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Linee guida ESMO



If a patient has ER/PgR pos, HER2 neg, Node-negative BC, to guide decisions for adjuvant systemic 
chemotherapy, the clinician may use: 

Evidence rating

Test Type Evidence quality Strenght of 
recommedation

Oncotype Dx Evidence based High Strong

Mammaprint 
in  high clinical risk per MINDACT

Evidence based High Strong

PAM50 ROR in conjunctions with other clinico-
pathologic variables

Evidence based High Strong

Endopredict Evidence based Intermediate Moderate

BCI Evidence based Intermediate Moderate



If a patient has ER/PgR pos, HER2 neg, Node-positive, BC, to guide decisions for adjuvant systemic 
chemotherapy, the clinician may use: 

Evidence rating

Test Type Evidence quality Strenght of 
recommedation

Oncotype Dx Evidence based Intermediate Moderate

Mammaprint 
in  high clinical risk per MINDACT

Evidence based High Moderate

PAM50 ROR in conjunctions with other clinico-
pathologic variables

Evidence based Intermediate Moderate

Endopredict Evidence based Insufficient Moderate

BCI Evidence based Insufficient Strong



AJCC 8th Edition: Biology Trumps Anatomy

Anatomic 
Stage

Tumor 
Size

Node 
Status

Meta-
stasis

8th Edition 
Prognostic 

Stage Group

Tumor Size

Node 
Status

Meta-stasis

Receptor 
Status 

(HER2/ER/PR)

Tumor 
Grade

Recurrence 
Score Value

(0 To 10)*

1977 to 2017 2018 and Beyond*If available

“…Biologic factors – such as grade, hormone receptor expression, HER2 overexpression / amplification, and genomic panels – have 

become as or more important than the anatomic extent of  disease to define prognosis, select the optimal combination of  systemic 

therapies, and increasingly, influence the selection of  locoregional treatments.” 

-AJCC 8th Edition Cancer Staging Manual, page 592



AJCC 8th Edition: Levels of Evidence Now Added

Multigene Panel Details of Change
Level of 

Evidence

21 Gene Recurrence Score (Oncotype Dx®)
For patients with hormone receptor-positive, HER2-negative, and lymph node-negative tumors, a 21-gene 

(Oncotype Dx®) recurrence score less than 11, regardless of T size, places the tumor into the same 

prognostic category as T1a–T1b N0 M0 and staged using the AJCC Prognostic Stage table as Stage I.
I

Mammaprint®
For patients with hormone receptor-positive, HER2-negative, and lymph node-negative tumors, a 

Mammaprint® low-risk score, regardless of T size, places the tumor into the same prognostic category as T1a–

T1b N0 M0.
II

EndoPredict®
For patients with hormone receptor-positive, HER2-negative, and lymph node-negative tumors, a 12-gene 

(EndoPredict) low-risk score, regardless of T size, places the tumor into the same prognostic category as T1a–

T1b N0 M0.
II

PAM50® (Prosigna)
For patients with hormone receptor-positive, HER2-negative, and lymph node-negative tumors, a PAM50 risk 

of recurrence (ROR) score in the low range, regardless of T size, places the tumor into the same prognostic 

category as T1a–T1b N0 M0.
II

Breast Cancer Index
For patients with hormone receptor-positive, HER2-negative, and lymph node-negative tumors, a Breast Cancer 

Index in the low-risk range, regardless of T size, places the tumor into the same prognostic category as T1a-

T1b N0 M0.
II

Adapted from Amin MB, Edge S, Greene F, et al, eds. AJCC Cancer Staging Manual. 8th ed. New York, NY; Springer Publishing; 2017.

Inclusion of Multigene Panels (when available) as Stage Modifiers  



7

Node negative 



PRE-MENOPAUSAL pts with RS 0-25 

HAD BENEFIT from CT

Kalinsky et al, NEJM 2021

POST-MENOPAUSAL pts with RS 0-25 

DID NOT BENEFIT from CT

RxPONDER: iDFS by treatment arm in post- and 

premenopausal pts N1-3



Chemotherapy for ER+/HER2- BC With 0-3 LN

Kalinsky. SABCS 2020. Abstr GS3-00. Sparano. NEJM. 2019;380:2395. Slide credit: clinicaloptions.com

