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Le donne con storia familiare o tumore ereditario
della mammella:
protocolli dello screening o paralleli allo screening?
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| tumori familiari ed ereditari della mammella
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Prevalenza della mutazione gBRCA nel tumore della mammella

¥ée 4 O

Tumore della mammella femminile Tumore della mammella Tumore della mammella
+ ~3%—6% di tutte le pz con tumore della maschile - 2.9% ditutte le pz con
mammella’ 0-16% di tutti i tumori della tumore della mammella®
. mammella maschili*
+ ~14.3% fra le pz con
* 9.3%-15.4% fra le pz con tumore della tumore della mammelia
mammella triplo negativo (TNBC)' triplo negative (TNBC)?
(" N
PY Piu giovane eta alla diagnosi
Gli individui con mutazione gBRCA ricevono generalmente una diagnosi in
eta piu precoce rispetto agli individui senza mutazione57.8
Le donne con mutazione gBRCA hanno maggiore probabilita di sviluppare
un secondo tumore della mammella®
\ J

1. Armstrong M. et al. Clin Epidermiol. 2019:11:543-561. 2. Meynard G, et al. Oncol Rep. 2017.37:1573-1578_ 3. Palomba G. et al_, 2014 Oncol Leit 20714 _ 4. Giordano SH. N Engl J Med.
2018 Jun 14 378(24):2311-2320. 5. Wong-Brown MW, af al, 2075 6. Godet |. el al. integr Cancar Scf Thar. 2017 Fab:4(1). doi10.157T8ICST. 1000228, 7. Ssong MW, af &l 2014 8.
Winter C, ef al, 2016
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BRCA1/2 e rischio tumorale

MUTATION CARRIERS

CANCER GENERAL
TYPE POPULATION RISK
Breast 12% 52-72.8% 45-84%
Second primary breast Up to 11% 40.5% 52.3%
Ovarian 1-2% 39-63% 11-27%
Male Breast 0.1% 1-2% 5-10%
Prostate 14% 3.4-fold increased risk | 8.6-fold increased risk
Pancreatic 0,5% 1-3% 2-7%

Antoniou A, et al. Am J Hum Genet 2003;72:1117-1130

Brose MS, et al. J Natl Cancer Inst 2002:94:1365-1372

Breast Cancer Linkage Consortium, J Natl Cancer Inst 1999; 91:1310-1316
Ford D, et al. Am J Hum Genet 1998,62:676-689

Petrucelli N. GeneReviews. Pagon RA, Adam MP, Ardinger HH (eds) 1993-2016
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BRCAT1

BRCA2

Moncarriers (n = 2,203)

BRCA1 carriers (n = 72)

BRCAZ carriers (n = 74)

BRCA1/2 carriers (n = 148)°

PALB2 carriers (n = 74)

Characteristic No. (%) No. (%) OR (95% CI) pValue No. (%) OR (95% CI) pValue Mo, (%) OR (95% CI) pValue No. (%) OR (95% CI) p Value
Breast cancer sublype
Luminal A 554 (27.1) 5 (7.4) €0.001 10 (14.3) w0001 15(10.7) €0.001 4 (16.7) 0.669
[ Luminal B 868 (42.4) 18 (26.5) 48 (68.6) &7 (47.5) 11 (45.8)
| THRC 328 (16.0) 42 (61.8) | 11 (15.7) 54 (38.6) 5 (20.8)
HER2 295 (14.4) 3 (4.4) 11(1.4) & (2.9 4116.7)
Unknown 158 & 3 ] 1
Grade
| 175 (11.0) 1019 1.00 0.001  4(6.7) 1.00 0112 5(4.3) 1.00 w001 1(59) 1.00 0.425
n B9 (56.4) 22 (40.7) 409 (0.54-31.23) 29 (48.3) 1.11 (0.38-3.31) 52 (44.8) 1.80 (0.70-4.67) B (47.1) 1.48 (0.18-12.14)
[m 517 (32.6) 31 (57.4) | 6.4100.83-49.34) 27 (85.0)  2.07 (0.68-6.35) 59(508)  3.20 (1.22-8.44) 8 (47.1) 2.27 (0.26-19.75)
Unknown 617 18 14 12 7
Stage
0 151 (7.1) 2(2.8) 0.106 11(1.4) 0,049  3(21) 0.018 000} 0.203
| 681 (32.1) 31 (43.7) 21 (31.0) 52 (36.1) 7 (30.4)
n 888 (41.9) 22 (31.0) 31 (74.6) 54 (37.5) 91(39.1)
n 365 (17.2) 15 (21.1) 18 (25.4) 34 (23.6) 7 (30.4)
v 35 (1.7) 1(1.4) 0 (0.0) 1{0.7) 0 {0.0)

