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Breast cancer centre/unit and coordination
Minimum volume of 150 newly diagnosed early breast cancer cases a year and treating atleast 50 metastatic
breast cancer cases a year, coordinated by a core MDT member responsible for the multidisciplinary approach

FUSCOMA

European Society of Breast Cancer Specialist

Core MDT

( Radiology R
At least 2 radiologists carrying out at least
1,000 mammaographic exams (5,000 if
participating in a centralised screening
programme), 200 ultrasounds, S0 MRIs and
50 breast guided interventions a year.
Atleast 2 radiographers performing at least
\_ 1.000mammogiams eachayear

( Pathology )
At least 2 pathologists each reporting on

a minimum of 50 preoperative samples,
50 early resections and 25 metastatic breast

& cancer surgical specimens ayear /

@ Surgery E
At least 2 breast surgeans carrying out
primary surgery as first operator on at least
\& 50 newly diagnosed breast cancers a year

S

& Medical oncology

At least 2 medical oncologists each
treating a minimum of 50 early and
\BMMWMMaW
& R

Radiation oncology
At least 2 radiation or clinical
oncologists each treating at least 50 early
breast cancer patients a year. They must
\_ also have palliative treatment experience /

d Nursing )

At least 2 breast care nurses working
full time on breast cancer care seeing at
least 50 early and 25 metastatic breast
\4 cancer patients 3 year =/

Extended MDT

X
o0

Psycho-ancolagy

)

Geriatric oncology

)

Oncology pharmacy )

Nuglear medicine

)

Physiotherapy

)

Plastic surgery

)

Interventional radiology )

Self-image support

)

Palliative care

)

Clinical genetics

Prevention

)
)




el ANNALS o (X X
ONCOLOGY 000
driving innovation in oncology . . .
o000
L XX
Customizing local and systemic therapies for women with early breast o000
cancer: the St. Gallen International Consensus Guidelines for treatment of o000
early breast cancer 2021 o O
H. J. Bursteinl*i, G. Curiglianoz*ﬁ, B. Th\'.irlimanna, W. P. Weber“_, P. Poortmanss, M. M. Regan‘, H. J. Senns, E. P. Winer*

& M. Gnant’, Panelists of the St Gallen Consensus Conference’

breast cancer. There is increasing recognition that the care of a breast cancer patient depends on highly
individualized clinical features, including the stage at presentation, the biological subset of breast cancer, the genetic
factors that may underlie breast cancer risk, the genomic signatures that inform treatment recommendations, the
extent of response before surgery in patients who receive neoadjuvant therapy, and patient preferences. This
customized approach to treatment requires integration of clinical care between patients and radiology, pathology,
genetics, and surgical, medical and radiation oncology providers. It also requires a dynamic response from clinicians
as they encounter accumulating clinical information at the time of diagnosis and then serially with each step in the
treatment plan and follow-up, reflecting patient experiences and treatment response.

QM 5o ANNALS o
ONCOLOGY

driving innovation in oncology

SPECIAL ARTICLE

Understanding breast cancer complexity to improve patient outcomes: The
St Gallen International Consensus Conference for the Primary Therapy of
Individuals with Early Breast Cancer 2023

G. Curigliano®2*1, H. J. Burstein®**!, M. Gnant®'%, S. Loibl’-%, D. Cameron®, M. M. Regan'’, C. Denkert', P. Poortmans'23,
W. P. Weber'*'* & B. Thiirlimann'®’, St Gallen Consensus Conference Panelists 2023

treatment options. The emergence of more effective, innovative agents in both the preoperative (primary or
neoadjuvant) and post-operative (adjuvant) settings has underscored the pivotal role of a multidisciplinary approach
in treatment decision making, particularly when selecting systemic therapy for an individual patient. The importance
of multidisciplinary discussions regarding the clinical benefits of interventions was explicitly emphasized by the
consensus panel as an integral part of developing an optimal treatment plan with the ‘right’ degree of intensity and
duration. The panelists focused on controversies surrounding the management of common ductal/no special type
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The axillary chaos
* The axillary dilemmn: gy
CDKA/GLn EBC ¢
° mmunotherapy tn €8
* Barly TNBC
° Hereditary BC

\\\\\\\\



e | The axillary °° .
B L X
chaos... cces
...Now decision regarding
the need and the time of
adjuvant treatment are often
based on biological

characteristics (HR, Her2...)
and genomic signatures.

