del test!

In caso di quad + CHT
importante test prima
della RT



CHIRURGIA Oncologica in CM-BRCA
Esperienza SSD Chirurgia dei Tumori Eredo-famigliari

2005-2023

Chirurgia N %

Nessuna Chirurgia 2 2,2

BCS 11 12,2

BCS e successiva MRR bil 15 15,5

MastM (monolaterale) 7 6,6

MastM e successiva MPC 8 8,8

Mast Bilaterale (Onc + RR) 52 56,6

Mast Bil tot sinc / meta 73 81,1 0

10

20

30

40

50

60

BCS +/- RRM MMast +/- CPM Bil Mast Onc+RR No Surgery

Tipo di Intervento

BCS only BCS-MRR MastM only

MastM-MPC Mast Bil (onc + RR) No Surgery

N = 96 pz
Età= 41,8 ± 10 anni (28 ÷ 77)

* solo 3 dopo RT
81,1% ha effettuato Mastectomia Bilaterale

sincrona (oncologica e RR) o metacrona



Attività di Mastectomia 
Profilattica

N = 331 MRR in 208 pz

N pz CM in atto o pregresso: 
114 (MRR n. 143)
N carrier sane: 94 (MRR n. 188)

TREND: inversione gruppi

CM dopo 331 MRR: 0 dal 2009
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Healthy Carrier RRM in CM Colonna1 CM after RRM

Mastectomia Profilattica (MRR)
Esperienza SSD Chirurgia dei Tumori Eredo-famigliari

2009-2023

COVID
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80%

3%

2% 5%

10%

N = 99 healthy carrier BRCA, 198 RRM

NSM

MS

SSM

SRM

E-NSM

46%

20%

16%

11%

7%

N = 112 pts with BRCA-BC, 141 RRM

NSM

MS

SSM

SRM

E-NSM

RRM: surgical technique in 207 pts (n = 339 RRM)

p < 0,0001
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Tecnica Ricostruttiva

E-P P sottoM P pre-P P preP + ADM flat 54% ricostruzione immediata definitiva

44%25%

4%

26%

29%

Accesso IL al solco

Adesione a studio prospettico I-PREPARE
project di EUBREAST

Dimpling



22

Raccomandazione LG AIOM
«Tumori eredo-familiari» 2024 BOZZA ….



Terapia adiuvante: scelte differenti - perchè?



Elisabetta
Decision-making senologico

6-02-2017

Lucia
Decision-making ginecologico

Riduzione del Rischio

Going FLAT

11-09-2017

30-11-2017 26-10-2020



Diventare genitori fin dalla scoperta del tumore:

MISSION IMPOSSIBLE?



Is it safe to interrupt adjuvant endocrine therapy
to conceive? (1)

Out of 7796 screened studies, 8 were included in the final analysis

A total of 3805 patients with hormone receptor-positive invasive
early breast cancer (BC) were included, of whom 1285 had a
pregnancy after BC diagnosis

In 3 studies (n=987 patients), no difference was observed between
patients with and those without a subsequent pregnancy (HR 0.96,
95% CI 0.75-1.24, P = 0.781)

In the 6 studies (n=3504 patients) reporting on OS, patients with a
pregnancy after BC had a statistically significant better OS than
those without a pregnancy (HR 0.46, 95% CI 0.27-0.77, P < 0.05)



Among 516 women, the median age was 37 years, the median time from
BC diagnosis to enrollment was 29 months

Among 497 women who were followed for pregnancy status, 368
(74.0%) had at least one pregnancy and 317 (63.8%) had at least one
live birth

At a median follow-up, 41 months), 44 patients had a BC-event

The 3-year incidence of BC-events was 8.9% (95%CI 6.3 to 11.6) in the
treatment-interruption group and 9.2% (95% CI, 7.6 to 10.8) in the control
cohort

Is it safe to interrupt adjuvant endocrine therapy
to conceive? (2)



 27/10/2015 AMH 0,1 ng/ml, AFC=4
 Novembre 2015 : tentativo pick ovocitario fallito per bassa riserva ovarica.

BRCA & REDUCTION IN OVARIAN RESERVE
 Accelerated ovarian aging (Ben-Aharon I 

et al, 2018).
 Reduced ovarian reserve both 

quantitatively and qualitatively (Wang
ET et al, 2014).

 Lower AMH levels at BC diagnosis
(Phillips KA et al, 2016).

 Lower number of oocytes retrieved after 
each cycle of stimulation (Broer et al., 
2013; Iliodromiti et al., 2014).



 Marzo 2018: sospende LHRH analogo + Tamoxifene 20 mg (dopo 27 mesi), per desiderio di prole. 
 Aprile-settembre 2018: washo-out e avvio di rapporti liberi con mancato concepimento spontaneo.
 Agosto 2019: embriotransfer di 2 blastocisti (ovodonazione), esitata in gravidanza tubarica destra, esitata in 

aborto tubarico spontano, con negativizzazione delle betaHCG in settembre 2019.
 Gennaio 2020: ripresa della terapia ormonale conclusa a Maggio 2022 (30 mesi)
 26/10/2020 (40 aa): annessiectomia profilattica. EI: tube nei limiti, non evidenza di lesioni displastiche 

intraepiteliali (p53/Do7+ wild type; non significativo incremento dell'indice di proliferazione); washing negativo. 

AGE FACTOR
65/81 (80.2%) BRCA1 and 37/63 BRCA2
(58.7%) underwent surgery beyond
guideline recommended ages and the
detection of pathologic findings on
histology was significantly higher in those
older than 45 (age > 45 years = 35/114 vs.
age 45 years = 7/66; p = 0.0019).



 31/03/2023: Embriotransfer di 2 
blastocisti (ovodonazione), esitata in 
gravidanza gemellare bicoriale 
biamniotica

 DPP 17/12/202
 09/08/2023: OGTT 83-184*-168*, 

GDM in terapia dietetica, in ottimo 
compenso.

 17/11/2023: taglio cesareo in 
urgenza a 35 + 5 wks per iniziale 
travaglio, primo feto in 
presentazione podalica

 F 2505 g , F 2155 g, EBL= 1000 ml
 Apgar 8-10 e 10-10 a 1 e 5 minuti



2014 Incontro di lavoro OSM su «BRCA e gravidanza»; 2015 nascita di aBRCAdabra ETS

N = 74 pz arruolate
(2000-2012, età CM ≤ 40)

• OSM
• aBRCAdabra ETS



N = 135 (74 + 61) pz arruolate
(2000-2012, età CM ≤ 40)

• OSM
• aBRCAdabra ETS

BCC Certification, EUSOMA 2024



17 novembre 2023
Natale 2023



STOP!



RRM: at what age?
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MRR: Optimal age* vs Real age

Optimal Age RRM

Mean age at RRM

Mean age at BC diagnosis

30

*

In 89.4% of 296 BC-BRCA cases the genetic test was performed
only after cancer diagnosis. 
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