Deng et al Int J Cancer 2019
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General Breast/ovarian
Mammography practitioners, cancer diagnosis
screening other (under particular
NRegmeEniiaRomaz specialists conditions)
- 2
PREVENZIONE NEI LUOGH DI VITAE I LAVORO = 7
Carcinoma della mammella 2 1. Questionnaire
P o < evaluation
familiare/ereditario 8
\\\
S
~
Delibera di Giunta Regionale n. 220/2010:
“Rischio eredo-familiare per il carcinomi 91 ST R ST
della mammella - Approvazione linee pl‘0ﬁ|3'3' =
guida per le aziende sanitarie della Protocollo assistenziale nelle donne TR TS
Regione Emilia-Romagna arischio ereditario di tumore 3. Genetics
- \ della mammella e/o ovaio hub centre
Circolare regionale n. 21 del 29112/2011: \ Not performed,
“Indicazioni sul percorso e relativa \ negative, Y
modulistica di riferimento sul rischio \ . iv
eredo-familire per il carcinoma della not informative
mammella DGR 22012011" \ S B e BRCA1/2
i edizone mutation testing
2011 Anno 2016
y
SN 22 - - -
2016 . e Lifetime risk Lifetime risk
PREVENDONE NI LUOGH DIVITAE D1 LAVORO <30% >30%
o o
Profile 3 Profile 3
no BRCA1/2 mutation, BRCA1/2 mutation or
lifetime risk <30% lifetime risk =30%
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Il modello Tyrer-Cuzick - IBIS

IBIS Breast Cancer Risk Evaluation Tool

Description & Examples 9o Log
FAQs
NEW! v8 [zv]
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 |Risks x
Women's [ Ve 4] Parsonst Fopulston -
age —I
0T 657 3%
[ ol L Frind Praview
Paraus: ® Hyperplay
I - nkrewnt] Lifeime sk RA% 2%
Aga First Child. 50 |
Ovaion R
concer
I B
Mother = 10.5%f- Persanal Population
Ovarian r
NoBRCA [ gazE% %
Baaterel r e EES 3968
Breast F
cancer BRCAT v2en 012%
age 5 gene:
BRCAZ 05% 20%
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Risk Options.

Age 7

screen

et Tesng | 1

View Family Histary

ID

Woman's age is 45 years.

Age at menarche was 12 years.
Age at first birth was 30 years.
Person is premenopausal.
Height is 1.65 m.

Weight is 52 kg.

Woman has never used HRT.

63

47

Risk after 10 years is 6.5%.

10 year population risk is 2.3%.
Lifetime risk is 32.4%.

Lifetime population risk is 12.3%.
Probability of a BRCA1 gene is 0.22%.
Prabability of a BRCAZ2 gene is 0.52%.

26.0%

19.5%

13.0%

—— Personal risk

- Population risk

75 80 85
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Profilo di rischio Protocollo di sorveglianza presso il centro di senologia Spoke

Profilo 1 Come popolazione generale segue i protocolli dello screening : 45-74 aa.

40-44 aa. (percorso diagnostico)
Mammografia annuale [cod. 87.37.1)+ eventuali altri esami da eseguirsi
sulla base del referto mammografico

45-49 aa. (percorso screening)

Mammografia annuale (cod. 87.37.1)+ eventuali altri esami secondo
Profilo 2 = MEDIO RISCHIO quanto previsto nel protocollo diagnostico-terapeutico del programma di
screening

50-74 aa. (percorso screening)

Mammografia biennale (cod. 87.37.1) + eventuali altri esami secondo
guanto previsto nel protocollo diagnostico-terapeutico del programma di
SCreening
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25-34 aa.
Visita senologica + ecografia mammaria semestrale (cod. 851901)

" _ 35-49 aa.
Profilo 3 = ALTO RISCHIO Visita senologica + Mammografia annuale {cod. 87.37.1) + ecografia

mammaria a 6 mesi dalla mammografia (cod. 851901)
senza mutazione accertata

con lifetime risk <30% 50-69 aa
Visita (cod. 89.7 dello spoke) + Mammografia annuale (cod. 87.37.1)

70-74 aa. (percorso screening )
Mammografia biennale (cod. 87.37.1)

=25 aa ed in presenza di positivita al test genetico (**)
Visita senologica + ecografia mammaria semestrale (cod. 851901)

Profilo 3 = ALTO RISCHIO 25-34 aa.
Visita senologica + ecografia mammaria semestrale (cod. 851901)+
con mutazione genetica accertata RM della mammella annuale (cod. 88.92.7 se monolaterale, cod. 88.92.9

O senza mutazione accertata con se bilaterale)

lifetime risk 230% 35-49 aa,
Visita senologica + ecografia mammaria semestrale (cod. 851901) +
(#~) < 25 aa La proposta del test Mammografia annuale (cod. 87.37.1)+ RM della mammella annuale (cod.

genetico viene fatta solo se & presente BE8.92.7 se monolaterale, cod. B8.92.9 se bilaterale)

in famiglia un caso di eta < 29 aa. S0-69 aa,

Visita senologica + Mammografia annuale (cod. 87.37.1) + RM della
mammella annuale (cod. 88.92.7 se monolaterale, cod. 88.92.9 se
bilaterale) + ecografia mammaria a & mesi dalla mammografia (cod.
851901).