No axillary
- surgery

Cicero Urban
Brazil



EDITORIALS ‘ ‘ EDITORIAL .. .
Sentinel-Lymph-Node Biopsy in Early-Stage ¢oe0o
Axillary Dissection — The Bell Tolls for Thee Braaat Canceé— 15 It Obsoleta? e ©
Kandace P. McGuire, M.D
Contents Hats avadlable ar ScheveeDivect " 5
F L BREAST

Fronpe The Breast

ELSEVIER journal homepage: waww |ourmals simvier comthe-breest

Editarial Cordoso) )

De-escalation of loco-regional treatments: Time to find a balance ;‘I\‘,Ir',.:n P =

2023 and 2024 were “The Axilla’s Years” with
robust evidences from important clinical trials!

Cicero Urban
Brazil

From: «Who can avoid upfront SLNB and
/axillary surgery?»...

N

... To: «Who can not avoid upfront SLNB

and axillary surgery?»



Are we ready for a worlol without 2%,
uptront SNLB tn clinieally node cese’

negative breast cancer?

'YES!

Cicero Urban
: Brazil

But...

De-escalation requires efforts in
multidisciplinary decision making
Risk of potential escalation of other modalities
of treatment

Standardization of information given to patients
for shared decision making.

A reliable axillary US in
fundamental for this new i
world.




Are we ready tor a world without s
upfront SNL®B tn clinically node
negative breast camncer?

* For 2025 an increasing impact of AUS on
surgical, radiotherapy and systemic decisions.

* For the near future, we expect more decisions
based on genomics and Al supplanting
decisions based on anatomy.

 More data are needed for SLNB omission
in invasive lobular carcinoma, luminal G3,
T2, premenopausal patients, mastectomy
and also in TN and Her2+ patients
candidates to upfront surgery.

Cicero Urban
& Brazil



The axillary dilemuma: adj uwant CDK
4/6 Lnhibitors Ln eBC

NATALEE study design'?

+ Prl ) -,E‘l"aliamd'up*tb 12111&'_
! jdﬁumh::al stage llA®

TR

Randomization stratification

Anatamical stage: |l vs il

Menopausal status: men and premenopausal women vs posimenopausal women
Receipt of prior (necjadjuvant chemotherapy: yes vs no

Geographic location: North AmericalWestemn Eurcpe/Oceania vs rest of world

Highvisk  (mm

early breast

cancer

Other criteria:
Women or men

No distant metastasis

.
.
-
-

weeks of ET following

Pre-/ post menopausal
With or without prior neo- and/or adjuvant chemotherapy

Maximum of 16 months from surgery to randomization and 12

Ribociclib
400 mg/day

Intermediate/hioh
sk

+ gosereliﬂ inmen
and prem =

Letrozole or
anastrozolefor2 5y
+ goserelin in men
and premenopausal
women

monarchE: study design

Cohort 1: Inclusion based on
cllnlcopamologlcal risk
factors

+« 24 ALN OR
. 13ALNandaueasl1onha
below:

- Htstulogic Grade 3
- Tumor size 25 cm

Abemaciclib (150mg twice daily for up to 2 years")
+ Standard of Care Endocrine Therapy*©
(5 to 10 years as clinically indicated)

N = 5637¢ |

ITT includes
both C1 and C2

Standard of Care Endocrine Therapy®
(5 to 10 years as clinically indicated)

Stratified for:

Prior chemotherapy
Menopausal status
Region

Cohort 2: Inclusion based on
Ki-67:

1-3 ALN and

Cel'ltrall},«r tested Ki-67
220%4

Not Grade 3 and tumor size
not 25 cm

Primary Objective: Invasive disease-free survival (IDFS) (STEEP criteria)

Key Secondary Objectives: IDFS in Ki-67 high (220%) population, Distant
relapse-free survival (DRFS), Overall survival, Safety, Patient reported outcomes,
and Pharmacokinetics

the last non-ET



The axillary dilemuma: | ses:,
adjuvant CDK 4/6 | 23380
Lnhibitors Ln eBC °

Question 8: Better based upon accurate 253 & m 197 ST.GALLEN INTERNATIONAL BREAST CANCER CONFERENCE 2025
estimates of risk of recurrence than on the 12~ 15 March 7005, Vienna {Austa

eligibility criteria for the pivotal clinical
The selection of patients with intermediate risk ER+ breast cancers for adjuvant COK46 inhibitors

t"aIS? would be better based upon accurate estimates of risk of recurrence than on the eligibility criteria for
the pivotal clinical trials (the Cameron/deMichele rule)