▲ Denotes benefit (dDFS for LN- and iDFS for LN+) with addition of CT

Postmenopausal

LN positive

LN negative

Premenopausal

LN positive

LN negative

Low Clin Risk

High Clin Risk

RS 0-10 RS 11-15 RS 16-20 RS 21-25 RS ≥26

▲ 3.9% (RS 0-13) ▲ 6.2% (RS 14-25)

▲ 0.2%

▲ 6.5% ▲ 8.7%

▲ 6.4%

ET alone CT + ET CT (discuss OFS + AI as 
alternative)

http://www.clinicaloptions.com/


Stadio I-IIIA, ER+/HER2-

Non indicazione per:

• >4 linfonodi positivi

• Basso o alto rischio

• Paziente non candidabile a CT

• Paziente che rifiuta CT



20%



PAZIENTI RESIDENTI PAZIENTI FUORI REGIONE

Breast 

Unit

Periodo 

di 

riferime

nto

N° di test 

eseguiti

Tipologia di 

test 

utilizzati

Costo dei 

test 

effettuati 

suddivi 

per 

tipologia

Breast 

Unit

N° di test 

eseguiti

Tipologia 

di test 

utilizzati

Costo dei 

test 

effettuati 

suddivi per 

tipologia

ASL 1

01/01/2

022 - 

31/12/2

022

9
Oncotype 

DX
2000 ASL 1 0 0 0

ASL 2

01/01/2

022 - 

31/12/2

022

36
Oncotype 

DX
2000 ASL 2 0 0 0

ASL 3

01/01/2

022 - 

31/12/2

022

32
Oncotype 

DX
2000 ASL 3 0 0 0

ASL 4/5

01/01/2

022 - 

31/12/2

022

15
Oncotype 

DX
2000 ASL 4/5 0 0 0

Policlinic

o San 

Martino

01/01/2

022 - 

31/12/2

022

26
Oncotype 

DX
2000

Policlinic

o San 

Martino

1
Oncotype 

DX
2000

118

38%



Su 132 casi clinici discussi, in circa l’86% (98 pazienti)  dei casi non è stato 
ritenuto utile ricorrere all’Oncotype DX per decidere l’aggiunta o meno della 
chemioterapia perché trentacinque casi (31%) sono stati classificati come ad 
altro rischio sulla base delle caratteristiche clinico-patologiche ed è stata data 
l’indicazione ad eseguire la chemioterapia mentre 63 pazienti (55%) sono 
state definite a basso rischio e non è stata data l’indicazione alla 
chemioterapia. Nelle 16 pazienti (14%) in cui è stata data l’indicazione ad 
eseguire il test Oncotype DX il rischio clinico-patologico è stato definito 
intermedio ed in particolare le caratteristiche sono risultate le seguenti: età 
mediana di circa 45 anni, diametro del tumore inferiore ai 2 cm, linfonodi 
negativi, recettori positivi ed HER2 negativo e Ki67 mediano del 19% (range 5-
33).



20%

231

14%



PAZIENTI RESIDENTI PAZIENTI FUORI REGIONE

Breast 

Unit

Periodo 

di 

riferime

nto

N° di test 

eseguiti

Tipologia di 

test 

utilizzati

Costo dei 

test 

effettuati 

suddivi 

per 

tipologia

Breast 

Unit

N° di test 

eseguiti

Tipologia 

di test 

utilizzati

Costo dei 

test 

effettuati 

suddivi per 

tipologia

ASL 1

01/01/2

022 - 

31/12/2

022

9
Oncotype 

DX
2000 ASL 1 0 0 0

ASL 2

01/01/2

022 - 

31/12/2

022

36
Oncotype 

DX
2000 ASL 2 0 0 0

ASL 3

01/01/2

022 - 

31/12/2

022

32
Oncotype 

DX
2000 ASL 3 0 0 0

ASL 4/5

01/01/2

022 - 

31/12/2

022

15
Oncotype 

DX
2000 ASL 4/5 0 0 0

Policlinic

o San 

Martino

01/01/2

022 - 

31/12/2

022

26
Oncotype 

DX
2000

Policlinic

o San 

Martino

1
Oncotype 

DX
2000

118

2 pz/mese

Gennaio 2023-
giugno 2023: 30 tests;
5 pz/mese



24%
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