70-74 aa (percorso screening)
Mammografia biennale (cod. 87.37.1)
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In Italia ....

oo

11 Regioni hanno disponibilita esenzione D99
9 Regioni hanno PDTA dedicati

Ma con ampia variabilita dei percorsi....

- Donne con mutazioni BRCA1/2 - altri geni- alto rischio senza mutazioni
genetiche

- Maschi

- Carcinoma mammella/ovaio - altre neoplasie (prostata, pancreas)

- Esenzione per chirurgia profilattica

- Criteri di accesso al test genetico

- Protocolli di sorveglianza
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... i pannelli multigenici...

BRCA1
HIGH BRCA2 GENI AD ALTA PENETRANZA
(>4-fold) PALB2
CDH1, PTEN, STK11, TP53
BARD1 Estimated Absolute Risk of Breast Cancer Associated with Protein- Truncating Variants in 8 Genes.
MODERATE CHEK2
(2- to 4-fold) RADS1C
RAD51D 1
ATM 2
NF1 i; 404 — BRCA1
LowW MSH6 Zpue
B 304
(1- to 2-fold) or FANCC 2 o
Controversial FANCM 2 ATM
- = RADS1C
10 - - RADSID
x = Population
20
Age (yr)
Baseline absolute risks were derived from population incidences in the United Kingdom in 2016
Dorling et al NEJM 2021

Payal D. Shah, 2022 San Antonio Breast Cancer Symposium
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Table 1. Lifetime cancer risks in HBOC-associated PVs

M o ANNALS or
ONCOLOGY

Breast cancer’ Tubo-ovarian cancers” Pancreatic cancer” Colon cancer” Risk reduction and sc-:r?ening of.cance.r in'hereditary breast-ovarian cancer
syndromes: ESMO Clinical Practice Guideline
ATM Yes Yes Yes Mo Prostate 30%
25%-30% <5% < 5%
BARD1 Yes No No No No
~ 0%
BRCA1 Yes Yes Yes No
=>b0% 40%-60% < 5%
BRCAZ Yes Yes Yes No Prostate 33%
=60% 15%-30% = 5%
BRIP1 Mo Yes No No No
5%-10%
CDH1 Yes (LBC) No MNo No Diffuse gastric cancer 35%-45%
40%
CHEK2 Yes No No Yes
25%-30% 15%
PALB2 Yes Yes Yes No No
40%-60% 3%-5% 2%-3%
PTEN Yes No No Yes Thyroid 20%; endometrial 20%
40% 10%
RADSIC Yes Yes No No No
20% 10%
RADS1D Yes Yes No No No
10% 10%
5TK11 Yes No Yes Yes Gastric 30%; Sertoli-Leydig 10%:-20%
40% 10%-30% 30%
TP53 Yes No Possibly Possibly Sarcoma, brain, leukaemia,
A0% adrenocortical carcinoma
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... i percorsi di sorveglianza...

Regione | MAMMOGRAFIA | ECOGRAFIA "RM con MDC
Emilia Romagna Annuale dai 35 ai 69 Semestrale dalla Annuale dai 25 anni
anni, poi biennale diagnosi mutazionale
”Linigurza Annuale dai 40 anni - NA ‘Annuale dai 30 ai 49 anni; dai 50
entro strategia personalizzata
Lombardia Annuale dai 30 anni Semestrale/annuale dai Annuale dai 25 ai 55/65
(solo positive al test) 18 anni
Piemonte Annuale dai 40 anni Dai 30 anni entro Annuale dai 30 ai 49 anni; dai 50
strategia personalizzata entro strategia personalizzata
Toscana (ATNO) “ Annuale dai 30 ai 75 anni | Semestrale dai 25 ai 75| Annuale dai 25 ai 60 oltre i 75
anni da stabilire caso per caso




21-22-23 maggio 2025

Ravenna Crand Hotel Mattel

Secondary prevention for BRCA mutation carriers

National

Clinical Breast Exam Every 6-12 months starting at 25

Annual starting at 30.

LD L After 75 yrs on an individual basis.