SOBRCT 2%

Agree

u 9%
Em %

b. Disagree- 12.5%

lotal Votes 1 64

e o = -




NATALEE: iDFS in node-positive EBC

40 -

Invasive disease-free survival, %
8
AL

20 4

No. at risk

RIB + NSAl 2261
NSAl alone 2219

/ ’ sV 7 ’ 000
ADU UVant CDK 4/6 tnhiolttors tn eBRC | eee
o0 o
- ® o
' (X X |
(X X |
iDFS in Patients With N1 to N3 Disease ® : ® :
i
0, 1
e 90.4% | 88.0%
—— “
87_7% -‘*‘.h-. ......
183.0%
A2.7% i
1 A5.0%
1
Median follow-up for iDFS, 44.2 mo i
Events/n (%) 240/2261(10.6) 301/2219(13.8)
| Hazard ratio (95% CI) 0.731(0.617-0.866)
o 6 12 18 24 3 3% 4 48 54 60 68
Months
2 - o -
»monarchE: iDFS in cohort 1
= 100 4
?..: 926(A=32) 8.9 (A=5.1)
c—g 90 o 39-‘5 "ol .85.6(3:6.4“ 832 (A=79)
T o .
@ 704 : 768
{«}] I
L 601 : Abemaciclib + ET  ET alone
Llr ‘ n =382 n =553
o 501 ] HR (95% Cl); 0.670 (0.588,0,764)
g 0 Nominal P < .001
o 401 :
w i
& 304 ,
a s Abemaciclib + ET ) Cohort 1: 24 ALNs or 1-3 ALNs +
= ——FkT | tumor size 25 cm and/or grade 3
=0 - . . . v v . . .
0 6 12 18 24 30 36 42 48 54 60 66 72
Time (months)
No. at risk:
2565 2387 2322 2256 2189 2129 2068 2006 1913 1111 490 74 1]
—— 2585 2405 2328 2236 2143 2059 1979 1915 1795 1056 473 67 0

Data cutoff: July 3, 2023
54-month median follow-up



’A‘dj uant CDK 4/6 tnhibitors Ln eBC

Real-world data (Flatiron) for patients with HR+/HER2- EBCM

estimate ROR (N = 7564)
« The NO non-high-risk group had significantly lower overall ROR and distant ROR vs the NO
high-risk (P<.0001) and N1 (P<.0001) groups

« The NO high-risk and N1 groups were not statistically different in overall (P=.617) or distant
(P=.438) ROR rates

Risk of Overall Recurrence Risk of Distant Recurrence

A5k Log-rank p-value: P<00013 Log-rank p-value: P<.0001%

§i58%

25%

§

15%
10%
5%

Overall Recurrence, %
Distant Recurrence, %

NO high-risk was defined by NATALEE frial inclusion criteria: node-negative T2 disease ([grade 2 with high genomic
risk or Ki-67 220%] or grade 3), T3, or T4

FAC sarly hisast rsnee HFRT hoimsn eoidonmsl orowth Gector icootoe 3 HR homisna mosolor N nodie ROR sick af meanesnes T oo

Nadia Harbeck
Germany



Adju\/a Nt CDK 4/6 Lnhibltors L eBC | 208

NATALEE: iDFS in high-risk NO EBC
- RIB + NSAl improved iDFS over NSAl alone in high-risk NO EBC'

« In the control arm, the 3- and 4-year iDFS rates underscore the risk of recurrence and unmet need in
NATALEE patients with NO disease who are treated with current SOC'
iDFS in Patients With NO Disease'?

] ey 93.4% | 1 92.1%
"‘f—f_—;—-j:-:_r._ :‘____:T_JL._\_._-“
£ 90.8% | D S
3 | 87.0%
3 1
e A26% A5.1%
1
£ 1
£ “°7 Median follow-up for iDFS, 49.1 mo |
%
S

20- RIB + NSAl | NSAlalone

Events/n (%) 23/285 (8.1) 38/328 (11.6)
o~ Hazard ratio (95% CI) 0.666 (0.397-1.118)
t'> :3 1‘2 1!s 214 :;0 ;e 4}2 ;a 5‘4 t;o s!a -
No. at risk Months Nadia Harbeck
RIB+NSAI 285 262 258 250 244 240 230 221 156 37 2 0 Data cutoff: April 29, 2024
NSAlalone 328 300 204 287 277 270 252 234 156 33 2 0| 44.2-month median IDFS follow-up Germa ny
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KEYNOTE-522 Study Design'-®

Biopsy and Breast MRI
at Screening

Optional Biopsy
Breast MRI

Breast MRI

Neoadjuvant Treatment

Neoadjuvant Treatment

<

Adjuvant Treatment

Cycles 1-9
(27 weeks)

Patient

Cycles 1=4 Cycles 5-8

Population (12 weeks) (12 weeks)

Age 218 years Carboplatin AUC 5 Q3W or AUC 1.5 QW DOXO.I'UbI‘CI-I'I 60 mgfm"QEW or s :
* Locally advanced + paclitaxel 80 mg/m? QW epirubicin 90 mg/m? Q3W embrolizuma
TNBC, either newly + pembrolizumab 200 mg IV Q3W * cyclophosphamide 600 mgim? QW 200 mg IV Q3W
diagnosed or + pembrolizumab 200 mg IV Q3W
previously untreated
(T1¢, N1-2 or b
T2-4, N0-2)
* ECOGFS 01 Carboplatin AUC 5 Q3W or AUC 1.5 QW Doxorubicin 60 mglr’ QW or
« Tissue sample for + paciitaxel 80 mg/m’ QW S S O Placebo
PD-L1 assessment® + placebo + cyclophosphamide 600 mg/m? Q3IW
+ placebo

Select Secondary Endpoints

Primary Endpoints

Stratification Factors

* pCR (ypTO/Tis ypNO) in ITT * pCR (ypT0 ypNO, ypTO/Tis) + pCR, EFS, and OS in PD-L1-
« EFSinITT + 0S positive population
« Safety

* Nodal status (positive vs negative)
* Tumor size (T1/T2 vs T3/T4)
« Carboplatin schedule (QW vs Q3W)

All traatmante nivan U Damhenlizimah Anes: 200 ma IV NIW
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Overall Survival by Pathologic Complete Response (yp T0/Tis ypNO)

5

3: EE—— R
%04 19441 088036428

| ] | | | | | I I
0 6 12 18 24 30 36 42 48 o
No. at risk Time, months

. =l =
z 70+ “ﬂ\m - HR {36 CI)
o g0 s 7y | 076056408
o i
e 50+ :
§ 49 Pembro+ChemoPembroResponder i
: 1, Pice00+ChemoPaceboResponer 1|
E Pembro + Chemo/Pembro Non-espondsr I
1
ol Placebo + Chema/Piacebo Non-responder 1
{0+ 1
0 Medianfollow-up:75.1 months |
1
60
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(X X |
o000
o000
e O
Removal of tumor removes exhausted T cells S
Il Effector Memory T cells Functig::l“l.\';g::::;dmmor- T

specifc T cells —» PCR/RCBI/I

s Cured
@ Exhausted T cells O
Express PD-1/PD-L1 ® Relapse
® o ®

o

]

>

= Immunoediting
= %

g Tumor Clonal selection
- reduction ..“

< Surgical B

removal

asuodsal ||22 | jo apnjiusely

Immunoediting
- : Clonal selection
Diagnosis

00
o %O O Low TiL/high TIL
@0

Primary breast

=07 ¢ amn

Neoadjuvant chemo+ pembro

Surgery
Sherene Loi MD, PhD; St Gallen 2025 __0

hne

Sherene Loi
Australia



Evant-frea survival, %

Event-fres survival, %
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RCB-0 B RCB-1
O et 04T %
90 192.6%
B0+ i |
70- E 2 i
1 3 [l
50 ! E 60 i
! !
504 | & 50 i
40 ! é 404
30 4 ) & 304 !
201 i 20 g
104 : 104
[ o e e A e S o e e O+ —— 1T FT—T— T T
0 3 & 9 12 15 18 21 24 27 30 33 36 30 42 45 48 51 0 3 6 9 12 15 1821 24 27 30 33 35 30 42 45 48 51
No. al risk Time, months No. at risk Time, months
457 407 407 453 4BT 456 42 481 470 €74 461390 1O 223124 18 0 0 0969 88 07 67 65 62 61 61 B0 33 S0 M M 8 1 0 0
279 219213 218 26209 208 205 202 202198 107 132 8% S8 10 0 O £5 45 45 44 44 I AL N 4 WM N WM 100