Annual Starting at 25.

el After 75 yrs on an individual basis.

Gynecological
Screening

W=

SPECIAL ARTICLE

Risk reduction and screening of cancer in hereditary breast-ovarian cancer
syndromes: ESMO Clinical Practice Guideline

ANNALS o¢
ONCOLOGY

Intensified screening with MRI
should start at age 30
(or 5 years younger than the youngest
case).

Annual screening intervals in BRCAZ2.

6-monthly screening in BRCA1:
annual MRI and in between
-> in 30-39 yrs, ultrasound with or without
mammography.
-> in carriers >40 years of age,
mammaography with or without ultrasound.

TVUS and serum CA- 125 screening Before RRSO, 6-monthly TV-US + Ca 125
are recommended for preoperative
planning.

starting at the age at which RRSO is
offered.

NCCN Guidelines Version 3.2025
Genetic/Familial High-Risk Assessment:
Breast, Ovarian, Pancreatic, and Prostate
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ANNALS
ONCGOLOGY

EVD

SPECIAL ARTICLE

Risk reduction and screening of cancer in hereditary breast-ovarian cancer
syndromes: ESMO Clinical Practice Guideline

NCCN Guidelines Version 3.2025

Secondary prevention for BC in other mutation carriers

“ Cllnlcal hreaSt oE Mammogram

National
Breast MRI Somerehensive Genetic/Familial High-Risk Assessment:
Network® Breast, Ovarian, Pancreatic, and Prostate
NCCN 2.2025 NCCN 2.2025 ESMO 2023 NCCN 2.2025 ESMO 2023
ATM - Annual starting at 40 - Consider starting at 30-35 -
BARD1 - Annual starting at 40 - Consider starting at 40 -
Insufficient data;
BRIP1 : manage based on family history ; ; ;
Annual starting at 30 or 5-10 yrs ~ r : .

CDH1 - befors than the youngest case Consider startingat 30  Annual starting at 30
CHEK2 - Annual starting at 40 - Consider starting at 30-35 -
NF1 - Annual starting at 30 - Consider from ages 30-50 -

PALB2 - Annual starting at 30 Annual starting at 30 Annual starting at 30 Annual starting at 30

Every 6-12 months starting Annual starting at 30 or 10 yrs Annual starting at 30 or
PTEN at 25 or 5-10 yrs before before than the youngest case; - 10 yrs before than the Annual starting at 30
than the youngest case  after 75 yrs on an individual basis youngest case

RADS51C/D - Annual starting at 40 - Consider starting at 40 -

STK11 - Annual starting at 30 - Annual starting at 30 Annual starting at 30

. . . Annual starting at 20;
P53 Every 6-12 months starting  Annual startllngl alt 30; after 75 yrs . after 75 yrs on an Annual starting at 20
at 20 on an individual basis

individual basis
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Questioni aperte....

e Qual e il miglior strumento per
la valutazione del rischio?

e Qualisono i protocolli di
sorveglianza piu adeguati per
le diverse categorie di rischio?

o rischio medio
o rischio elevato con o senza
mutazione geni BRCA1/2

Aggiornamento periodico
Uniformita ed analisi di
efficacia dei percorsi regionali

2019 || Revisd: 16 December2019_| _ Accptd: 20 December 2019

ORIGINAL RESEARCH CancerMedicine _ WILEY

A regional population-based hereditary breast cancer screening
tool in Italy: First 5-year results

hod:
LK ‘MbPY

B protocols

Pratocol

Evaluation of an Italian Population-Based Programme for Risk
Assessment and Genetic Counselling and Testing for
BRCA1/2-Related Hereditary Breast and Ovarian Cancer after
10 Years of Operation: An Observational Study Protocol

i 1.2(0, Priscilla Sassoli de Bianchi >, Debora Canuti 3, Cinzia Campari 400,

i geli ©7, Elena Barbieri 3 ilia D" Aloia ?, Ri i 670, Pi

te
a , Mila gnani 7, Alfredo Tafa ', Alessandra Tononi ¥, Daniela Turchetti 1929,
Claudio Zamagni *!, Valentina Zampiga 7%, Lauro Bucchi ®*{ and the HBOC Study Group *




	Diapositiva 1: Le donne con storia familiare o tumore ereditario della mammella:  protocolli dello screening o paralleli allo screening? 
	Diapositiva 2
	Diapositiva 3
	Diapositiva 4
	Diapositiva 5
	Diapositiva 6
	Diapositiva 7
	Diapositiva 8
	Diapositiva 9
	Diapositiva 10: In Italia ….
	Diapositiva 11
	Diapositiva 12
	Diapositiva 13
	Diapositiva 14
	Diapositiva 15
	Diapositiva 16: Questioni aperte….