RCB-2 D RCB-3
#
B
2
. z
504 1 85.8% a
H
@ : %
H
30 1
E )
20 H
L]
10 H
i 1
[} rJi.rJqTiL.rT T T T LI T T o T T T T T T T T .1 T T T T T T T 1
0 3 6 8 121518 21 24 27 30 33 36 39 42 4545 51 038 6 12159182124 275031363042 4548 51
No. st risk Time, months No. strisk Time, months

L eBRC

A RCB
dass  Number  Events  HR (95% CT) P interaction
1 40 6 105 (0.67 = 1.63) oom 0.003
] 185 69 069 (0.58 — 082)  —@—
m 146 114 0.94 (0.84 = 1.04) -
T — T T
05 08 112 16
io Lo RFS
per [0% Tement
B RCB class | RCB class Il RCB class 1l

> 20% RD TIL (z = 5§)

i < 20% RD TIL (v = 88)

g N B
£ 14
o R B
20 4 . >20%RD TIL (& = 14) 20 > 20% RD TIL (& = 70) ]
— < 20% RD TIL (a = 26) — < 20% RD TIL (a = 115)
0 T T T T 1 0 -4
1 2 3 4 5 ] 1 2 3 4 5 1 2 34 5
Years Years Years
o} RCB
class Number  Deat HR (95% CD P interaction
I 40 3 0.92 (0.54 - 1.58) 0.008
I 188 58 0.75 (0.63 = 0.89) e
m 147 102 0.92 (0.82 — 1.04)
T L — T
04 06 08 12
Hazard ratio @ir OS
per 10% RD TIL fherement
D
RCB class RCB class 1T RCB class 111
100 R
R R
&0
g 60 60 g
& 40 - 40 8
20 > 20% RD TIL (N = 14) 20 > 20% RD TIL (¥ = 71) > 20% RD TIL (N - 38)
— < 20% RD TIL (N = 26) — SN RD TIL (N = 1IT) ——< 20% RD TIL (N = 89)
a 04 }
1 2 3 4 3 o I 2 3 4 5 0 1 2 3 4 5
Years Years Years

Figure 2 Prognostic interactions between RCE clag)

and RD TiLs. The forest plots demonstrate

he prognostic association of RD TiLs by RCB

class for recurrence-free survival (A) and for overall HumesiSiniiassienisissasnill incd using a likelihood ratio test. Kaplan-
Meier curves demonstrating survival by a TIL level cut-off value of 20% for RCB class |, Il, and lll are shown for both recurrence-free survival (B)
and overall survival (D). HR, hazard ratio; 95% C1, 95% confidence intervak; RFS, recurrence-free survival; OS, overall survival.



Adjuvant treatment for all TN eBC?

10 Year BCSS by TILS
s | <s0% | so7a% | 7%

All stage | 87% 93%
HR 0.38 {95% CI 0.17-0.87) HR 0.50 (95% Cl 0.25-1.00)
Tla/b 92% 97% 89%
HR 0.41 (95%Cl, 0.10-1.73) HR 1.37 (95% Cl, 0.62-3.05)
Tlc 83% 91% 98%
HR 0.40 (95%Cl, 0.15-1.10) HR 0.09 (95% Cl, 0.01-0.68)
[€] sTIL cutoff at <30%, 30%-74%, and 275%
100 ——Iﬁ—!——%‘—'
20 _H__L_h“_"\-—._
w 60 :
4 Tk, T1c BCSS by % TiLs
B AT | T Lavels 30%-74%
STIL level 275%
20
0

— i — e
0 1 2 3 4 5 6 7 B 9 10 11 12 13 14 15 16 17 18
Follow-up period, y

No. at risk
STIL level <30% 428 420 399 374 358 342 322 267 228 193 161 138 111 53 68 38
STIL levels 30%-74% 58 57 54 52 52 50 47 44 40 33 28 35 21 18 15 10

sTIL level 275% 62 61 &0 57 56 56 55 52 41 33 27 11 16 12 7 3

qulr’}c.nf.n.l fl(nl([]‘ JAMA Onc 2024

Hope S. Rugo
USA

il



Adjuvant treatment for all TN eBC? | g8

e0v 0@
evove
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* AllpT1c NO
 Most pT1b NO

» Highly selected young patients witi-emaller

tumors AND high risk features S —

« CT is not recommended for:
« Most pT1a

- Low grade good prognosis rare s

 Stratifying treatment based on TILs

2024
WORK I N TNBC-DX genomic test in early-stage

TNBC treated with neoadjuvant N
PROGRESS taxane-based therapy without é ‘
immunotherapy VM "

Miguel Martin, Oleg Gluz. Guillermo  Villacampa
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Hereditary BC 220,
o [
( X X )
. ( X X J
Introduction o000
e o
Approximately 5-10% of breast cancers (BC) are associated with a germline

pathogenic variant (PV) or likely-PV (L/PV) in one of several genes

Most common germline PVs associated with BC — BRCA1 & BRCAZ2

Shani Paluch-Shimon

Israel
What we find in terms of hereditary predisposition genes including prevalence will A
depend on where we look (age, subtype, stage, ethnicity, family history) il

Initial high threshold for guidelines reflected factors that have changed over time
l including - cost, clinical utility, guidelines & measures for screening & risk-reduction
of all breast cancers diagnosed before the

0]
9 /0 age of 40 are attributable to mutations in BRCA1 or BRCA2 genes

ot gy - |

Alcohol

Smoking

Body mass Socioeconomic
index L B8 status s
:.. '-\_\ ..
L]
II. 4 °
W s
e
Breast Cancer in BRCA1/2 TPS3, -
: Young Women: PTEN, PALBZ2, H
Pregnancy B Risk Factors STK11, COHT High . ]
and i Dense breast tissue 3
breastfeeding genes .'
CHEKZ, ATM,
s, Ao, Lack of regular !
>180 SNPs ' Screenlng prog_rams
Contraceptive ;::::?nt:e
methods genes Soe L
Low penetrance ML rrr T
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Guidelines

SGi

Majority of international guidelines still focus on risk-adapted approach:

age, family history, triple negative breast cancer, ancestry

Some international guidelines also recommend testing of patients eligible

for PARP inhibitors

Shani Paluch-Shimon
Israel

The American Society of Breast Surgeons recommend testing ALL women
with a personal history of breast cancer

[ |

({3 Cancer

. ggtrfpnrilhenswe NCCN Guidelines Version 3.2025
N

Network®

Hereditary Cancer Testing Criteria

NCCN Guidelines Index
Table of Contents

Discussion

TESTING CRITERIA FOR HIGH-PENETRANCE BREAST CANCER SUSCEPTIBILITY GENES

(Genes such as BRCA1, BRCA2, CDH1, PALB2, PTEN, STK11, and TP53. See GENE-A)3f8.hi

« See General Testing Criteria on CRIT-1.

* Personal history of breast cancer with specific features:
»=50y
» Any age:
¢ Treatment indications

— To aid in systemic treatment decisions using
PARP |nh|b|tors for breast cancer in the metastatic
settmgl (NCCN Guidelines for Breast Cancer)

—To aid in adjuvant treatment decisions with
olaparib for high-risk,' HER2-negative breast
cancer

¢ Pathology/histology

— Triple-negative breast cancer

— Multiple pnmarx‘ breast cancers (synchronous or
metachronous)

— Lobular breast cancer with personal or family
history of diffuse gastric cancer (NCCN Guidelines
for Genetic/Familial High-Risk Assessment:
Colorectal. Endometrial, and Gastric)

¢ Male breast cancer
O Ancestry: A

i Jewish

» Any age (continued):
0 Family history"
- 21 close blood relative® with ANY:
= breast cancer at age <50 y
= male breast cancer
= ovarian cancer
= pancreatic cancer
= prostate cancer with P or high- or
vel gl-hlgh-nsk group (Initial Risk Stratlflcatlon
Staging Workup in NCCN Guidelines for

849 x 657

2 Cancer)

sses of breast and/or prostate cancer
(any grade) on the same side of the family
including the patient with breast cancer

Cuzick, BRCAPro, CanRisk)."

« Family history criteria: unaffected; or affected but does not meet above criteria
» Individual with a first- or second-degree blood relative meeting any of the criteria listed above (except
whos: i meet criteria only for systemic therapy decision-making).
» Individuals who have a probablh(y >5% of a BRCA1/2 P/LP variant based on prior probability models (eg, Tyrer-

Criteria

met —> GENE-1
If criteria
" for other
If testi n
crifesriI:g hereditary
syndromes
notmet not met,
consider then:
testing T
girtf:rtil?er screening
itary as per
NCCN
syndromes Screening
Guidelines

74; Manahan, An/

CARCINOMA MAMMARIO IN STADIO PRECOCE LINEE GUIDA

2023

AD =

1. Pazienti con caratteristiche cliniche associate a un’aumentata probabilita di variante

patogenetica (VP) di BRCA1/2, indipendentemente dalla storia familiare:

2. Pazienti senza caratteristiche cliniche i a un’ probabilita di VP BRCA,

eleggibili a trattamenti specifici in caso di VP germinale:

600D SCIENCE
BETTER MEDICINE
BEST PRACTICE

SPECIAL ARTICLE

Identification of germline mutations informs disease management and follow-up;

ANNALS o¢
ONCOLOGY

driving innovation in oncology

patients with gBRCA1/2m and other PVs may opt for different locoregional breast
cancer management and contralateral surgical prophylaxis, and warrant more
intensive risk-reducing measures for other malignancies such as ovarian cancer.’
High-risk patients with gBRCA1/2m may be candidates for adjuvant therapy with a
poly (ADP-ribose) polymerase (PARP) inhibitor.

Germline testing for PVs in BRCA1/2 should be offered for patients who meet the
respective national criteria and for those who are candidates for adjuvant olaparib
therapy.20-21
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Hereditary BC

Guidelines based testing will miss some PV carriers m

5G

B Percent of total pathogenic variant carriers B Percent of total pathogenic variant carriers
missed by NCCN criteria datacted by NCCN criteria

The “gap” between
guidelines vs universal
testing depends on many SGRCC
factors — including which i I
genes panels are tested for! Shani Paluch-Shimon

9 breast cancer 6 high-risk breast cancer genes BRCA1 or BRCAZ e = | srae l

pradisposition genes g

*Based on NCCN V1.2020

Women meeting NCCN criteria had a higher frequency of germline PVs than
women not meeting criteria (9.0% v 3.5%)

Other studies have shown that “out-of-guideline” detection changed clinical
management including in women >65yro

PV=pathogenic variant Yadav et al, 1CO, 2020; Whitworth et al, 2022, IAMA Netwark Open, 2022
|
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GS1-08: Association between Risk-reducing Surgeries and Survival in Young
BRCA Carriers with Breast Cancer: Results from an International Cohort Study
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How important is the impact of cascade testing? g

RRSO saves lives in unaffected Knowing BRCA status prior to diagnosis is
BRCA1/2 carriers associated with a better outcome for BC
T )
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RRSO: Risk-reducing salpingo-ophorectomy ; BC=breast cancer Li et al, Clin Cancer Res 2016; Hadar et al, JAMA Oncology, 2020;Lubinski, JAMA Oncology, 2024; Lambertini, JCO, 2025
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and the last 2 suggestions...
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Oncofertility Counseling is Mandatory
As soon as Possible after Diagnosis
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Fertility preservation and post-treatment pregnancies in post-pubertal
cancer patients: ESMO Clinical Practice Guidelines'
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« All cancer patients of reproductive age should receive complete oncofertility counselling as early as '
possible in the treatment planning process, irrespective of the type and stage of disease [ll], A]

* Asthereis no absolute threshold of exposure to anticancer therapies that determines gonadal

failure and infertility, every patient should be considered as being at potential risk of developing
treatment-related gonadotoxicity [V, A]

a0)

Transgender (TG) and nonbinary (NB) persons

Knowledge about the risks of breast/gynecological cancers in TG and NB persons receiving gender-affirming hormone Expert opinion
therapy is limited
Even less information exists regarding TG/NB individuals with known genetic predisposition. y f ‘ ]I

Cancer registries should include TG/NB identities, and further education and research should be implemented to fill

the gap in information and counseling in this population. i * * ' * * L
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